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BeyondSpring Inc.

476,191 Ordinary Shares

This is an initial public offering of ordinary shares of BeyondSpring Inc., a Cayman Islands company

with operations primarily in the United States and China. We are offering 476,191 of our ordinary shares.

Prior to this offering, there has been no public market for our ordinary shares. We expect the initial public

offering price of our ordinary shares to be between $20.00 and $22.00 per share.

We have applied to list our ordinary shares on the NASDAQ Capital Market under the symbol ‘‘BYSI.’’

We are an ‘‘emerging growth company,’’ as defined in the Jumpstart Our Business Startups Act of 2012

(the JOBS Act) and will be subject to reduced public company reporting requirements.

Investing in our ordinary shares involves a high degree of risk. See ‘‘Risk Factors’’ beginning on

page 14 of this prospectus for a discussion of information that should be considered in connection with

an investment in our ordinary shares.

Neither the Securities and Exchange Commission nor any state securities commission has approved

or disapproved of these securities or determined if this prospectus is truthful or complete. Any

representation to the contrary is a criminal offense.

Per Share Total

Initial public offering price . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . $ $

Underwriting discounts and commissions(1) . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . $ $

Proceeds to us (before expenses) . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . $ $

(1) See ‘‘Underwriting’’ for a description of compensation payable to the underwriter.

We have entered into share subscription agreements with certain investors who will purchase up to an

aggregate of $50.6 million of newly issued ordinary shares from us at a price per share equal to the initial

public offering price in a separate private placement transaction. Among others, these investors include Sangel

Star Biomedical Fund LP and HuaRong TianZe (HK) Investment Limited Partnership, each of which is an

affiliate of certain existing shareholders. The underwriter will serve as placement agent for the concurrent

private placement and receive a placement agent fee equal to 7% of the total purchase price of our ordinary

shares sold in the concurrent private placement. The closing of the concurrent private placement and the

closing of this offering are conditioned upon each other. The issuance and sale of our ordinary shares to these

investors are being made in reliance on an exemption from registration contained in either Regulation S or

Regulation D under the Securities Act of 1933, as amended.

We have granted a 30-day option to the underwriter to purchase up to 71,428 additional ordinary shares

solely to cover over-allotments, if any. The underwriter expects to deliver the shares to purchasers in the

offering on or about , 2017.

Rodman & Renshaw
a Unit of H.C. Wainwright & Co.

The date of this prospectus is , 2017T
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We have not, and the underwriter has not, authorized any person to provide you with information

different from that contained in this prospectus or any related free-writing prospectus that we authorize to

be distributed to you. This prospectus is not an offer to sell, nor is it seeking an offer to buy, these

securities in any jurisdiction where the offer or sale is not permitted. The information in this prospectus

speaks only as of the date of this prospectus unless the information specifically indicates that another date

applies, regardless of the time of delivery of this prospectus or of any sale of the securities offered hereby.

For investors outside of the United States: We have not, and the underwriter has not, done anything that

would permit this offering or possession or distribution of this prospectus in any jurisdiction where action for

that purpose is required, other than the United States. Persons outside of the United States who come into

possession of this prospectus must inform themselves about, and observe any restrictions relating to, the offering

of the ordinary shares and the distribution of this prospectus outside of the United States.

This prospectus includes statistical and other industry and market data that we obtained from industry

publications and research, surveys and studies conducted by third parties. Industry publications and third-party

research, surveys and studies generally indicate that their information has been obtained from sources believed to

be reliable, although they do not guarantee the accuracy or completeness of such information. While we believe

these industry publications and third-party research, surveys and studies are reliable, you are cautioned not to

give undue weight to this information.

All references in this prospectus to ‘‘$,’’ ‘‘U.S.$,’’ ‘‘U.S. dollars,’’ ‘‘dollars’’ and ‘‘USD’’ mean U.S. dollars

and all references to ‘‘RMB’’ mean Renminbi, unless otherwise noted. All references to ‘‘PRC’’ or ‘‘China’’ in

this prospectus refer to the People’s Republic of China.



PROSPECTUS SUMMARY

This summary highlights information contained elsewhere in this prospectus and does not contain all of the

information that you should consider in making your investment decision. Before investing in our ordinary

shares, you should carefully read the entire prospectus, including our financial statements and the related notes

included elsewhere in this prospectus. You should also consider, among other things, the matters described under

‘‘Risk Factors’’ and ‘‘Management’s Discussion and Analysis of Financial Condition and Results of Operations,’’

in each case appearing elsewhere in this prospectus. Unless otherwise stated, all references to ‘‘us,’’ ‘‘our,’’

‘‘BeyondSpring,’’ ‘‘we,’’ the ‘‘company’’ and similar designations refer to Dalian Wanchun Biotechnology Co.,

Ltd., or Wanchun Biotech, the former holding company of our U.S. subsidiary, and its consolidated subsidiaries,

as a whole, prior to the completion of our internal corporate reorganization, and BeyondSpring Inc. and its

consolidated subsidiaries, after the completion of our internal corporate reorganization on July 20, 2015. See

Note 1 to our consolidated financial statements as of and for the years ended December 31, 2014 and 2015

included elsewhere in this prospectus.

Overview

We are a global clinical stage biopharmaceutical company focused on the development of innovative cancer

therapies. We are advancing our lead asset, Plinabulin, into a Phase 2/3 clinical trial for the reduction of

docetaxel chemotherapy-induced severe, grade 4 neutropenia, a Phase 2/3 clinical trial for the prevention of

non-docetaxel chemotherapy-induced severe, grade 4 neutropenia, and a Phase 3 clinical trial as an anticancer

agent in combination with docetaxel in advanced non-small cell lung cancer, or NSCLC. Plinabulin has also

entered the first of a number of planned Phase 1/2 clinical trials to investigate its therapeutic potential in

combination with the immuno-oncology agent nivolumab. In addition, we are developing three preclinical agents

internally and up to six new agents a year for the next five years through our research collaborations.

Plinabulin is a marine derived small-molecule with a number of distinct biological activities that may

provide multiple therapeutic opportunities. In preclinical studies, Plinabulin increased the survival of neutrophils,

a type of white blood cell important in the prevention of bacterial infections. In the Phase 2 portion of a Phase

1/2 clinical trial in advanced NSCLC patients, the addition of Plinabulin to a standard regimen of docetaxel, a

commonly used type of chemotherapy, led to a statistically significant reduction in the incidence of grade 3 and

4 neutropenia, an abnormally low blood concentration of neutrophils. Chemotherapy-induced neutropenia is a

significant cause of morbidity and mortality in cancer patients, and existing therapies, which have annual

worldwide sales of over $7.3 billion, are limited by side effects and the requirement to be administered at least

24 hours after chemotherapy administration, which represents a significant inconvenience to patients. We believe

that Plinabulin’s clinical profile and its ability to be administered one hour after chemotherapy may make it an

attractive alternative to existing therapies for chemotherapy-induced neutropenia, if approved. If our Phase 2/3

Plinabulin trials are successful, we intend to submit a new drug application, or NDA, for a broad indication of

prevention of severe, grade 4 neutropenia induced by myelosuppressive chemotherapy.

We also believe that Plinabulin has direct anti-tumor effects. In the Phase 2 portion of a Phase 1/2 trial in

NSCLC patients, the addition of Plinabulin to docetaxel increased anti-tumor activity compared to docetaxel

monotherapy in a subset of patients with measureable lung lesions. In June 2016, we initiated a Phase 3 trial in

the United States, China and Australia of Plinabulin in combination with docetaxel in patients with advanced

NSCLC. We expect interim data from this trial to be available in the first quarter of 2018 and final data in the

first quarter of 2019. We intend to pursue a dual track strategy and seek approval for Plinabulin in advanced

NSCLC in both the United States and China.

We have a novel, highly scalable business model integrating clinical resources in the United States and

China. We believe that our combined United States and China development strategy provides significant

advantages including the ability to conduct trials in China, faster enrollment, lower costs, expedited approval

process, and access to China’s fast growing cancer market. Our drug development capabilities are empowered by

strong interest from clinical investigators in the United States as well as by our understanding of the

pharmaceutical industry, clinical resources and regulatory system in China.

Plinabulin in Chemotherapy-induced Neutropenia

Neutropenia is an abnormally low blood concentration of neutrophils, a type of white blood cell, which may

result from an abnormal rate of destruction or a low rate of synthesis of white blood cells in the bone marrow.

Neutropenia is graded according to severity, which generally depends on the neutrophil count. Absolute
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neutrophil counts below 500 cells/ mm3 (0.5 x 109 /L) are categorized as grade 4 neutropenia and counts

between 500 and 1,000 cells/ mm3 (0.5-1.0 x 109 /L) are categorized as grade 3 neutropenia. Patients with low

neutrophil counts are more susceptible to bacterial infections, which are a significant cause of morbidity and

mortality in cancer patients. More than 60,000 patients are hospitalized each year for neutropenia associated with

fever. The mortality rate of these patients is between 9% and 18%.

Neutropenia represents a key limitation associated with most chemotherapies, including docetaxel. Docetaxel

is one of the most widely prescribed chemotherapies and has been approved in the United States for NSCLC,

head and neck cancer, gastric cancer, breast cancer and prostate cancer.

The current standard of care for neutropenia is biologic drugs based on granulocyte colony stimulating

factors, or G-CSF, a human growth factor, that stimulates the proliferation, differentiation and maturation of

neutrophils. While annual worldwide sales of these drugs exceed $7.3 billion, they are limited by safety concerns

and the requirement to be administered at least 24 hours after chemotherapy administration, which represents a

significant inconvenience to patients. We believe that Plinabulin’s clinical profile and its ability to be

administered one hour after chemotherapy may make it an attractive alternative to existing therapies for

chemotherapy-induced severe neutropenia, if approved.

In the Phase 2 portion of a Phase 1/2 trial in 163 patients with advanced NSCLC, the addition of Plinabulin

to a standard regimen of docetaxel resulted in a statistically significant reduction in the incidence of grade 3 and

4 neutropenia adverse events from 26% of patients in the docetaxel monotherapy arm to 7% in the Plinabulin

plus docetaxel arm. Statistical significance expresses the probability that the results of a particular study could

have occurred purely by chance. Statistical significance is assessed by the Food and Drug Administration, or

FDA, and other health regulatory agencies in evaluating marketing approval applications. FDA and other

regulatory agencies review the strength of the statistical evidence and whether it supports the claims of the

applicant. The primary endpoint, statistical methods for the trial and a ‘‘p-value’’ boundary for achieving

statistical significance for a clinical trial are typically defined before the trial begins. If the probability of

observing the calculated statistic is smaller than the ‘‘p-value’’ boundary, the primary endpoint is considered

statistically significant.

Based on the clinical profile observed in the Phase 1/2 trial in NSCLC and feedback we received from the

FDA in September 2016, we plan to enroll patients in two Phase 2/3 trials of Plinabulin. The first trial will be a

Phase 2/3 trial in approximately 200 patients in the United States, Europe, Israel, Australia and China of

Plinabulin in combination with a standard regimen of docetaxel in patients with solid tumors, which we expect to

include advanced breast cancer, hormone refractory prostate cancer and advanced NSCLC patients. The primary

endpoint of this trial will be non-inferiority compared to standard of care of pegfilgrastim, a long-acting form of

G-CSF commonly used in combination with chemotherapy to reduce neutropenia, in the duration of

chemotherapy-induced severe neutropenia in the first cycle of chemotherapy. We are currently conducting this

trial and expect to obtain initial results for the Phase 2 portion of this trial in the second half of 2017 and interim

data for the Phase 3 portion of this trial in the first half of 2018. The second trial will be a Phase 2/3 trial in

approximately 200 patients in the United States, Europe, Israel, Australia and China of Plinabulin in combination

with a myelosuppresive chemotherapeutic regimen composed of three agents, Taxotere (docetaxel), Adriamycin

(doxorubicin) and Cytoxan (cyclophosphamide), or TAC, in patients with solid tumors. The design of this trial

will be substantially similar to the ongoing trial of Plinabulin in combination with docetaxel. However, this trial

will be powered to measure superiority. We expect to commence this trial in the first half of 2017 and to obtain

final results from this trial in the first half of 2019. Dr. Douglas Blayney of Stanford University, a board member

of the National Comprehensive Cancer Network (NCCN) and contributor to the NCCN guidelines for

neutropenia management, is our principal investigator for both trials. If our Phase 2/3 Plinabulin trials are

successful, we intend to submit an NDA for a broad indication of prevention of severe, grade 4 neutropenia

induced by myelosuppressive chemotherapy.

Plinabulin in Advanced NSCLC

According to the National Cancer Institute, approximately 220,000 patients are diagnosed with lung cancer

in the United States per year. These lung cancers are typically divided into two groups based upon the histologic

appearance of the tumor cells—small cell and NSCLC, which are treated with distinct chemotherapeutic

approaches. NSCLC accounts for approximately 87% of lung cancer cases. The prognosis for patients with lung

cancer is poor with five year survival rates of only 17.7%. Lung cancer is the leading cause of cancer death in
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the United States, and a global health problem with approximately 1.8 million cases diagnosed per year.

Approximately one third of lung cancer patients worldwide are in China, with approximately 700,000 cases of

lung cancer diagnosed in China in 2015.

Data from the Phase 2 portion of the Phase 1/2 trial in NSCLC also suggest that the addition of Plinabulin

to a standard regime of docetaxel may increase anti-tumor activity compared to docetaxel monotherapy.

Specifically, a subset of 38 patients with measurable lung lesions given a combination of docetaxel plus 30

mg/m2 Plinabulin had a median survival of 11.3 months compared to 6.7 months for 38 patients with measurable

lung lesions when given docetaxel alone. In addition, the Plinabulin plus docetaxel cohort had an objective

response rate, a measure of the proportion of patients with tumor size reduction of at least 30%, of 18.4%

compared to 10.5% for the docetaxel monotherapy arm.

While the number of patients in the subset was not large enough to demonstrate statistical significance, we

and our clinical collaborators believe these data suggest the addition of Plinabulin to a standard regimen of

docetaxel may provide a clinically meaningful increase in anti-tumor activity compared to docetaxel

monotherapy.

In June 2016, we initiated a 550-patient trial in the United States, China and Australia of Plinabulin in

combination with docetaxel in patients with advanced NSCLC with measurable lung lesions. The primary

endpoint is overall survival of patients given a combination of Plinabulin and docetaxel compared to patients

given docetaxel alone. Secondary endpoints include the frequency and severity of neutropenia, duration of

response, quality of life, response rate and progression-free survival. We expect interim results to be available in

the first quarter of 2018 and final results in the first quarter of 2019.

Plinabulin in Combination with Immuno-oncology Agents

Studies in animals indicate that Plinabulin has a range of immune-enhancing effects that may be synergistic

to the effects of checkpoint inhibitors, which are antibodies that inhibit a key defense mechanism that tumors

employ to avoid recognition by the immune system. In preclinical studies, Plinabulin enhanced the anti-tumor

efficacy of checkpoint inhibitors. We believe that Plinabulin in combination with nivolumab, a checkpoint

inhibitor approved for use in NSCLC and other indications, may demonstrate more anti-tumor activity than

nivolumab alone without significantly increasing toxicity. Cumulative toxicity has been a concern when

nivolumab is combined with other checkpoint inhibitors.

Multiple U.S.-based Phase 1/2 trials of Plinabulin in combination with nivolumab have received regulatory

approvals. In September 2016, the University of California, San Diego, or UCSD, enrolled the first patient in the

investigator-sponsored Phase 1/2 trial of Plinabulin in combination with nivolumab in patients with metastatic

NSCLC. In addition, the Fred Hutchinson Cancer Research Center, or the Fred Hutchinson Center, together with

The University of Washington, plan to launch an investigator-initiated Phase 1/2 trial of Plinabulin in

combination with nivolumab in patients with advanced NSCLC who have failed up to two previous therapies.

The IND submitted by The University of Washington for the trial in patients with advanced stage NSCLC who

have received a platinum doublet chemotherapy regimen went into effect in May 2016. We expect to initiate a

global pivotal trial of Plinabulin in combination with nivolumab in 2018.

Other Programs

We have identified that tumors that have mutations in an oncogene called RAS are particularly sensitive to

Plinabulin. An oncogene is a gene that is a changed or mutated form of a gene involved in normal cell growth,

which has the potential to cause cancer. A particular type of oncogene is the mutation of the RAS gene (HRAS,

KRAS and NRAS), which are frequently found in human tumors.

Based on these observations, we are exploring Plinabulin in the treatment of advanced NSCLC in tumors

with KRAS mutations in combination with docetaxel and in the treatment of metastatic brain tumors in

combination with radiation. Mutations in KRAS are found in a large proportion of tumors including 16% of

NSCLC, 36% of colon adenocarcinomas, and 69% of pancreatic ductal adenocarcinomas. We believe, based on

data from preclinical studies, Plinabulin will be able to work together with standard-of-care agents in tumors with

RAS mutations, including NSCLC and colorectal cancer.

The University of California, Davis intends to conduct an investigator-initiated Phase 2 trial of Plinabulin in

combination with docetaxel in advanced NSCLC patients who have failed at least one previous therapy and have
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mutations in RAS expression including those with KRAS mutations and amplifications. Patients with mutations

in RAS genes have a worse prognosis than patients without such mutations and currently there are no approved

drugs for patients with RAS mutations. We anticipate that this trial will enroll 35 to 50 patients at three sites in

the United States. The anticipated primary endpoint will be progression-free survival. The trial design is currently

being developed for submission to the FDA for review. This trial is anticipated to begin enrollment in 2017 with

initial data in 2018.

Our Pipeline

The following table summarizes the current status of our product development pipeline.

Plinabulin Preclinical Phase 1 Phase 2 Phase 3 Status

Preven!on of Neutropenia

(in chemo induced Neutropenia)

Study 105 (docetaxel)

IND Ini!a!on 1Q 2017

First Data Readout: 

2H 2017

Study 106 (TAC) First Data
 
Readout:

 

1H 2018

NSCLC: 

Measurable lung tumor 

(+ Docetaxel)

Ini!a!on 2Q 2016 

Readout: 1Q 2018

(interim)

PD-L1+

(+ Nivolumab)

Ini!a!on 2H 2016

Readout: 2017

KRAS Mutant

(+ Docetaxel) 
Ini!a!on 2017

Metasta!c Brain Tumor

(+ Radia!on)
Ini!a!on 2017

IO Compound BPI-002 

(T-cell ac!va!on)
Preclinical

IO Compound BPI-003

(IKK inhibitor)
Preclinical

IO Compound BPI-004 

(Neo-An!gen)
Preclinical

Fred Hutchinson Collabora!on 

(Ubiqui!na!on technology pla"orm)
Preclinical

Ini!a!on 1H 2017 

Three applications for investigational new drug, or IND, have been submitted to the FDA by us and Nereus

Pharmaceuticals, Inc., or Nereus, for our product candidates. In January 2006, Nereus submitted an IND to the

FDA for Plinabulin’s indication for patients with solid tumors. This IND was transferred to us in July 2013. In

June 2015, we submitted an IND to the FDA and later amended such IND for Plinabulin’s indication for second

and third line treatment in combination with docetaxel in patients with advanced NSCLC and with at least one

measurable lung lesion. In December 2016, we submitted another IND to the FDA for Plinabulin’s indication for

the prevention of severe neutropenia in patients with solid tumors receiving docetaxel monotherapy for immune

system suppression.

Our principal executive offices are located in New York, and we also have offices in Dalian, China, a hub

for pharmaceutical companies. We are incorporated in the Cayman Islands. Our management team has deep

experience and capabilities in biology, chemistry, drug discovery, clinical development and regulatory affairs. We

acquired global rights to Plinabulin in its entirety, including its Phase 2 clinical trial data, in 2013 from Nereus.

Since acquiring Plinabulin, we received approval to enroll a Phase 3 trial in the United States, China and

Australia to investigate Plinabulin as an anticancer agent in combination with docetaxel in NSCLC. We anticipate

enrolling patients in two Phase 2/3 trials in the United States, Europe, Israel, Australia and China to investigate

Plinabulin for the reduction of docetaxel chemotherapy-induced severe neutropenia, the prevention of

non-docetaxel chemotherapy-induced severe neutropenia and also expect to continue to progress Plinabulin in

other indications.

4



Our Strategy

• Rapidly advance Plinabulin through Phase 2/3 trials for the reduction of severe neutropenia

induced by chemotherapy. We are currently conducting a Phase 2/3 trial and plan to enroll

approximately 200 patients in the United States, Europe, Israel, Australia and China of Plinabulin in

combination with docetaxel. We also expect to launch a Phase 2/3 trial in approximately 200 patients in

the United States, Europe, Israel, Australia and China of Plinabulin in combination with other

chemotherapeutic agents in patients with solid tumors and lymphomas. We expect to obtain interim

results for the first trial in the first half of 2018 and obtain final results for the second trial in the first

half of 2019.

• Rapidly advance Plinabulin through a Phase 3 trial for the treatment of advanced NSCLC in

combination with docetaxel. In June 2016, we initiated a 550-patient trial in the United States, China

and Australia, of Plinabulin in combination with docetaxel in patients with advanced or metastatic

NSCLC with measurable lung lesions. We anticipate interim data to be available in the first quarter of

2018 with the final data available in the first quarter of 2019.

• Seek expedited approval for Plinabulin in China for advanced NSCLC while simultaneously

applying for approval in the United States. We intend to pursue a dual-track strategy in seeking

approval for Plinabulin in advanced metastatic NSCLC, applying for approval in both China and the

United States in parallel. We expect that this will allow us to capitalize on the advantages of an

expedited approval process in China, where we believe approval is possible in 2018 if the interim study

data demonstrate a statistically significant improvement in the 99% level in one of our secondary

endpoints. This may provide access to the rapidly growing market for novel cancer therapies in China

while continuing to pursue U.S. approval for Plinabulin.

• Explore the potential of Plinabulin in combination with immuno-oncology agents. In September

2016, UCSD enrolled the first patient in the Phase 1/2 trial of Plinabulin in combination with

nivolumab in patients with metastatic NSCLC. In addition, we expect an investigator-initiated trial of

Plinabulin in combination with nivolumab to be launched at the Fred Hutchinson Center together with

The University of Washington. Preliminary data are expected in 2017.

• Replicate our global clinical development plan for Plinabulin in other indications as well as with

drugs in our internal pipeline or acquired by in-licensing. We will opportunistically assess potential

compounds for development or in-licensing that fit our strengths in clinical development in the United

States, China and other jurisdictions.

• Partner with one or more global pharmaceutical companies for commercialization of Plinabulin,

if approved for sale, outside of China. In the United States, Europe and other major markets outside

of China, we expect to partner with one or more global pharmaceutical companies to commercialize

Plinabulin, if approved for sale, in chemotherapy-induced severe neutropenia and advanced NSCLC. In

China, if approved for sale, we plan to build our own commercial organization for marketing Plinabulin

in advanced NSCLC in major markets in China and to retain a contract sales organization for selling

efforts in secondary markets in China. In addition, we continually explore partnering opportunities for

our product candidates and for develpment of new compounds, although we currently do not have any

binding commitments to enter into any such partnership.

Risks Associated with Our Business

Investing in our ordinary shares involves risks. You should carefully consider the risks described in ‘‘Risk

Factors’’ before making a decision to invest in our ordinary shares. If any of these risks actually occurs, our

business, financial condition or results of operations would likely be materially adversely affected. In such case,

the trading price of our ordinary shares would likely decline, and you may lose all or part of your investment.

The following is a summary of some of the principal risks that we face:

• We have a limited operating history, which may make it difficult to evaluate our current business and

predict our future performance;

• We have incurred net losses in each period since our inception and anticipate that we will continue to

incur net losses for the foreseeable future;
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• We depend substantially on the success of our three current product candidates, which consist of

Plinabulin for three indications. All three product candidates are in clinical development. Clinical trials

of our product candidates or any other product candidates we develop may not be successful. If we are

unable to commercialize our product candidates, or experience significant delays in doing so, our

business will be materially harmed;

• We have three product candidates, each of which contains Plinabulin as an active ingredient and we

may not be successful in our efforts to identify or discover additional product candidates. Due to our

limited resources and access to capital, we must, and have in the past decided to, prioritize

development of Plinabulin for different indications. If our current Plinabulin-based product candidates

fail to become viable products our business will be adversely affected;

• If we encounter difficulties enrolling patients in our clinical trials, our clinical development activities

could be delayed or otherwise adversely affected;

• Clinical drug development involves a lengthy and expensive process and can fail at any stage of the

process. We have limited experience in conducting clinical trials and results of earlier studies and trials

may not be reproduced in future clinical trials;

• If clinical trials of our product candidates fail to demonstrate safety and efficacy to the satisfaction of

the FDA, China Food and Drug Administration, or CFDA, the European Medicines Agency, or EMA,

or other comparable regulatory authorities or do not otherwise produce positive results, we may incur

additional costs or experience delays in completing, or ultimately be unable to complete, the

development and commercialization of our product candidates;

• The regulatory approval processes of the FDA, CFDA, EMA and other comparable regulatory

authorities are lengthy, time consuming and inherently unpredictable, and if we are ultimately unable to

obtain regulatory approval for our current product candidates or any future product candidates we may

develop, our business will be substantially harmed;

• Regulatory approval may be substantially delayed or may not be obtained for one or all of our product

candidates if regulatory authorities require additional time or studies to assess the safety and efficacy of

our product candidates;

• The results from our Phase 2/3 trials in severe neutropenia and our Phase 3 trial in advanced NSCLC

may not be sufficiently robust to support the submission or approval of marketing applications for our

product candidates. The FDA, CFDA, EMA or other regulatory authorities may require us to enroll

additional subjects or conduct additional clinical trials;

• If we are not able to obtain, or experience delays in obtaining, required regulatory approvals, we will

not be able to commercialize our product candidates, and our ability to generate revenue will be

materially impaired; and

• A portion of our intellectual property portfolio currently comprises pending patent applications that

have not yet been issued as granted patents and if our pending patent applications fail to issue our

business will be adversely affected. If we are unable to obtain and maintain patent protection for our

technology and drugs, our competitors could develop and commercialize technology and drugs similar

or identical to ours, and our ability to successfully commercialize our technology and drugs may be

adversely affected.

Recent Financial Information

We have not finalized our consolidated financial statements for the period ended December 31, 2016. Based

on our current estimates, as of December 31, 2016, we had approximately $11.69 million in cash. The actual

amounts that we report will be subject to our financial closing procedures and any final adjustments that may be

made prior to the time our financial results for the 12-month period ended December 31, 2016 are finalized.

Concurrent Private Placement

We have entered into share subscription agreements with certain investors who will purchase up to an

aggregate of $50.6 million of newly issued ordinary shares from us at a price per share equal to the initial public

offering price in a separate private placement transaction. Among others, these investors include Sangel Star
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Biomedical Fund LP and HuaRong TianZe (HK) Investment Limited Partnership, each of which is an affiliate of

certain existing shareholders. The underwriter will serve as placement agent for the concurrent private placement

and receive a placement agent fee equal to 7% of the total purchase price of our ordinary shares sold in the

concurrent private placement. We refer to the private placement transaction as the ‘‘Concurrent Private

Placement.’’ The closing of the Concurrent Private Placement and the closing of this offering are conditioned

upon each other. Assuming an initial public offering price of $21.00 per ordinary share, which is the midpoint of

the estimated range of the initial public offering price as set forth on the cover page of this prospectus, the

investors in the Concurrent Private Placement will purchase 2,409,524 ordinary shares from us. The issuance and

sale of ordinary shares to the investors in the Concurrent Private Placement are being made in reliance on an

exemption from registration contained in either Regulation S or Regulation D of the Securities Act of 1933, as

amended, or the Securities Act. The ordinary shares to be sold in the Concurrent Private Placement are not

registered by the registration statement of which this prospectus is a part and have not been registered under the

Securities Act, and may be offered or sold only pursuant to an effective registration statement or pursuant to an

available exemption from the registration requirements of the Securities Act.

Company and Other Information

We were incorporated under the laws of the Cayman Islands in 2014. Our principal executive offices are

located at 28 Liberty Street, 39th Floor, New York, NY 10708 and our telephone number is +1 (646) 305-6387.

Our website is www.beyondspringpharma.com. The information contained on, or that can be accessed through,

our website does not constitute part of this prospectus and is not incorporated by reference herein.
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Our Structure

The diagram below depicts our current organizational structure that resulted from an internal restructuring

consummated in July 2015. Please refer to Notes 1 and 4 to our consolidated financial statements as of and for

the years ended December 31, 2014 and 2015 included elsewhere in this prospectus for additional information

regarding the internal restructuring.
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Implications of Being an Emerging Growth Company

We qualify as an ‘‘emerging growth company’’ as defined in the U.S. Jumpstart Our Business Startups Act

of 2012, or JOBS Act. As an emerging growth company, we may take advantage of specified reduced disclosure

and other requirements that are otherwise applicable generally to public companies. These provisions include:

• not being required to comply with the auditor attestation requirements of Section 404 of the

Sarbanes-Oxley Act of 2002, or Sarbanes-Oxley Act;

• the ability to include only two years of audited financial statements in addition to any required interim

financial statements and correspondingly reduced disclosure in management’s discussion and analysis of

financial condition and results of operations in the registration statement for this offering of which this

prospectus forms a part; and

• to the extent that we no longer qualify as a foreign private issuer, (1) reduced disclosure obligations

regarding executive compensation in our periodic reports and proxy statements; and (2) exemptions

from the requirements of holding a non-binding advisory vote on executive compensation, including

golden parachute compensation.

We may take advantage of these exemptions for up to five years or such earlier time that we are no longer

an emerging growth company. We would cease to be an emerging growth company upon the earliest to occur of

(1) the last day of the fiscal year in which we have more than $1.0 billion in annual revenue; (2) the date we

qualify as a ‘‘large accelerated filer,’’ with at least $700 million of equity securities held by non-affiliates; (3) the

issuance, in any three-year period, by our company of more than $1.0 billion in non-convertible debt securities;

and (4) the last day of the fiscal year ending after the fifth anniversary of this offering. We may choose to take

advantage of some but not all of these exemptions. For example, Section 107 of the JOBS Act provides that an

emerging growth company can use the extended transition period provided in Section 7(a)(2)(B) of the Securities

Act for complying with new or revised accounting standards. We have irrevocably elected not to avail ourselves

of this extended transition period. However, we have taken advantage of other reduced reporting requirements in

this prospectus. Accordingly, the information contained herein may be different than the information you receive

from other public companies in which you hold equity securities.

Implications of Being a Foreign Private Issuer

We are also considered a ‘‘foreign private issuer.’’ In our capacity as a foreign private issuer, we are exempt

from certain rules under the U.S. Securities Exchange Act of 1934, as amended, or the Exchange Act, that

impose certain disclosure obligations and procedural requirements for proxy solicitations under Section 14 of the

Exchange Act. In addition, our officers, directors and principal shareholders are exempt from the reporting and

‘‘short-swing’’ profit recovery provisions of Section 16 of the Exchange Act and the rules under the Exchange

Act with respect to their purchases and sales of our ordinary shares. Moreover, we are not required to file

periodic reports and financial statements with the U.S. Securities and Exchange Commission, or SEC, as

frequently or as promptly as U.S. companies whose securities are registered under the Exchange Act. In addition,

we are not required to comply with Regulation FD, which restricts the selective disclosure of material

information.

We may take advantage of these exemptions until such time as we are no longer a foreign private issuer. We

would cease to be a foreign private issuer at such time as more than 50% of our outstanding voting securities are

held by U.S. residents and any of the following three circumstances applies: (1) the majority of our executive

officers or directors are U.S. citizens or residents, (2) more than 50% of our assets are located in the United

States or (3) our business is administered principally in the United States.

We have taken advantage of certain reduced reporting and other requirements in this prospectus.

Accordingly, the information contained herein may be different than the information you receive from other

public companies in which you hold equity securities.
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The Offering

Ordinary shares offered by us . . . . . . . . . . . . . . . . 476,191 ordinary shares

Ordinary shares outstanding immediately after this

offering . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 21,878,306 ordinary shares

Underwriter’s option to purchase additional ordinary

shares . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 71,428 ordinary shares

Concurrent Private Placement . . . . . . . . . . . . . . . . We have entered into share subscription agreements

with certain investors who will purchase up to an

aggregate of $50.6 million of newly issued ordinary

shares from us at a price per share equal to the initial

public offering price in the Concurrent Private

Placement. Among others, these investors include

Sangel Star Biomedical Fund LP and HuaRong TianZe

(HK) Investment Limited Partnership, each of which is

an affiliate of certain existing shareholders. The

closing of the Concurrent Private Placement and the

closing of this offering are conditioned upon each

other. Assuming an initial public offering price of

$21.00 per ordinary share, which is the midpoint of the

estimated range of the initial public offering price as

set forth on the cover page of this prospectus, the

investors in the Concurrent Private Placement will

purchase 2,409,524 ordinary shares from us. The

issuance and sale of our ordinary shares to the

investors in the Concurrent Private Placement are

being made in reliance on an exemption from

registration contained in either Regulation S or

Regulation D of the Securities Act. The underwriter

will serve as placement agent for the Concurrent

Private Placement and receive a placement agent fee

equal to 7% of the total purchase price of our ordinary

shares sold in the Concurrent Private Placement.

Use of proceeds . . . . . . . . . . . . . . . . . . . . . . . . . We estimate that we will receive net proceeds from

this offering of approximately $6.3 million, or

$7.7 million if the underwriter exercises in full its

option to purchase additional ordinary shares, based on

an assumed price to the public in this offering of

$21.00, the midpoint of the price range set forth on the

cover page of this prospectus, after deducting

underwriting discounts and commissions and estimated

offering expenses. In addition, we anticipate that we

will receive net proceeds of $47.1 million from the

sale of 2,409,524 ordinary shares in the Concurrent

Private Placement. We currently intend to use the net

proceeds we receive from this offering and the

Concurrent Private Placement for general corporate

purposes. See ‘‘Use of Proceeds’’ for additional

information.

Risk factors . . . . . . . . . . . . . . . . . . . . . . . . . . . . Investing in our ordinary shares involves a high degree

of risk and purchasers of our ordinary shares may lose

part or all of their investment. See ‘‘Risk Factors’’ for

a discussion of factors you should carefully consider

before deciding to invest in our ordinary shares.

10



Listing . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . We have applied to have our ordinary shares listed on

the NASDAQ Capital Market under the symbol

‘‘BYSI.’’

Unless the context requires otherwise, all references to the number of ordinary shares to be outstanding after

this offering are based on 16,879,628 ordinary shares outstanding as of September 30, 2016, and give effect to

(a) the issuance to NPBSIPO Liquidating Trust, or Nereus Trust, of 2,112,963 ordinary shares immediately prior

to the consummation of this offering (see ‘‘Certain Relationships and Related Party Transactions—Agreements

with our Shareholders’’), and (b) the sale of 2,409,524 ordinary shares in the Concurrent Private Placement, but

exclude the 2,137,037 shares of ordinary shares issuable pursuant to awards to be granted under the

BeyondSpring Inc. 2017 Omnibus Incentive Plan, or the 2017 Incentive Plan, which will be adopted in

connection with this offering.

Unless otherwise indicated, all information in this prospectus:

• assumes a price to the public in this offering of $21.00 per ordinary share, the midpoint of the price

range set forth on the cover page of this prospectus; and

• assumes no exercise by the underwriter of its option to purchase up to an additional 71,428 ordinary

shares from us.
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Summary Financial Data

The following tables set forth our summary consolidated financial data. We derived the summary

consolidated statements of comprehensive loss data for the nine months ended September 30, 2015 and 2016 and

our summary consolidated balance sheet data as of September 30, 2016 from our unaudited consolidated

financial statements included elsewhere in this prospectus. We derived the summary consolidated statements of

comprehensive loss data for the years ended December 31, 2014 and 2015 and our summary consolidated

balance sheet data as of December 31, 2014 and 2015 from our audited consolidated financial statements

included elsewhere in this prospectus. You should read these data together with our audited consolidated financial

statements and related notes included elsewhere in this prospectus and the information under the captions

‘‘Selected Financial Data’’ and ‘‘Management’s Discussion and Analysis of Financial Condition and Results of

Operations.’’ Our historical results are not necessarily indicative of our future results. Our consolidated financial

statements have been prepared in accordance with generally accepted accounting principles in the United States,

or U.S. GAAP.

Years ended
December 31,

Nine months ended
September 30 (Unaudited),

2014 2015 2015 2016

(in thousands of U.S. Dollars (‘‘$’’),
except share and per share data)

Consolidated statements of comprehensive loss

data:

Revenue . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . — — — —

Operating expenses

Research and development . . . . . . . . . . . . . . . . . (1,876) (6,282) (4,547) (7,414)

General and administrative . . . . . . . . . . . . . . . . . (233) (1,193) (863) (1,474)

Loss from operations . . . . . . . . . . . . . . . . . . . . . . (2,109) (7,475) (5,410) (8,888)

Foreign exchange gain, net. . . . . . . . . . . . . . . . . 16 13 12 21

Interest income . . . . . . . . . . . . . . . . . . . . . . . . . . 3 13 9 13

Interest expense. . . . . . . . . . . . . . . . . . . . . . . . . . (826) (532) (532) —

Loss on disposal of property and equipment . . . — (27) (27) —

Net loss on equity method investment . . . . . . . . (97) (44) (44) —

Net loss before income tax . . . . . . . . . . . . . . . . . . (3,013) (8,052) (5,992) (8,854)

Income tax benefit . . . . . . . . . . . . . . . . . . . . . . . — — — —

Net loss . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . (3,013) (8,052) (5,992) (8,854)

Less: Net loss attributable to noncontrolling

interests . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . — (82) (37) (379)

Net loss attributable to BeyondSpring Inc. . . . (3,013) (7,970) (5,955) (8,475)

Net loss per share – basic and diluted

Net loss attributable to BeyondSpring Inc.(1) . . . . (0.22) (0.53) (0.40) (0.54)

Weighted average shares outstanding. . . . . . . . . . . 13,910,000 15,171,370 14,976,374 15,820,086

Other comprehensive loss

Foreign currency translation adjustment gain

(loss) . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 142 (21) 15 (29)

Total comprehensive loss . . . . . . . . . . . . . . . . . . . (2,871) (8,073) (5,977) (8,883)

Less: Comprehensive loss attributable to

noncontrolling interests . . . . . . . . . . . . . . . . . . — (92) (32) (394)

Comprehensive loss attributable to

BeyondSpring Inc. . . . . . . . . . . . . . . . . . . . . . . (2,871) (7,981) (5,945) (8,489)

(1) See Note 8 to our audited consolidated financial statements and Note 9 to our unaudited interim consolidated financial statements

appearing elsewhere in this prospectus for a description of the method used to calculate basic and diluted net loss per ordinary share.
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Historical

As of December 31,
As of September 30

(Unaudited),

2014 2015 2016

(in thousands of U.S. Dollars (‘‘$’’),
except share data)

Consolidated balance sheet data:

Assets

Current assets

Cash . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 392 10,821 17,329

Advances to suppliers . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 16 89 749

Amounts due from related parties . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 764 — —

Deferred IPO costs . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . — — 1,164

Other current assets, net of allowance for doubtful accounts of $4 and $0

at December 31, 2014 and 2015, and $0 at September 30, 2016,

respectively . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 2 26 53

Total current assets. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 1,174 10,936 19,295

Noncurrent assets

Property and equipment, net . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . — 34 109

Other noncurrent assets . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . — — 86

Total noncurrent assets. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . — 34 195

Total assets . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 1,174 10,970 19,490

Liabilities

Current liabilities

Accounts payable . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 206 300 1,441

Amounts due to related parties . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 2,485 432 364

Government grants . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . — 309 300

Accrued expenses . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 48 210 1,268

Other current liabilities . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 2 61 92

Total current liabilities . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 2,741 1,312 3,465

Noncurrent liabilities

Amounts due to related parties . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 7,826 — —

Total noncurrent liabilities . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 7,826 — —

Total liabilities. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 10,567 1,312 3,465

(Deficit) equity

Ordinary shares ($0.0001 par value; 500,000,000 shares authorized as of

December 31, 2014 and 2015 and September 30, 2016; 13,910,000,

15,750,000 and 16,879,628 shares issued and outstanding as of

December 31, 2014 and 2015 and September 30, 2016, respectively) . . 1 2 2

Additional paid-in capital. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 2,796 29,119 44,369

Accumulated deficit . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . (12,148) (20,118) (28,593)

Accumulated other comprehensive loss . . . . . . . . . . . . . . . . . . . . . . . . . . . . (42) (53) (67)

Total BeyondSpring Inc.’s (deficit) equity . . . . . . . . . . . . . . . . . . . . . . . . . . . . (9,393) 8,950 15,711

Noncontrolling interests . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . — 708 314

Total (deficit) equity. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . (9,393) 9,658 16,025

Total liabilities and equity . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 1,174 10,970 19,490
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RISK FACTORS

Investing in our ordinary shares involves a high degree of risk. You should carefully consider the following

risks and all other information contained in this prospectus, including our consolidated financial statements and

the related notes, before making an investment decision regarding our securities. The risks and uncertainties

described below are those significant risk factors, currently known and specific to us, that we believe are

relevant to an investment in our securities. If any of these risks materialize, our business, financial condition or

results of operations could suffer, the price of our ordinary shares could decline and you could lose part or all of

your investment.

Risks Related to Our Financial Position and Need for Additional Capital

We have a limited operating history, which may make it difficult to evaluate our current business and predict
our future performance.

Wanchun Biotech, the former holding company of our U.S. subsidiary, was formed in 2010. Our operations

to date have focused on organizing and staffing our company, business planning, raising capital, establishing our

intellectual property portfolio and conducting studies in animals and clinical trials of our current product

candidates, which consist of Plinabulin for three indications, including the prevention of chemotherapy-induced

severe neutropenia, as a direct anticancer agent in NSCLC when combined with docetaxel and as a direct

anticancer agent in NSCLC when combined with nivolumab. We have not yet demonstrated the ability to initiate

or successfully complete large-scale, pivotal clinical trials, obtain regulatory approvals, manufacture a

commercial scale drug, or arrange for a third party to do so on our behalf, or conduct sales and marketing

activities necessary for successful commercialization. We have not yet obtained regulatory approval for, or

demonstrated an ability to commercialize, any of our product candidates. We have no products approved for

commercial sale and have not generated any revenue from product sales. Consequently, it is difficult to evaluate

our business and prospects for future performance.

We are focused on the discovery and development of innovative, molecular-targeted and immuno-oncology

drugs for the treatment of cancers. Our limited operating history, particularly in light of the rapidly evolving

cancer treatment field, may make it difficult to evaluate our current business and prospects for future

performance. Our short history makes any assessment of our future performance or viability subject to significant

uncertainty. We will encounter risks and difficulties frequently experienced by early-stage companies in rapidly

evolving fields as we seek to transition to a company capable of supporting commercial activities. In addition, as

a new business, we may be more likely to encounter unforeseen expenses, difficulties, complications and delays

due to limited experience. If we do not address these risks and difficulties successfully, our business will suffer.

We have incurred net losses in each period since our inception and anticipate that we will continue to incur
net losses for the foreseeable future.

Pharmaceutical product development is highly speculative because it entails substantial upfront capital

expenditures and significant risk that a product candidate will fail to gain regulatory approval or achieve

commercial viability and acceptance by patients, doctors and payors. We have devoted most of our financial

resources to research and development, including our studies in animals and clinical trials. We have not

generated any revenue from product sales to date, and we continue to incur significant development and other

expenses related to our ongoing operations. As a result, we are not profitable and have incurred losses in each

period since our inception in 2010. For the nine months ended September 30, 2015 and 2016, we reported a net

loss of $6.0 million and $8.9 million, respectively, and had an accumulated deficit of $28.6 million as of

September 30, 2016. For the years ended December 31, 2014 and December 31, 2015, we reported a net loss of

$3.0 million and $8.0 million, respectively, and had a deficit accumulated of $20.1 million as of December 31,

2015. Substantially all of our operating losses have resulted from costs incurred in connection with our research

and development programs and from general and administrative costs associated with our operations.

We expect to continue to incur losses for the foreseeable future, and we expect these losses to increase as

we continue our development of, and seek regulatory approvals for, our product candidates, and begin to

commercialize approved drugs, if any. Typically, it takes many years to develop one new drug from the time it is

discovered to when it is available for treating patients. We may encounter unforeseen expenses, difficulties,

complications, delays and other unknown factors that may increase our expenses and adversely affect our ability

to generate revenue. The size of our future net losses will depend, in part, on our ability to manage these aspects
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of our business. If any of our product candidates fail in clinical trials or do not gain regulatory approval, or if

approved, fail to achieve market acceptance, we may never become profitable. Even if we achieve profitability in

the future, we may not be able to sustain profitability in subsequent periods. Our prior losses and expected future

losses have had, and will continue to have, an adverse effect on our shareholders’ equity and working capital.

We expect our research and development expenses to continue to be significant in connection with our

continued investment in our ongoing and planned clinical trials for our current product candidates and any future

product candidates we may develop. Furthermore, if we obtain regulatory approval for our product candidates,

we expect to incur increased sales and marketing expenses. In addition, once we are a public company, we will

incur additional costs associated with operating as a public company. As a result, we expect to continue to incur

significant and increasing operating losses and negative cash flows for the foreseeable future. These losses have

had and will continue to have a material adverse effect on our shareholders’ equity, financial position, cash flows

and working capital.

We will need to obtain additional financing to fund our future operations. If we are unable to obtain such
financing, we may be unable to complete the development and commercialization of our current or future
product candidates.

We have financed our operations with a combination of equity offerings, shareholder and third party loans.

Through September 30, 2016, we have raised $34.25 million in equity financing, $1 million in third party loans,

which was since converted into an equity investment, and $8.8 million in shareholder loans, of which

$0.4 million has been repaid and $8.4 million was assumed by Wanchun Biotech, the former holding company of

our U.S. subsidiary, on July 20, 2015 pursuant to our internal restructuring. In September 2016, we received

$15.25 million from selling 1,129,628 ordinary shares in our Series B financing, the terms of which were

established in January 2016. Our product candidates will require the completion of regulatory review, significant

marketing efforts and substantial investment before they can provide us with any product sales revenue.

Our operations have consumed substantial amounts of cash since inception. The net cash used for our

operating activities was $8.5 million for the nine months ended September 30, 2016 and $6.6 million for the year

ended December 31, 2015. We expect to continue to spend substantial amounts on discovering new product

candidates, advancing the clinical development of our product candidates and launching and commercializing any

product candidates for which we receive regulatory approval, including building our own commercial

organizations to address certain markets.

We will need to obtain additional financing to fund our future operations. As of the date of this prospectus

we expect to have sufficient cash on hand, without giving effect to this offering and the Concurrent Private

Placement, to fund the current Phase 3 clinical trial pertaining to the combination of Plinabulin and docetaxel in

the second line and third line treatments of advanced NSCLC and the Phase 1/2 investigator-sponsored clinical

trial pertaining to the combination of Plinabulin and nivolumab in the second line and third line treatments of

advanced NSCLC as each is currently designed. We will need to obtain additional financing, including the

proceeds of this offering and the Concurrent Private Placement to fund our other clinical trials and studies as

described in this prospectus. See ‘‘Use of Proceeds.’’ In addition, unanticipated events may require us to obtain

additional financing. We will need to obtain additional financing to conduct additional clinical trials for the

approval of our product candidates if requested by regulatory bodies, and completing the development of any

additional product candidates we might discover. Moreover, our fixed expenses and other contractual

commitments are substantial and are expected to increase in the future.

Our future funding requirements will depend on many factors, including, but not limited to:

• the costs of our current, planned and potential future clinical trials;

• the outcome, timing and cost of regulatory approvals by the FDA, CFDA, EMA and comparable

regulatory authorities, including any additional studies we may be required to perform;

• the cost of commercialization of our product candidates;

• the cost and timing of completion of commercial-scale outsourced manufacturing activities;

• the amount of profit we earn from product candidates that we succeed in commercializing, if any;

• the cost of filing, prosecuting, defending and enforcing any patent claims and other intellectual property

rights;
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• the expenses associated with any potential future collaborations, licensing or other arrangements that

we may establish;

• cash requirements of any future acquisitions;

• the costs of operating as a public company;

• the time and cost necessary to respond to technological and market developments; and

• the number and characteristics of product candidates that we may develop and expenses associated with

that development.

We may finance future cash needs through public or private equity offerings, license agreements, debt

financings, collaborations, strategic alliances and marketing or distribution arrangements.

Although we believe that the net proceeds from this offering and the Concurrent Private Placement, together

with existing cash, will be sufficient to enable us to complete all necessary development or commercially launch

Plinabulin for the currently contemplated indications, we may utilize our capital resources sooner than we expect.

In addition, development of other product candidates will require substantial additional funds. Accordingly, we

will require further funding which may not be available to us on acceptable terms, or at all. If we are unable to

raise capital when needed or on attractive terms, we would be forced to delay, reduce or eliminate our research

and development programs or future commercialization efforts. Our inability to obtain additional funding when

we need it could seriously harm our business.

Raising additional capital may cause dilution to our shareholders, restrict our operations or require us to
relinquish rights to our technologies or product candidates.

We may seek additional funding through a combination of equity offerings, debt financings, collaborations,

licensing arrangements, strategic alliances and marketing or distribution arrangements. To the extent that we raise

additional capital through the sale of equity or convertible debt securities, your ownership interest will be diluted,

and the terms may include liquidation or other preferences that adversely affect your rights as a holder of our

ordinary shares. The incurrence of additional indebtedness or the issuance of certain equity securities could result

in increased fixed payment obligations and could also result in certain additional restrictive covenants, such as

limitations on our ability to incur additional debt or issue additional equity, limitations on our ability to acquire

or license intellectual property rights and other operating restrictions that could adversely impact our ability to

conduct our business. In addition, issuance of additional equity securities, or the possibility of such issuance,

may cause the market price of our ordinary shares to decline. In the event that we enter into collaborations or

licensing arrangements to raise capital, we may be required to accept unfavorable terms, including relinquishing

or licensing to a third party on unfavorable terms our rights to technologies or product candidates that we

otherwise would seek to develop or commercialize ourselves or potentially reserve for future potential

arrangements when we might be able to achieve more favorable terms.

We currently do not generate revenue from product sales and may never become profitable.

Our ability to generate revenue and become profitable depends upon our ability to successfully complete the

development of, and obtain the necessary regulatory approvals for, our product candidates and any future product

candidates we may develop, as we do not currently have any drugs that are available for commercial sale. We

expect to continue to incur substantial and increasing losses through the commercialization of our product

candidates and any future product candidates. None of our product candidates has been approved for marketing

in China, the United States, the European Union or any other jurisdiction and may never receive such approval.

Our ability to generate revenue and achieve profitability is dependent on our ability to complete the development

of our product candidates and any future product candidates we develop, obtain necessary regulatory approvals,

and have our drugs manufactured and successfully marketed.

Even if we receive regulatory approval and marketing authorization for one or more of our product

candidates or one or more of any future product candidates for commercial sale, a potential product may not

generate revenue at all unless we are successful in:

• developing a sustainable and scalable manufacturing process for our product candidates and any

approved products, including establishing and maintaining commercially viable supply relationships

with third parties;
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• launching and commercializing product candidates for which we obtain regulatory approvals and

marketing authorizations, either directly or with a collaborator or distributor;

• obtaining market acceptance of our product candidates as viable treatment options; and

• addressing any competing technological and market developments.

In addition, our ability to achieve and maintain profitability depends on timing and amount of expenses we

incur. Our expenses could increase materially if we are required by the FDA, the CFDA, the EMA or other

comparable regulatory authorities to perform studies in addition to those that we currently anticipate. Even if our

product candidates are approved for commercial sale, we anticipate incurring significant costs associated with the

commercial launch of these drugs.

Even if we are able to generate revenues from the sale of any products we may develop, we may not

become profitable on a sustainable basis or at all. Our failure to become and remain profitable would decrease

the value of our company and adversely affect the market price of our ordinary shares which could impair our

ability to raise capital, expand our business or continue our operations and cause you to lose all or part of your

investment.

Risks Related to Clinical Development of Our Product Candidates

We depend substantially on the success of our three current clinical product candidates, which consist of
Plinabulin for three indications. All three clinical product candidates are in clinical development. Clinical
trials of our product candidates or any other product candidates we develop may not be successful. If we are
unable to commercialize our product candidates, or experience significant delays in doing so, our business
will be materially harmed.

Our business and the ability to generate revenue related to product sales, if ever, will depend on the

successful development, regulatory approval and commercialization of our product candidates or any other

product candidates we may develop. We have invested a significant portion of our efforts and financial resources

in the development of our product candidates and expect to invest in other product candidates. The success of

our product candidates and any other potential product candidates will depend on many factors, including:

• successful enrollment in, and completion of, studies in animals and clinical trials;

• third parties’ ability in conducting our clinical trials safely, efficiently and according to the agreed

protocol;

• receipt of regulatory approvals from the FDA, CFDA, EMA and other comparable regulatory

authorities for our product candidates;

• establishing commercial manufacturing capabilities by making arrangements with third-party

manufacturers;

• launching commercial sales of our product candidates, if and when approved;

• ensuring we do not infringe, misappropriate or otherwise violate the patent, trade secret or other

intellectual property rights of third parties;

• obtaining acceptance of our product candidates by doctors and patients;

• obtaining reimbursement from third-party payors for our product candidates, if and when approved;

• our ability to compete against other product candidates and drugs;

• maintaining an acceptable safety profile for our product candidates following regulatory approval, if

and when received; and

• obtaining and maintaining patent, trade secret and other intellectual property protection and regulatory

exclusivity.

We may not achieve regulatory approval and commercialization in a timely manner or at all. Significant

delays in our ability to obtain approval for and/or to successfully commercialize our product candidates would

materially harm our business and we may not be able to generate sufficient revenues and cash flows to continue

our operations.
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We have three clinical product candidates, each of which contains Plinabulin as an active ingredient and we

may not be successful in our efforts to identify or discover additional product candidates. Due to our limited

resources and access to capital, we must, and have in the past decided to, prioritize the development of

Plinabulin for different indications. If our current Plinabulin-based product candidates fail to become viable

products, our business will be adversely affected.

Although in the future we intend to explore other therapeutic opportunities in addition to Plinabulin, which

we acquired from Nereus and did not develop on our own, currently we have only identified three product

candidates that do not include Plinabulin and research programs on those candidates have not begun.

Development of product candidates requires substantial technical, financial and human resources whether or not

we ultimately are successful. Our research programs and those of our collaborator, the Fred Hutchinson Center,

may initially show promise in identifying potential indications and/or product candidates, yet fail to yield results

for clinical development for a number of reasons, including:

• the research methodology used may not be successful in identifying potential indications and/or product

candidates;

• potential product candidates may, after further study, be shown to have harmful adverse effects or other

characteristics that indicate they are unlikely to be effective drugs; or

• it may take greater human and financial resources to identify additional therapeutic opportunities for

our product candidates or to develop suitable potential product candidates through internal research

programs than we will possess, thereby limiting our ability to diversify and expand our drug portfolio.

Because we have limited financial and managerial resources, we focus on research programs and product

candidates for specific indications. We may focus our efforts and resources on potential product candidates or

other potential programs that ultimately prove to be unsuccessful. We also may forego or delay pursuit of

opportunities with other product candidates or for other indications that later prove to have greater commercial

potential or a greater likelihood of success. Our resource allocation decisions may cause us to fail to capitalize

on viable commercial products or profitable market opportunities.

Accordingly, we may never be able to identify additional therapeutic opportunities for our product

candidates or to develop suitable potential product candidates through either internal research programs, which

could materially adversely affect our future growth and prospects, or our collaborations.

If we encounter difficulties enrolling patients in our clinical trials, our clinical development activities could be

delayed or otherwise adversely affected.

The timely completion of clinical trials in accordance with their protocols depends, among other things, on

our ability to enroll a sufficient number of patients who meet the trial criteria and remain in the trial until its

conclusion. We may experience difficulties enrolling and retaining appropriate patients in our clinical trials for a

variety of reasons, including:

• the size and nature of the patient population;

• the patient eligibility criteria defined in the clinical protocol;

• the size of the study population required for statistical analysis of the trial’s primary endpoints;

• the proximity of patients to trial sites;

• the design of the trial and changes to the design of the trial;

• our ability to recruit clinical trial investigators with the appropriate competencies and experience;

• competing clinical trials for similar therapies or other new therapeutics exist and will reduce the

number and types of patients available to us;

• clinicians’ and patients’ perceptions as to the potential advantages and side effects of the product

candidate being studied in relation to other available therapies, including any new drugs or treatments

that may be approved for the indications we are investigating;

• our ability to obtain and maintain patient consents;
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• patients enrolled in clinical trials may not complete a clinical trial; and

• the availability of approved therapies that are similar to our product candidates.

Even if we are able to enroll a sufficient number of patients in our clinical trials, delays in patient

enrollment may result in increased costs or may affect the timing or outcome of the planned clinical trials, which

could prevent completion of these trials and adversely affect our ability to advance the development of our

product candidates.

Clinical drug development involves a lengthy and expensive process and can fail at any stage of the process.
We have limited experience in conducting clinical trials and results of earlier studies and trials may not be
reproduced in future clinical trials.

Clinical testing is expensive and can take many years to complete, and failure can occur at any time during

the clinical trial process. The results of studies in animals and early clinical trials of our product candidates may

not predict the results of later-stage clinical trials. We did not conduct the Phase 1/2 clinical trial pertaining to

the combination of Plinabulin and docetaxel. The Phase 1/2 trial was conducted by Nereus and we acquired

Plinabulin from Nereus after such Phase 1/2 clinical trial had been substantially completed. Product candidates in

later stages of clinical trials may fail to show the desired safety and efficacy traits despite having progressed

through studies in animals and initial clinical trials. In some instances, there can be significant variability in

safety and/or efficacy results between different trials of the same product candidate due to numerous factors,

including changes in trial procedures set forth in protocols, differences in the size and type of the patient

populations (including genetic differences), patient adherence to the dosing regimen and the patient dropout rate.

Results in later trials may also differ from earlier trials due to a larger number of clinical trial sites and

additional countries and languages involved in such trials. In addition, the design of a clinical trial can determine

whether its results will support approval of a product, and flaws in the design of a clinical trial may not become

apparent until the clinical trial is well advanced and significant expense has been incurred.

A number of companies in the pharmaceutical and biotechnology industries have suffered significant

setbacks in advanced clinical trials due to lack of demonstrated efficacy or adverse safety profiles,

notwithstanding promising results in earlier trials. Clinical trials of potential products often reveal that it is not

practical or feasible to continue development efforts. For example, the improvement in survival for all patients

enrolled in the Plinabulin plus docetaxel arm of the Phase 2 portion of the Phase 1/2 trial was not statistically

significant. We decided to proceed with a Phase 3 clinical trial of Plinabulin in combination with docetaxel for

advanced NSCLC based on a post hoc analysis of a certain subset of patients. Based on this previous subset

analysis, in the Phase 3 trial, we will enroll advanced or metastatic NSCLC patients into this trial who have

failed at least one previous platinum-based therapy and have measurable lesions. Designing the Phase 3 trial in

this manner may increase the risk that the results of the trial may not be what we expect. If the results of our

Phase 3 trial of Plinabulin in combination with docetaxel for advanced NSCLC do not demonstrate statistically

significant efficacy with an acceptable safety profile, we would not be able to obtain approval of Plinabulin for

that indication. Furthermore, if this trial or other trials we conduct fail to meet their primary statistical and

clinical endpoints they will not support FDA approval of our product candidates. If this occurs we would need to

replace the failed study with a new Phase 3 trial, which would require significant additional expense, cause

substantial delays in commercialization and materially adversely affect our business, financial condition, cash

flows and results of operations.

If clinical trials of our product candidates fail to demonstrate safety and efficacy to the satisfaction of the
FDA, CFDA, EMA or other comparable regulatory authorities or do not otherwise produce positive results, we
may incur additional costs or experience delays in completing, or ultimately be unable to complete, the
development and commercialization of our product candidates.

Before applying for and obtaining regulatory approval for the sale of any of our product candidates, we

must conduct extensive clinical trials to demonstrate the safety and efficacy of our product candidates in humans.

Clinical testing is expensive, difficult to design and implement, can take many years to complete and may fail. A

failure of one or more of our clinical trials can occur at any stage of testing and successful interim results of a

clinical trial do not necessarily predict successful final results.

We and our contract research organizations, or CROs, are required to comply with Good Clinical Practice

requirements, or GCPs, which are regulations and guidelines enforced by the FDA, CFDA, EMA and other
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comparable regulatory authorities for all drugs in clinical development. Regulatory authorities enforce these

GCPs through periodic inspections of trial sponsors, principal investigators and trial sites. Compliance with GCPs

can be costly and if we or any of our CROs fail to comply with applicable GCPs, the clinical data generated in

our clinical trials may be deemed unreliable and the FDA, CFDA, EMA or comparable regulatory authorities

may require us to perform additional clinical trials before approving our marketing applications.

We may experience numerous unexpected events during, or as a result of, clinical trials that could delay or

prevent our ability to receive regulatory approval or commercialize our product candidates, including:

• regulators, institutional review boards, or IRBs, or ethics committees may not authorize us or our

investigators to commence a clinical trial or conduct a clinical trial at a prospective trial site;

• clinical trials of our product candidates may produce negative or inconclusive results, and we may

decide, or regulators may require us, to conduct additional clinical trials or abandon drug development

programs;

• the number of patients required for clinical trials of our product candidates may be larger than we

anticipate, enrollment may be insufficient or slower than we anticipate or patients may drop out at a

higher rate than we anticipate;

• our third-party contractors and investigators may fail to comply with regulatory requirements or meet

their contractual obligations to us in a timely manner, or at all;

• we might have to suspend or terminate clinical trials of our product candidates for various reasons,

including a lack of clinical response or a determination that participants are being exposed to

unacceptable health risks;

• regulators, IRBs or ethics committees may require that we or our investigators suspend or terminate

clinical research for various reasons, including noncompliance with regulatory requirements;

• the cost of clinical trials of our product candidates may be greater than we anticipate;

• the supply or quality of our product candidates or other materials necessary to conduct clinical trials of

our product candidates may be insufficient or inadequate; and

• our product candidates may cause adverse events, have undesirable side effects or other unexpected

characteristics, causing us, our investigators, or regulators to suspend or terminate the trials.

If we are required to conduct additional clinical trials or other testing of our product candidates beyond

those that we currently contemplate, if we are unable to successfully complete clinical trials of our product

candidates or other testing, if the results of these trials or tests are not positive or are only modestly positive or if

they raise safety concerns, we may:

• be delayed in obtaining regulatory approval for our product candidates;

• not obtain regulatory approval at all;

• obtain approval for indications that are not as broad as intended;

• have a drug removed from the market after obtaining regulatory approval;

• be subject to additional post-marketing testing requirements;

• be subject to restrictions on how a drug is distributed or used; or

• be unable to obtain reimbursement for use of a drug.

Delays in testing or approvals may result in increases in our drug development costs. We do not know

whether any clinical trials will begin as planned, will need to be restructured or will be completed on schedule,

or at all. Clinical trials may produce negative or inconclusive results. Moreover, these trials may be delayed or

proceed less quickly than intended. Delays in completing our clinical trials will increase our costs, slow down

our product candidate development and approval process, and jeopardize our ability to commence product sales

and generate revenues and we may not have sufficient funding to complete the testing and approval process. Any
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of these events may significantly harm our business, financial condition and prospects, lead to the denial of

regulatory approval of our product candidates or allow our competitors to bring drugs to market before we do,

impairing our ability to commercialize our drugs if and when approved.

Risks Related to Obtaining Regulatory Approval for Our Product Candidates

The regulatory approval processes of the FDA, CFDA, EMA and other comparable regulatory authorities are

lengthy, time consuming and inherently unpredictable, and if we are ultimately unable to obtain regulatory

approval for our current product candidates or any future product candidates we may develop, our business

will be substantially harmed.

We cannot commercialize product candidates without first obtaining regulatory approval to market each drug

from the FDA, CFDA, EMA or comparable regulatory authorities. Before obtaining regulatory approvals for the

commercial sale of any product candidate for a target indication, we must demonstrate in studies in animals and

well-controlled clinical trials, and, with respect to approval in the United States, to the satisfaction of the FDA,

that the product candidate is safe and effective for use for that target indication and that the manufacturing

facilities, processes and controls are adequate.

The time required to obtain approval by the FDA, CFDA, EMA and other comparable regulatory authorities

is unpredictable but typically takes many years following the commencement of studies in animals and clinical

trials and depends upon numerous factors, including the substantial discretion of the regulatory authorities. In

addition, approval policies, regulations or the type and amount of clinical data necessary to gain approval can

differ among regulatory authorities and may change during the course of a product candidate’s clinical

development. We have not obtained regulatory approval for any product candidate. It is possible that neither our

existing product candidates nor any product candidates we may discover or acquire for development in the future

will ever obtain regulatory approval. Even if we obtain regulatory approval in one jurisdiction we may not obtain

it in other jurisdictions.

Our product candidates could fail to receive regulatory approval from any of the FDA, CFDA, EMA or a

comparable regulatory authority for many reasons, including:

• disagreement with regulators regarding the design or implementation of our clinical trials;

• failure to demonstrate that a product candidate is safe and effective or safe, pure and potent for its

proposed indication;

• failure of clinical trial results to meet the level of statistical significance required for approval. For

example, the results of our Phase 2 trial of Plinabulin combined with docetaxel for NSCLC were not

statistically significant;

• failure to demonstrate that a product candidate’s clinical and other benefits outweigh its safety risks;

• disagreement with regulators regarding our interpretation of data from studies in animals or clinical

trials;

• insufficiency of data collected from clinical trials of our product candidates to support the submission

and filing of an NDA, or other submission or to obtain regulatory approval;

• the FDA, CFDA, EMA or comparable regulatory authority’s finding of deficiencies related to the

manufacturing processes or facilities of third-party manufacturers with whom we contract for clinical

and commercial supplies; and

• changes in approval policies or regulations that render our preclinical studies and clinical data

insufficient for approval.

In addition, conducting our Phase 3 trial of Plinabulin in NSCLC with the majority of patients in China may

create some regulatory risks for our NDA. Our on-going Phase 3 trial will be conducted in 550 patients with

80% of the patients in China and 20% of the patients in the U.S. and Australia. If no benefit is shown in the

U.S. population, if the results of our pharmacokinetics studies do not support the assessment that the Phase 3

study data may be pooled, or if the patient population enrolled does not reflect the U.S. standard of care, the

findings of the entire trial might not be applicable to U.S. patients and the FDA might not approve our NDA.
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Any of the FDA, CFDA, EMA or a comparable regulatory authority may require more information,

including additional preclinical studies or clinical data, to support approval, which may delay or prevent approval

and our commercialization plans, or we may decide to abandon the development program. If we were to obtain

approval, regulatory authorities may approve any of our product candidates for fewer or more limited indications

than we request. For example, because the FDA views squamous and non-squamous NSCLC as distinct diseases,

and depending on the results of our Phase 3 trial on NSCLC, we may only be able to obtain approval in one of

those diseases. Regulatory authorities also may grant approval contingent on the performance of costly

post-marketing clinical trials, or may approve a product candidate with a label that is not desirable for the

successful commercialization of that product candidate. In addition, if our product candidate produces undesirable

side effects or involves other safety issues, the FDA may require the establishment of a Risk Evaluation

Mitigation Strategy, or REMS, or the CFDA, EMA or a comparable regulatory authority may require the

establishment of a similar strategy. Such a strategy may, for instance, restrict distribution of our product

candidate, require patient or physician education or impose other burdensome implementation requirements on

us.

As part of obtaining approval for our current product candidates, we are working with BASF SE, the

manufacturer of the stabilizing agent used in our current product candidates, Solutol, which is approved in

Germany and Argentina, to develop information on the manufacture, characterization, controls and safety of

Solutol.

Kolliphor H15 (formerly named Solutol) in the Plinabulin formulation is a new inactive pharmacological

ingredient, or excipient, and the FDA has not previously approved any intravenously administered product that

includes Solutol as one of the excipients. Safety, quality and chemistry manufacturing and controls of a new

excipient are included as part of an NDA of a novel drug. When the FDA approves an NDA that has a new

excipient in the drug product for a particular route of administration, then this new excipient may require a less

extensive review the next time it is included in a new drug product. We are collaborating with BASF SE, the

manufacturer of Solutol, to ensure all Solutol information needed is provided in the NDA. We and BASF SE will

continue to obtain clarification if additional information to support Solutol as a new excipient is required by the

FDA and other regulatory jurisdictions. Some regulatory jurisdictions, such as China, follow the FDA’s decision

on approval of new excipients.

We rely on BASF SE as the sole supplier of this agent, which is used in all of our current product

candidates. If we fail to obtain regulatory approval because of this new excipient, we would be required to

reformulate our product candidates to use another stabilizing agent. Such reformulation would result in

significant delays and is expected to reduce the overall activity of one or more of our product candidates.

Any of the foregoing scenarios could materially harm the commercial prospects of our product candidates.

Regulatory approval may be substantially delayed or may not be obtained for one or all of our product
candidates if regulatory authorities require additional time or studies to assess the safety or efficacy of our
product candidates.

We may be unable to complete development of our product candidates or initiate or complete development

of any future product candidates we may develop on schedule, if at all. While we believe that the net proceeds of

this offering and the Concurrent Private Placement, together with existing cash, will enable us to complete the

development of our current product candidates, the development of other product candidates may require funding

beyond the proceeds of this offering and the Concurrent Private Placement. In addition, if regulatory authorities

require additional time or studies to assess the safety or efficacy of our product candidates, we may not have or

be able to obtain adequate funding to complete the necessary steps for approval for our product candidates or

any future product candidate.

Studies in animals and clinical trials required to demonstrate the safety and efficacy of our product

candidates are time consuming and expensive and take several years or more to complete. Delays in clinical

trials, regulatory approvals or rejections of applications for regulatory approval in the United States, China,

Europe or other markets may result from many factors, including:

• our inability to obtain sufficient funds required to conduct or continue a clinical trial, including lack of

funding due to unforeseen costs or other business decisions;
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• failure to reach agreement with, or inability to comply with conditions imposed by, the FDA, CFDA,

EMA or other regulators regarding the scope or design of our clinical trials;

• clinical holds, other regulatory objections or conditions to commencing or continuing a clinical trial or

the inability to obtain regulatory approval to commence a clinical trial in countries that require such

approvals;

• our inability to reach agreements on acceptable terms with prospective CROs, and trial sites, the terms

of which can be subject to extensive negotiation and may vary significantly among different CROs and

trial sites;

• our inability to obtain approval from IRBs or ethics committees to conduct clinical trials at their

respective sites;

• our inability to enroll a sufficient number of patients who meet the inclusion and exclusion criteria in a

clinical trial;

• our inability to retain a sufficient number of patients in a clinical trial;

• our inability to conduct a clinical trial in accordance with regulatory requirements or our clinical

protocols;

• clinical sites and investigators deviating from trial protocol, failing to conduct the trial in accordance

with regulatory requirements, withdrawing from or dropping out of a trial, or becoming ineligible to

participate in a trial;

• inability to identify and maintain a sufficient number of trial sites, many of which may already be

engaged in other clinical trial programs, including some that may be for the same indication;

• delay or failure in adding new clinical trial sites;

• failure of our third-party clinical trial managers to satisfy their contractual duties or meet expected

deadlines;

• manufacturing issues, including problems with manufacturing or timely obtaining from third parties

sufficient quantities of a product candidate for use in a clinical trial;

• difficulty in maintaining contact with patients after treatment, resulting in incomplete data;

• ambiguous or negative interim results, or results that are inconsistent with earlier results;

• unfavorable or inconclusive results of clinical trials and supportive studies in animals;

• regulatory requests for additional analyses, reports, data, and studies in animals and clinical trials, or

regulatory questions regarding the interpretation of data;

• feedback from the FDA, CFDA, EMA, an IRB, data safety monitoring boards, or comparable entities,

or results from earlier stage or concurrent studies in animals and clinical trials, regarding our product

candidates or other drug products, including which might require modification of a trial protocol;

• unacceptable risk-benefit profile or unforeseen safety issues or adverse side effects;

• a decision by the FDA, CFDA, EMA, an IRB, comparable entities, or the company, or recommendation

by a data safety monitoring board or comparable regulatory entity, to suspend or terminate clinical

trials at any time for safety issues or for any other reason; and

• failure to demonstrate a benefit from using a drug.

Changes in regulatory requirements and guidance may also occur, and we may need to amend clinical trial

protocols submitted to applicable regulatory authorities to reflect these changes. Amendments may require us to

resubmit clinical trial protocols to IRBs or ethics committees for re-examination, which may increase the costs or

time required to complete a clinical trial.
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The results from our Phase 2/3 trials in severe neutropenia and our Phase 3 trial in advanced NSCLC may
not be sufficiently robust to support the submission or approval of marketing applications for our product
candidates. The FDA, CFDA, EMA or other regulatory authorities may require us to enroll additional subjects
or conduct additional clinical trials.

The FDA generally requires two pivotal clinical trials to approve a drug. In the area of oncology, however,

the FDA has in some instances only required one Phase 3 clinical trial for approval of a drug in cases of severe

unmet medical need. The FDA typically does not consider a single clinical trial to be adequate to serve as a

pivotal trial unless it is, among other things, well-controlled and demonstrates a clinically meaningful effect on

mortality, irreversible morbidity, or prevention of a disease with potentially serious outcome, and a confirmatory

study would be practically or ethically impossible. While we have been informed by the FDA that one Phase 3

trial where the results are highly statistically significant with a clinically meaningful effect on survival that is

consistent among relevant subgroups with an acceptable risk-benefit profile may be sufficient for approval of

Plinabulin as an anticancer agent in advanced metastatic NSCLC, because the FDA generally requires two pivotal

clinical trials, it may require that we conduct larger or additional clinical trials of our Plinabulin product

candidates prior to each NDA submission or as a requirement for approval for each indication. It is also possible

that, even if we achieve favorable results in the Phase 2/3 trials or Phase 3 trial for each indication, the FDA

may require us to enroll additional subjects or conduct additional clinical trials, possibly involving a larger

sample size or a different clinical study design, particularly if the FDA does not find the results from each Phase

2/3 trial or Phase 3 trial to be sufficiently persuasive to support each NDA submission.

It is possible that the FDA, CFDA, EMA or other regulatory authorities may not consider the results of each

Phase 2/3 trial or Phase 3 trial to be sufficient for approval of our product candidates for each indication. If the

FDA, CFDA, EMA, or other regulatory authorities require additional studies, we would incur increased costs and

delays in the marketing approval process, which may require us to expend more resources than we have

available. In addition, it is possible that the FDA, CFDA, EMA, or other regulatory authorities may have

divergent opinions on the elements necessary for a successful NDA or similar marketing application, which may

cause us to alter our development, regulatory and/or commercialization strategies.

Our product candidates may cause undesirable adverse events or have other properties that could delay or
prevent their regulatory approval, limit the commercial profile of an approved label, or result in significant
negative consequences following any regulatory approval.

Undesirable adverse events caused by our product candidates or any future product candidates we may

develop could cause us or regulatory authorities to interrupt, delay or halt clinical trials and could result in a

more restrictive label or the delay or denial of regulatory approval by the FDA, CFDA, EMA or other

comparable regulatory authority. Undesirable adverse events caused by Plinabulin may include, but are not

limited to, nausea, vomiting, fatigue, fever, tumor pain and transient blood pressure elevation. Results of our

trials at any stage of development could reveal a high and unacceptable severity or prevalence of adverse events.

If that occurs, our trials could be suspended or terminated and the FDA, CFDA, EMA or other comparable

regulatory authorities could order us to cease further development of, or deny approval of, our product candidates

for any or all targeted indications. Plinabulin is the active ingredient in all three of our current clinical product

candidates and impacts all of our current Phase 1/2, Phase 2/3 and Phase 3 trials. As a result, any severe effect

produced by Plinabulin will result in negative consequences for each of our current product candidates.

Drug-related adverse events could also affect patient recruitment or the ability of enrolled subjects to complete

the trial, could result in potential product liability claims and may harm our reputation, business, financial

condition and business prospects significantly.

Additionally, if one or more of our current or future product candidates receives regulatory approval, and we

or others later identify undesirable side effects caused by such drugs, a number of potentially significant negative

consequences could result, including:

• we may suspend marketing of the drug;

• regulatory authorities may withdraw approvals of the drug;

• regulatory authorities may require additional warnings on the label;

• we may be required to develop a REMS for the drug or, if a REMS is already in place, to incorporate

additional requirements under the REMS, or to develop a similar strategy as required by a comparable

regulatory authority;
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• we may be required to conduct post-market studies;

• we could be sued and held liable for harm caused to subjects or patients; and

• our reputation may suffer.

Any of these events could prevent us from achieving or maintaining market acceptance of the particular

product candidate, if approved, and could significantly harm our business, results of operations and prospects.

Further, combination therapy, such as our clinical trials of Plinabulin in combination with docetaxel and

other chemotherapeutic agents, involves unique adverse events that could be exacerbated compared to adverse

events from monotherapies. These types of adverse events could be caused by our product candidates and could

also cause us or regulatory authorities to interrupt, delay or halt clinical trials and could result in a more

restrictive label or the delay or denial of regulatory approval by the FDA, CFDA, EMA or other comparable

regulatory authority. Results of our trials could reveal a high and unacceptable severity or prevalence of adverse

events.

Even if we receive regulatory approval for our product candidates, we will be subject to ongoing regulatory
obligations and continued regulatory review, which may result in significant additional expense and we may
be subject to penalties if we fail to comply with regulatory requirements or experience unanticipated problems
with our product candidates.

If our product candidates or any future product candidates we develop are approved, they will be subject to

ongoing regulatory requirements for manufacturing, labeling, packaging, storage, advertising, promotion,

sampling, record-keeping, conduct of post-marketing studies, and submission of safety, efficacy, and other

post-market information, including both federal and state requirements in the United States and requirements of

comparable regulatory authorities.

Drug manufacturers and manufacturers’ facilities are required to comply with extensive FDA, CFDA, EMA

and comparable regulatory authority requirements, including, in the United States, ensuring that quality control

and manufacturing procedures conform to current Good Manufacturing Practices, or cGMP, regulations. As such,

our contract manufacturers will be subject to continual review and inspections to assess compliance with cGMP

and adherence to commitments made in any NDA, other marketing application, and previous responses to

inspection observations. Accordingly, we and others with whom we work must continue to expend time, money

and effort in all areas of regulatory compliance, including manufacturing, production and quality control.

Any regulatory approvals that we receive for our product candidates may be subject to limitations on the

approved indicated uses for which the drug may be marketed or to the conditions of approval, or contain

requirements for potentially costly post-marketing testing, including Phase 4 clinical trials and surveillance to

monitor the safety and efficacy of the product candidate. The FDA may also require a REMS program as a

condition of approval of our product candidates, which could entail requirements for long-term patient follow-up,

a medication guide, physician communication plans or additional elements to ensure safe use, such as restricted

distribution methods, patient registries and other risk minimization tools. In addition, if the FDA, CFDA, EMA

or a comparable regulatory authority approves our product candidates, we will have to comply with requirements

including, for example, submissions of safety and other post-marketing information and reports, registration, as

well as continued compliance with GCPs and cGMPs, for any clinical trials that we conduct post-approval.

The FDA may impose consent decrees or withdraw approval if compliance with regulatory requirements and

standards is not maintained or if problems occur after the drug reaches the market. Later discovery of previously

unknown problems with our product candidates, including adverse events of unanticipated severity or frequency,

or with our third-party manufacturers or manufacturing processes, or failure to comply with regulatory

requirements, may result in revisions to the approved labeling to add new safety information; imposition of

post-market studies or clinical studies to assess new safety risks; or imposition of distribution restrictions or other

restrictions under a REMS program. Other potential consequences include, among other things:

• restrictions on the marketing or manufacturing of our drugs, withdrawal of the product from the

market, or voluntary or mandatory product recalls;

• fines, untitled or warning letters, or holds on clinical trials;

• refusal by the FDA to approve pending applications or supplements to approved applications filed by

us or suspension or revocation of license approvals;
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• product seizure or detention, or refusal to permit the import or export of our product candidates; and

• injunctions or the imposition of civil or criminal penalties.

The FDA strictly regulates marketing, labeling, advertising and promotion of products that are placed on the
market. Drugs may be promoted only for the approved indications and in accordance with the provisions of the
approved label. The FDA, CFDA, EMA and other regulatory authorities actively enforce the laws and regulations
prohibiting the promotion of off-label uses, and a company that is found to have improperly promoted off-label
uses may be subject to significant liability.

The policies of the FDA, CFDA, EMA and of other regulatory authorities may change and we cannot
predict the likelihood, nature or extent of government regulation that may arise from future legislation or
administrative action, either in the United States or abroad. If we are slow or unable to adapt to changes in
existing requirements or the adoption of new requirements or policies, or if we are not able to maintain
regulatory compliance, we may lose any regulatory approval that we may have obtained and we may not achieve
or sustain profitability.

Risks Related to Commercialization of Our Product Candidates

If we are not able to obtain, or experience delays in obtaining, required regulatory approvals, we will not be
able to commercialize our product candidates, and our ability to generate revenue will be materially impaired.

We currently do not have any product candidates that have gained regulatory approval for sale in China, the
United States, the European Union or any other country, and we may never have marketable drugs. Our business
is substantially dependent on our ability to complete the development of, obtain regulatory approval for and
successfully commercialize product candidates in a timely manner. We cannot commercialize product candidates
without first obtaining regulatory approval to market each drug from the FDA, CFDA, EMA and comparable
regulatory authorities. We are advancing Plinabulin, into a Phase 2/3 clinical trial for the reduction of docetaxel
chemotherapy-induced severe neutropenia, a Phase 2/3 clinical trial for the prevention of non-docetaxel
chemotherapy-induced severe neutropenia, and another Phase 3 clinical trial as an anticancer agent in
combination with docetaxel in advanced NSCLC. Plinabulin is also entering Phase 1/2 clinical trials to
investigate its therapeutic potential in immuno-oncology. These trials and future trials may not be successful and
regulators may not agree with our conclusions regarding the studies in animals and clinical trials we have
conducted to date.

Before obtaining regulatory approvals for the commercial sale of any product candidate for a target
indication, we must demonstrate in studies in animals and well-controlled clinical trials, and, with respect to
approval in the United States, to the satisfaction of the FDA, that the product candidate is safe and effective for
use for that target indication and that the manufacturing facilities, processes and controls are adequate. In the
United States, an NDA must include extensive preclinical studies and clinical data and supporting information to
establish, in the case of an NDA, the product candidate’s safety and effectiveness for each desired indication.
The NDA must also include significant information regarding the chemistry, manufacturing and controls for the
drug. Obtaining approval of an NDA is a lengthy, expensive and uncertain process, and approval may not be
obtained. If we submit an NDA to the FDA, the FDA decides whether to accept or reject the submission for
filing and any submissions we make may not be accepted for filing and review by the FDA.

Regulatory authorities outside of the United States, such as the EMA or regulatory authorities in emerging

markets, such as in China, also have requirements for approval of drugs for commercial sale with which we must

comply prior to marketing in those areas. Regulatory requirements can vary widely from country to country and

could delay or prevent the introduction of our product candidates. Clinical trials conducted in one country may

not be accepted by regulatory authorities in other countries, and obtaining regulatory approval in one country

does not mean that regulatory approval will be obtained in any other country. Approval processes vary among

countries and can involve additional product testing and validation and additional administrative review periods.

Seeking non-U.S. regulatory approval could require additional studies in animals or clinical trials, which could be

costly and time consuming. The non-U.S. regulatory approval process may include risks similar to those

associated with obtaining FDA approval. For all of these reasons, we may not obtain non-U.S. regulatory

approvals on a timely basis, if at all.

Specifically, in China, the CFDA categorizes domestically-manufactured innovative drug applications as

Category 1 and imported innovative drug applications as Category 3. To date, most of local companies’

domestically-manufactured drug applications are filed in Category 1 if the drug has not already been approved by
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the FDA or EMA. Most multinational pharmaceutical companies’ drug registration applications are filed in

Category 3. These two categories have distinct approval pathways. We believe the local drug registration

pathway, Category 1, is a faster and more efficient path to approval in the Chinese market than Category 3.

Companies are required to obtain Clinical Trial Application approval before conducting clinical trials in China.

This registration pathway has a fast track review and approval mechanism if the product candidate is on a

national priority list. Imported drug registration pathway, Category 3, is more complex and is evolving. China

Category 3 registration applications may only be submitted after a drug has obtained an NDA approval and

received the Certificate of Pharmaceutical Product granted by a major drug regulatory authority, such as the FDA

or EMA. A Category 1 designation by the CFDA may not be granted for any of our product candidates, may be

revoked, or may not lead to faster development or regulatory review or approval process. Moreover, a Category 1

designation does not increase the likelihood that our product candidates will receive regulatory approval.

Further, in August 2015, the Chinese State Council, or the State Council, issued a statement, Opinions on

reforming the review and approval process for pharmaceutical products and medical devices, that contained

several potential policy changes that could benefit the pharmaceutical industry:

• A plan to accelerate innovative drug approval with a special review and approval process, with a focus

on areas of high unmet medical needs, including drugs for HIV, cancer, serious infectious diseases and

orphan diseases, drugs on national priority lists.

• A plan to adopt a policy which would allow companies to act as the marketing authorization holder and

to hire contract manufacturing organizations to produce drug products.

• A plan to improve the review and approval of clinical trials, and to allow companies to conduct clinical

trials at the same time as they are being conducted in other countries and encourage local clinical trial

organizations to participate in international multi-center clinical trials.

In November 2015, the CFDA released the Circular Concerning Several Policies on Drug Registration

Review and Approval, which further clarified the following policies potentially simplifying and accelerating the

approval process of clinical trials:

• A one-time umbrella approval procedure allowing approval of all phases of a new drug’s clinical trials

at once, rather than the current phase-by-phase approval procedure, will be adopted for new drugs’

clinical trial applications.

• A fast track drug registration or clinical trial approval pathway will be available for the following

applications: (1) registration of innovative new drugs treating HIV, cancer, serious infectious diseases

and orphan diseases; (2) registration of pediatric drugs; (3) registration of geriatric drugs and drugs

treating China-prevalent diseases in elders; (4) registration of drugs sponsored by national science and

technology grants; (5) registration of innovative drugs using advanced technology, using innovative

treatment methods, or having distinctive clinical benefits; (6) registration of foreign innovative drugs to

be manufactured locally in China; (7) concurrent applications for new drug clinical trials which are

already approved in the United States or European Union or concurrent drug registration applications

for drugs which have applied for marketing authorization and passed onsite inspections in the United

States or European Union and are manufactured using the same production line in China; and

(8) clinical trial applications for drugs with urgent clinical need and patent expiry within three years,

and marketing authorization applications for drugs with urgent clinical need and patent expiry within

one year.

In February 2016, the CFDA released the Opinions on Priority Review and Approval for Resolving Drug

Registration Applications Backlog, which further clarified the following policies potentially accelerating the

approval process of certain clinical trials or drug registrations which may benefit us:

• A fast track drug registration or clinical trial approval pathway will be available for the following drug

registration applications with distinctive clinical benefits: (1) registration of innovative drugs not sold

within or outside China; (2) registration of innovative drug transferred to be manufactured in China;

(3) registration of drugs using advanced technology, using innovative treatment methods, or having

distinctive treatment advantages; (4) clinical trial applications for drugs patent expiry within three

years, and marketing authorization applications for drugs with patent expiry within one year;

(5) concurrent applications for new drug clinical trials which are already approved in the United States
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or European Union, or concurrent drug registration applications for drugs which have applied for

marketing authorization and passed onsite inspections in the United States or European Union and are

manufactured using the same production line in China; (6) traditional Chinese medicines (including

ethnic medicines) with clear position in prevention and treatment of serious diseases; and

(7) registration of new drugs sponsored by national key technology projects or national key

development projects.

• A fast track drug registration approval pathway will be available for the drug registration applications

with distinctive clinical benefits for the prevention and treatment of the following diseases: HIV,

phthisis, viral hepatitis, orphan diseases, cancer, children’s diseases, and geriatrics.

In March 2016, the CFDA released a circular, CFDA Announcement on Reforms of Pharmaceutical

Registration Classification, which outlined the re-classifications of drug applications. Under the new

categorization, innovative drugs that have not been approved either in or outside China and are to be

manufactured in China remain Category 1, while drugs approved outside China seeking marketing approval in

China are now Category 5.

The CFDA may issue detailed policies regarding fast track clinical trial approval and drug registration

pathway, and we expect that the CFDA review and approval process will improve over time. However, how and

when this approval process will be changed is still subject to further policies to be issued by the CFDA and is

currently uncertain.

The process to develop, obtain regulatory approval for and commercialize product candidates is long,

complex and costly both inside and outside the United States and China, and approval may not be granted. Even

if our product candidates were to successfully obtain approval from the regulatory authorities, any approval

might significantly limit the approved indications for use, or require that precautions, contraindications or

warnings be included on the product labeling, or require expensive and time-consuming post-approval clinical

studies or surveillance as conditions of approval. Following any approval for commercial sale of our product

candidates, certain changes to the drug, such as changes in manufacturing processes and additional labeling

claims, may be subject to additional review and approval by the FDA, CFDA and EMA and comparable

regulatory authorities. Also, regulatory approval for any of our product candidates may be withdrawn. If we are

unable to obtain regulatory approval for our product candidates in one or more jurisdictions, or any approval

contains significant limitations, our target market will be reduced and our ability to realize the full market

potential of our product candidates will be harmed. Furthermore, we may not be able to obtain sufficient funding

or generate sufficient revenue and cash flows to continue the development of our product candidates or any

future product candidates we may develop.

Even if any of our product candidates receives regulatory approval, they may fail to achieve the degree of

market acceptance by physicians, patients, third-party payors and others in the medical community necessary

for commercial success.

If any of our product candidates or any future product candidate we develop receives regulatory approval, it

may nonetheless fail to gain sufficient market acceptance by physicians, patients, third-party payors and others in

the medical community. For example, current cancer treatments like chemotherapy and radiation therapy and

current neutropenia treatments are well established in the medical community, and doctors may continue to rely

on these treatments to the exclusion of our product candidates. In addition, physicians, patients and third-party

payors may prefer other novel products to ours. If our product candidates do not achieve an adequate level of

acceptance, we may not generate significant product sales revenues and we may not become profitable. The

degree of market acceptance of our product candidates, if approved for commercial sale, will depend on a

number of factors, including:

• the clinical indications for which our product candidates are approved;

• physicians, hospitals, cancer treatment centers and patients considering our product candidates as a safe

and effective treatment;

• the potential and perceived advantages of our product candidates over alternative treatments;

• the prevalence and severity of any side effects;
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• product labeling or product insert requirements of the FDA, CFDA, EMA or other comparable

regulatory authorities;

• limitations or warnings contained in the labeling approved by the FDA, CFDA, EMA or other

comparable regulatory authorities;

• the timing of market introduction of our product candidates as well as competitive drugs;

• the cost of treatment in relation to alternative treatments and their relative benefits;

• the amount of upfront costs or training required for physicians to administer our product candidates;

• the availability of adequate coverage, reimbursement and pricing by third-party payors and government

authorities;

• the willingness of patients to pay out-of-pocket in the absence of coverage and reimbursement by

third-party payors and government authorities;

• relative convenience and ease of administration, including as compared to alternative treatments and

competitive therapies; and

• the effectiveness of our sales and marketing efforts.

If our product candidates are approved but fail to achieve market acceptance among physicians, patients,

hospitals, cancer treatment centers or others in the medical community, we will not be able to generate

significant revenue. Even if our drugs achieve market acceptance, we may not be able to maintain that market

acceptance over time if new products or technologies are introduced that are more favorably received than our

drugs, are more cost effective or render our drugs obsolete.

We currently have no marketing and sales organization and have no experience in marketing drugs. If we are
unable to establish marketing and sales capabilities or enter into agreements with third parties to market and
sell our product candidates, we may not be able to generate product sales revenue.

We currently have no sales, marketing or commercial product distribution capabilities and have no

experience in marketing drugs. In China, if approved for sale, we plan to build our own sales force for marketing

Plinabulin in advanced NSCLC as well as other products in major markets in China and to retain a contract sales

organization for selling efforts in secondary markets in China. Building our own sales force for marketing

Plinabulin will require significant capital expenditures, management resources and time. We will have to compete

with other pharmaceutical and biotechnology companies to recruit, hire, train and retain marketing and sales

personnel.

In the United States, Europe and other major markets outside of China, we expect to partner with one or

more global pharmaceutical companies to market Plinabulin, if approved for sale, in chemotherapy-induced

severe neutropenia and advanced NSCLC. However, we may not be able to establish or maintain such

collaborative arrangements, and even if we are able to do so, the global pharmaceutical companies may not have

effective marketing abilities. Any revenue we receive will depend upon the efforts of such third parties, which

may not be successful. In addition, depending on the nature of arrangements we are able to obtain with global

pharmaceutical companies, we may have little or no control over their marketing and sales efforts, and our

revenue from product sales may be lower than if we had commercialized our product candidates ourselves. We

also face competition in our search for third parties to assist us with the sales and marketing efforts of our

product candidates.

We may not be able to develop in-house sales and commercial distribution capabilities or establish or

maintain relationships with a third-party global pharmaceutical company to successfully commercialize any

product, and as a result, we may not be able to generate product sales revenue.

We face substantial competition, which may result in others discovering, developing or commercializing
competing drugs before or more successfully than we do.

The development and commercialization of new drugs is highly competitive. We face competition with

respect to our current product candidates, and will face competition with respect to any product candidates that

we may seek to develop or commercialize in the future, from major pharmaceutical companies and specialty
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pharmaceutical and biotechnology companies worldwide. There are a number of large pharmaceutical and

biotechnology companies that currently market and sell drugs or are pursuing the development of drugs for the

treatment of cancer for which we are developing our product candidates. See ‘‘Business—Competition.’’ Some of

these competitive drugs and therapies are based on scientific approaches that are the same as or similar to our

approach, and others are based on entirely different approaches. Potential competitors also include academic

institutions, government agencies and other public and private research organizations that conduct research, seek

patent protection and establish collaborative arrangements for research, development, manufacturing and

commercialization. In addition, while we are investigating an alternative approach to cancer treatment by using

molecular glue technology to tag oncogene proteins with ubiquitin ligase and destroy such proteins, there are a

number of companies who are also working on using such technology to target and destroy oncogene proteins.

See ‘‘Business—Plinabulin, our Lead Drug Candidate—Other programs.’’

Our commercial opportunity could be reduced or eliminated if our competitors develop and commercialize

drugs that are, or are perceived to be, safer, more effective, have fewer or less severe side effects, are more

convenient or are less expensive than any drugs that we may develop. Our competitors also may obtain approval

from the FDA, CFDA, EMA or other comparable regulatory authorities for their drugs more rapidly than we may

obtain approval for ours, which could result in our competitors establishing a strong market position before we

are able to enter the market and/or slow our regulatory approval.

Many of the companies against which we are competing or against which we may compete in the future

have significantly greater financial resources and expertise in research and development, manufacturing, animal

testing, conducting clinical trials, obtaining regulatory approvals and marketing approved drugs than we do.

Mergers and acquisitions in the pharmaceutical and biotechnology industries may result in even more resources

being concentrated among a smaller number of our competitors. Smaller and other early-stage companies may

also prove to be significant competitors, particularly through collaborative arrangements with large and

established companies. These third parties compete with us in recruiting and retaining qualified scientific and

management personnel, establishing clinical trial sites and patient registration for clinical trials, as well as in

acquiring technologies complementary to, or necessary for, our programs.

Our product candidates for which we intend to seek approval as drug products may face competition sooner
than expected.

Drug products approved under an NDA, such as our product candidates, if they were to be approved, could

face generic competition earlier than expected. The enactment of the Generic Drug User Fee Amendments of

2012 as part of the Food and Drug Administration Safety and Innovation Act of 2012 established a user fee

program that will generate hundreds of millions of dollars in funding for the FDA’s generic drug review program.

Funding from the user fee program, along with performance goals that the FDA negotiated with the generic drug

industry, could significantly decrease the timeframe for FDA review and approval of generic drug applications.

We must receive adequate reimbursement coverage for our product and the physicians who administer it to
successfully commercialize our product candidates or any future product candidate we may develop.

Should we receive the approvals necessary to market our product candidates or any future product candidate

we may develop, we will still need to apply to government and other third-party payors for them to reimburse

physicians and patients to administer and use our product. Newly-approved healthcare drugs face significant

uncertainty regarding both whether they are covered and their levels of reimbursement. Government and other

healthcare payors, including Medicare, are increasingly attempting to contain healthcare costs by limiting both

coverage and reimbursement levels. Even if our product candidates or future product candidates we may develop

are approved by regulators, third-party payors may decline to cover them or may offer reimbursement rates that

are insufficient to cover our cost to supply the drugs or that otherwise fail to provide the revenue we expect to

receive for the drugs. They may also set reimbursement rates for physicians who administer the drug that are

insufficient to cover the physicians’ costs or otherwise provide them with a disincentive to prescribe them.

Further, once coverage and reimbursement rates are established, they may be changed or withdrawn in the future.

The failure of government and other healthcare payors to cover or provide adequate reimbursement levels for our

product candidates or any future product candidate we may develop, could reduce their market acceptance, limit

our growth and cause our revenue and results of operations to suffer. Further, delays in establishing coverage and

reimbursement would delay the commercialization of our product candidates, which would adversely affect our

growth, operating results and financial position.
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Prices in many countries, including China and many in Europe, are subject to local regulation. In these

jurisdictions, pricing negotiations with governmental authorities can take considerable time after the receipt of

marketing approval for a product. As a result, we might obtain regulatory approval for a drug in a particular

country, but then be subject to price regulations that delay or prevent our commercial launch of the drug and

negatively impact the revenue, if any, we are able to generate from the sale of the drug in that country. The

existence of direct and indirect price controls and pressures over our product candidates could materially

adversely affect our financial prospects and performance.

Recently enacted and future legislation may increase the difficulty and cost for us to obtain regulatory
approval of and commercialize our product candidates and affect the prices we may obtain.

In China, the United States, the European Union and some other jurisdictions, there have been a number of

legislative and regulatory changes and proposed changes regarding the healthcare system that could prevent or

delay regulatory approval of our product candidates, restrict or regulate post-approval activities and affect our

ability to profitably sell any product candidates for which we obtain regulatory approval.

In March 2010, former President Obama signed into law the Patient Protection and Affordable Care Act, and

the Health Care and Education Reconciliation Act of 2010, or the Affordable Care Act, a sweeping law intended

to broaden access to health insurance, reduce or constrain the growth of healthcare spending, enhance remedies

against fraud and abuse, add new transparency requirements for the healthcare and health insurance industries,

impose new taxes and fees on the health industry and impose additional health policy reforms.

Among the provisions of the Affordable Care Act of importance to our potential product candidates are the

following:

• an annual, nondeductible fee on any entity that manufactures or imports specified branded prescription

drugs;

• an increase in the statutory minimum rebates a manufacturer must pay under the Medicaid Drug Rebate

Program;

• expansion of healthcare fraud and abuse laws, including the False Claims Act and the Anti-Kickback

Statute, new government investigative powers, and enhanced penalties for noncompliance;

• a new Medicare Part D coverage gap discount program, in which manufacturers must agree to offer

50% point-of-sale discounts off negotiated prices;

• extension of manufacturers’ Medicaid rebate liability;

• expansion of eligibility criteria for Medicaid programs;

• expansion of the entities eligible for discounts under the Public Health Service Act pharmaceutical

pricing program;

• new requirements to report financial arrangements with physicians and teaching hospitals;

• a new requirement to annually report drug samples that manufacturers and distributors provide to

physicians; and

• a new Patient-Centered Outcomes Research Institute to oversee, identify priorities in, and conduct

comparative clinical effectiveness research, along with funding for such research.

In addition, other legislative changes have been proposed and adopted in the United States since the

Affordable Care Act was enacted. These changes included aggregate reductions to Medicare payments to

providers of up to 2% per fiscal year, starting in 2013. In January 2013, former President Obama signed into law

the American Taxpayer Relief Act of 2012, which, among other things, reduced Medicare payments to several

providers, and increased the statute of limitations period for the government to recover overpayments to

providers from three to five years. These new laws may result in additional reductions in Medicare and other

healthcare funding.

We expect that the Affordable Care Act, as well as other healthcare reform measures that may be adopted in

the future, may result in more rigorous coverage criteria and in additional downward pressure on the price that

we receive for any approved drug. Any reduction in reimbursement from Medicare or other government

programs may result in a similar reduction in payments from private payors. Some of the provisions of the
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Affordable Care Act have yet to be fully implemented, while certain provisions have been subject to judicial and

Congressional challenges. In January 2017, Congress voted to adopt a budget resolution for fiscal year 2017, that

while not a law, is widely viewed as the first step toward the passage of legislation that would repeal certain

aspects of the Affordable Care Act. Further, on January 20, 2017, President Trump signed an Executive Order

directing federal agencies with authorities and responsibilities under the Affordable Care Act to waive, defer,

grant exemptions from, or delay the implementation of any provision of the Affordable Care Act that would

impose a fiscal burden on states or a cost, fee, tax, penalty or regulatory burden on individuals, healthcare

providers, health insurers, or manufacturers of pharmaceuticals or medical devices. Congress also could consider

subsequent legislation to replace elements of the Affordable Care Act that are repealed. Thus, the full impact of

the Affordable Care Act, or any law replacing elements of it, on our business remains unclear. The

implementation of cost containment measures or other healthcare reforms may prevent us from being able to

generate revenue, attain profitability, or commercialize our drugs.

Legislative and regulatory proposals have been made to expand post-approval requirements and restrict sales

and promotional activities for pharmaceutical products. We cannot be sure whether additional legislative changes

will be enacted, or whether FDA regulations, guidance or interpretations will be changed, or what the impact of

such changes on the regulatory approvals of our product candidates, if any, may be. In addition, increased

scrutiny by the U.S. Congress of the FDA’s approval process may significantly delay or prevent regulatory

approval, as well as subject us to more stringent product labeling and post-marketing testing and other

requirements.

We may be subject, directly or indirectly, to applicable U.S. federal and state anti-kickback, false claims laws,

physician payment transparency laws, fraud and abuse laws or similar healthcare and security laws and

regulations, which could expose us to criminal sanctions, civil penalties, contractual damages, reputational

harm and diminished profits and future earnings.

Healthcare providers, physicians and others will play a primary role in the recommendation and prescription

of any products for which we obtain regulatory approval. If we obtain FDA approval for any of our product

candidates and begin commercializing those drugs in the United States, our operations may be subject to various

federal and state fraud and abuse laws, including, without limitation, the federal Anti-Kickback Statute, the

federal False Claims Act, and physician payment sunshine laws and regulations. These laws may impact, among

other things, our potential sales, marketing and education programs. In addition, we may be subject to patient

privacy regulation by both the federal government and the states in which we conduct our business. The laws

that may affect our ability to operate include:

• the federal Anti-Kickback Statute, which prohibits, among other things, knowingly and willfully

soliciting, receiving, offering or paying any remuneration (including any kickback, bribe, or rebate),

directly or indirectly, overtly or covertly, in cash or in kind, to induce, or in return for, either the

referral of an individual, or the purchase, lease, order or recommendation of any good, facility, item or

service for which payment may be made, in whole or in part, under a federal healthcare program, such

as the Medicare and Medicaid programs;

• federal civil and criminal false claims laws and civil monetary penalty laws, including the False Claims

Act, which may be pursued through civil whistleblower or qui tam actions, impose criminal and civil

penalties against individuals or entities for knowingly presenting, or causing to be presented, to the

federal government, claims for payment or approval from Medicare, Medicaid or other third-party

payors that are false or fraudulent or making a false statement to avoid, decrease or conceal an

obligation to pay money to the federal government;

• federal criminal statutes created through the Health Insurance Portability and Accountability Act of

1996, or HIPAA, which prohibit knowingly and willfully executing, or attempting to execute, a scheme

to defraud any healthcare benefit program or obtain, by means of false or fraudulent pretenses,

representations, or promises, any of the money or property owned by, or under the custody or control

of, any healthcare benefit program, regardless of the payor (e.g., public or private) and knowingly and

willfully falsifying, concealing or covering up by any trick or device a material fact or making any

materially false statements in connection with the delivery of, or payment for, healthcare benefits, items

or services relating to healthcare matters;
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• HIPAA, as amended by the Health Information Technology for Economic and Clinical Health Act of

2009 and their respective implementing regulations, which impose requirements on certain covered

healthcare providers, health plans, and healthcare clearinghouses as well as their respective business

associates that perform services for them that involve the use, or disclosure of, individually identifiable

health information, relating to the privacy, security and transmission of individually identifiable health

information;

• the federal transparency requirements under the Affordable Care Act, including the provision commonly

referred to as the Physician Payments Sunshine Act, which requires manufacturers of drugs, biologics,

devices and medical supplies for which payment is available under Medicare, Medicaid or the

Children’s Health Insurance Program to report annually to the U.S. Department of Health and Human

Services information related to payments or other transfers of value made to physicians and teaching

hospitals, as well as ownership and investment interests held by physicians and their immediate family

members; and

• federal consumer protection and unfair competition laws, which broadly regulate marketplace activities

and activities that potentially harm consumers.

Additionally, we may be subject to state and non-U.S. equivalents of each of the healthcare laws described

above, among others, some of which may be broader in scope and may apply regardless of the payor. Many U.S.

states have adopted laws similar to the federal Anti-Kickback Statute, some of which apply to the referral of

patients for healthcare services reimbursed by any source, not just governmental payors, including private

insurers. In addition, some states have passed laws that require pharmaceutical companies to comply with the

April 2003 Office of Inspector General Compliance Program Guidance for Pharmaceutical Manufacturers and/or

the Pharmaceutical Research and Manufacturers of America’s Code on Interactions with Healthcare Professionals.

Several states also impose other marketing restrictions or require pharmaceutical companies to make marketing

or price disclosures to the state. There are ambiguities as to what is required to comply with these state

requirements and if we fail to comply with an applicable state law requirement we could be subject to penalties.

Because of the breadth of these laws and the narrowness of the statutory exceptions and safe harbors

available, it is possible that some of our future business activities could be subject to challenge under one or

more of such laws. In addition, recent health care reform legislation has strengthened these laws. For example,

the Affordable Care Act, among other things, amends the intent requirement of the federal Anti-Kickback and

criminal healthcare fraud statutes. As a result of such amendment, a person or entity no longer needs to have

actual knowledge of these statutes or specific intent to violate them in order to have committed a violation.

Moreover, the Affordable Care Act provides that the government may assert that a claim including items or

services resulting from a violation of the federal Anti-Kickback Statute constitutes a false or fraudulent claim for

purposes of the False Claims Act.

Violations of fraud and abuse laws may be punishable by criminal and/or civil sanctions, including

penalties, fines and/or exclusion or suspension from federal and state healthcare programs such as Medicare and

Medicaid and debarment from contracting with the U.S. government. In addition, private individuals have the

ability to bring actions on behalf of the U.S. government under the False Claims Act as well as under the false

claims laws of several states.

Efforts to ensure that our business arrangements with third parties will comply with applicable healthcare

laws and regulations will involve substantial costs. It is possible that governmental authorities will conclude that

our business practices do not comply with current or future statutes, regulations or case law involving applicable

fraud and abuse or other healthcare laws and regulations. If any such actions are instituted against us, and we are

not successful in defending ourselves or asserting our rights, those actions could have a significant impact on our

business, including the imposition of civil, criminal and administrative penalties, damages, disgorgement,

monetary fines, possible exclusion from participation in Medicare, Medicaid and other federal healthcare

programs, contractual damages, reputational harm, diminished profits and future earnings, and curtailment of our

operations, any of which could adversely affect our ability to operate our business and our results of operations.

In addition, the approval and commercialization of any of our product candidates outside the United States will

also likely subject us to non-U.S. equivalents of the healthcare laws mentioned above, among other non-U.S.

laws.
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If any of the physicians or other providers or entities with whom we expect to do business with are found to

be not in compliance with applicable laws, they may be subject to criminal, civil or administrative sanctions,

including exclusions from government funded healthcare programs. This could adversely affect our ability to

operate our business and our results of operations.

Risks Related to Our Intellectual Property

A portion of our intellectual property portfolio currently comprises pending patent applications that have not
yet been issued as granted patents and if our pending patent applications fail to issue our business will be
adversely affected. If we are unable to obtain and maintain patent protection for our technology and drugs,
our competitors could develop and commercialize technology and drugs similar or identical to ours, and our
ability to successfully commercialize our technology and drugs may be adversely affected.

Our success depends in large part on our ability to obtain and maintain patent protection in the United

States, China and other countries with respect to our proprietary technology and product candidates. As of

March 2, 2017, we own thirteen issued U.S. patents directed to Plinabulin and Plinabulin analogs, their synthesis

and their use in the treatment of various disorders including lung cancer. In addition, we have counterpart

granted patents in 33 foreign jurisdictions, including Japan, South Korea, China, Europe and other countries. The

U.S. patents are scheduled to expire between 2021 and 2025, excluding any patent term restorations. We have

one family of pending patent applications directed to use of Plinabulin in neutropenia reduction. If these

applications were to issue, they would nominally expire in 2033. We have four pending Patent Cooperation

Treaty, or PCT, patent applications directed to the use of Plinabulin for treating RAS mutant tumors and brain

tumors, polymorphic forms of Plinabulin, and the use of Plinabulin in combination with checkpoint inhibitors. If

applications claiming priority to these PCT applications were to issue, they would nominally expire in 2036.

With respect to issued patents in certain jurisdictions, for example, the United States and Europe, we may

be entitled to obtain a patent term extension to extend the patent expiration date provided we meet the applicable

requirements for obtaining such patent term extensions. We have sought to protect our proprietary position by

filing patent applications in the United States and through the PCT related to novel technologies and product

candidates that we consider to be important to our business. This process is time-consuming, and we may not be

able to file and prosecute all necessary or desirable patent applications in a timely manner. It is also possible that

we will fail to identify patentable aspects of our research and development output before it is too late to obtain

patent protection.

Our pending patent applications may not result in issued patents in the United States or non-U.S.

jurisdictions in which such applications are pending. Even if patents do issue on any of these applications, a third

party nevertheless may challenge their validity. Moreover, we may not obtain sufficient claim scope in those

patents to prevent a third party from competing successfully with our product candidates. Even if our patent

applications issue as patents, they may not issue in a form that will provide us with any meaningful protection,

prevent competitors from competing with us or otherwise provide us with any competitive advantage. Our

competitors may be able to circumvent our patents by developing similar or alternative technologies or product

candidates in a non-infringing manner. The issuance of a patent is not conclusive as to its scope, validity or

enforceability, and our patents may be challenged in the courts or patent offices in the United States and abroad.

Such challenges may result in patent claims being narrowed, invalidated or held unenforceable, which could limit

our ability to stop or prevent us from stopping others from using or commercializing similar or identical

technology and product candidates, or limit the duration of the patent protection of our technology and product

candidates. Given the amount of time required for the development, testing and regulatory review of new product

candidates, patents protecting such candidates might expire before or shortly after such candidates are

commercialized. As a result, our patent portfolio may not provide us with sufficient rights to exclude others from

commercializing product candidates similar or identical to ours.

We may not be able to protect our intellectual property rights throughout the world.

Filing, prosecuting, maintaining and defending patents on product candidates in all countries throughout the

world could be prohibitively expensive for us, and our intellectual property rights in some non-U.S. countries can

have a different scope and strength than do those in the United States. In addition, the laws of certain non-U.S.

countries do not protect intellectual property rights to the same extent as U.S. federal and state laws do.

Consequently, we may not be able to prevent third parties from practicing our inventions in all countries outside

the United States, or from selling or importing drugs made using our inventions in and into the United States or
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non-U.S. jurisdictions. Competitors may use our technologies in jurisdictions where we have not obtained patent

protection to develop their own drugs and further, may export otherwise infringing drugs to non-U.S.

jurisdictions where we have patent protection, but where enforcement rights are not as strong as those in the

United States. These drugs may compete with our product candidates and our patent rights or other intellectual

property rights may not be effective or adequate to prevent them from competing.

Many companies have encountered significant problems in protecting and defending intellectual property

rights in certain jurisdictions. The legal systems of some countries do not favor the enforcement of patents, trade

secrets and other intellectual property, which could make it difficult in those jurisdictions for us to stop the

infringement or misappropriation of our patents or other intellectual property rights, or the marketing of

competing drugs in violation of our proprietary rights. Proceedings to enforce our patent and other intellectual

property rights in non-U.S. jurisdictions could result in substantial costs and divert our efforts and attention from

other aspects of our business.

Furthermore, such proceedings could put our patents at risk of being invalidated, held unenforceable, or

interpreted narrowly, could put our patent applications at risk of not issuing, and could provoke third parties to

assert claims of infringement or misappropriation against us. We may not prevail in any lawsuits that we initiate

and the damages or other remedies awarded, if any, may not be commercially meaningful. Accordingly, our

efforts to enforce our intellectual property rights around the world may be inadequate to obtain a significant

commercial advantage from the intellectual property that we develop.

We may become involved in lawsuits to protect or enforce our intellectual property, which could be expensive,

time consuming and unsuccessful. Our patent rights relating to our product candidates could be found invalid

or unenforceable if challenged in court or before the U.S. Patent and Trademark Office, or USPTO, or

comparable non-U.S. authority.

Competitors may infringe our patent rights or misappropriate or otherwise violate our intellectual property

rights. To counter infringement or unauthorized use, litigation may be necessary in the future to enforce or

defend our intellectual property rights, to protect our trade secrets or to determine the validity and scope of our

own intellectual property rights or the proprietary rights of others. This can be expensive and time consuming.

Any claims that we assert against perceived infringers could also provoke these parties to assert counterclaims

against us alleging that we infringe their intellectual property rights. Many of our current and potential

competitors have the ability to dedicate substantially greater resources to enforce and/or defend their intellectual

property rights than we can. Accordingly, despite our efforts, we may not be able to prevent third parties from

infringing upon or misappropriating our intellectual property. Litigation could result in substantial costs and

diversion of management resources, which could harm our business and financial results. In addition, in an

infringement proceeding, a court may decide that patent rights or other intellectual property rights owned by us

are invalid or unenforceable, or may refuse to stop the other party from using the technology at issue on the

grounds that our patent rights or other intellectual property rights do not cover the technology in question. An

adverse result in any litigation proceeding could put our patent, as well as any patents that may issue in the

future from our pending patent applications, at risk of being invalidated, held unenforceable or interpreted

narrowly. Furthermore, because of the substantial amount of discovery required in connection with intellectual

property litigation, there is a risk that some of our confidential information could be compromised by disclosure

during this type of litigation.

If we initiate legal proceedings against a third party to enforce our patent, or any patents that may issue in

the future from our patent applications, that relates to one of our product candidates, the defendant could

counterclaim that such patent rights are invalid or unenforceable. In patent litigation in the United States,

defendant counterclaims alleging invalidity or unenforceability are commonplace, and there are numerous

grounds upon which a third party can assert invalidity or unenforceability of a patent. Third parties may also

raise similar claims before administrative bodies in the United States or abroad, even outside the context of

litigation. Such mechanisms include ex parte re-examination, inter partes review, post-grant review, derivation

and equivalent proceedings in non-U.S. jurisdictions, such as opposition proceedings. Such proceedings could

result in revocation or amendment to our patents in such a way that they no longer cover and protect our product

candidates. With respect to the validity of our patents, for example, there may be invalidating prior art of which
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we, our patent counsel, and the patent examiner were unaware during prosecution. If a defendant were to prevail

on a legal assertion of invalidity and/or unenforceability, we would lose at least part, and perhaps all, of the

patent protection on our product candidates. Such a loss of patent protection could have a material adverse

impact on our business.

We may not be able to prevent misappropriation of our trade secrets or confidential information, particularly

in countries where the laws may not protect those rights as fully as in the United States. Furthermore, because of

the substantial amount of discovery required in connection with intellectual property litigation, there is a risk that

some of our confidential information could be compromised by disclosure during this type of litigation.

We may be subject to claims challenging the inventorship of our patents and other intellectual property.

Although we are not currently experiencing any claims challenging the inventorship of our patents or

ownership of our intellectual property, we may in the future be subject to claims that former employees,

collaborators or other third parties have an interest in our patents or other intellectual property as inventors or

co-inventors. For example, we may have inventorship disputes arise from conflicting obligations of consultants or

others who are involved in developing our product candidates. Litigation may be necessary to defend against

these and other claims challenging inventorship. If we fail in defending any such claims, in addition to paying

monetary damages, we may lose rights such as exclusive ownership of, or right to use, our patent rights or other

intellectual property. Such an outcome could have a material adverse effect on our business. Even if we are

successful in defending against such claims, litigation could result in substantial costs and be a distraction to

management and other employees.

If we are sued for infringing intellectual property rights of third parties, such litigation could be costly and
time consuming and could prevent or delay us from developing or commercializing our product candidates.

Our commercial success depends in part on our avoiding infringement of the patents and other intellectual

property rights of third parties. There is a substantial amount of litigation involving patent and other intellectual

property rights in the biotechnology and pharmaceutical industries. Numerous issued patents and pending patent

applications, which are owned by third parties, exist in the fields in which we are developing product candidates.

As the biotechnology and pharmaceutical industries expand and more patents are issued, the risk increases that

our product candidates may give rise to claims of infringement of the patent rights of others.

Third parties may assert that we are employing their proprietary technology without authorization. There

may be third-party patents of which we are currently unaware with claims to materials, formulations, methods of

manufacture or methods for treatment related to the use or manufacture of our product candidates. Because

patent applications can take many years to issue, there may be currently pending patent applications which may

later result in issued patents that our product candidates may infringe. In addition, third parties may obtain

patents in the future and claim that use of our technologies infringes upon these patents. If any third-party

patents were held by a court of competent jurisdiction to cover the manufacturing process of any of our product

candidates, any molecules formed during the manufacturing process or any final drug itself, the holders of any

such patents may be able to prevent us from commercializing such product candidate unless we obtain a license

under the applicable patents, or until such patents expire or they are finally determined to be held invalid or

unenforceable. Similarly, if any third-party patent were held by a court of competent jurisdiction to cover aspects

of our formulations, processes for manufacture or methods of use, including combination therapy or patient

selection methods, the holders of any such patent may be able to block our ability to develop and commercialize

the applicable product candidate unless we obtain a license, limit our uses, or until such patent expires or is

finally determined to be held invalid or unenforceable. In either case, such a license may not be available on

commercially reasonable terms or at all.

Third parties who bring successful claims against us for infringement of their intellectual property rights

may obtain injunctive or other equitable relief, which could prevent us from developing and commercializing one

or more of our product candidates. Defense of these claims, regardless of their merit, would involve substantial

litigation expense and would be a substantial diversion of employee resources from our business. In the event of

a successful claim of infringement or misappropriation against us, we may have to pay substantial damages,

including treble damages and attorneys’ fees in the case of willful infringement, obtain one or more licenses from

third parties, pay royalties or redesign our infringing product candidates, which may be impossible or require

substantial time and monetary expenditure. In the event of an adverse result in any such litigation, or even in the
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absence of litigation, we may need to obtain licenses from third parties to advance our research or allow

commercialization of our product candidates. Any required license may not be available at all or may not be

available on commercially reasonable terms. In the event that we are unable to obtain such a license, we would

be unable to further develop and commercialize one or more of our product candidates, which could harm our

business significantly. We may also elect to enter into license agreements in order to settle patent infringement

claims or to resolve disputes prior to litigation, and any such license agreements may require us to pay royalties

and other fees that could significantly harm our business.

Even if resolved in our favor, litigation or other legal proceedings relating to intellectual property claims

may cause us to incur significant expenses, and could distract our technical personnel, management personnel, or

both from their normal responsibilities. In addition, there could be public announcements of the results of

hearings, motions or other interim proceedings or developments and if securities analysts or investors perceive

these results to be negative, it could have a substantial adverse effect on the market price of our ordinary shares.

Such litigation or proceedings could substantially increase our operating losses and reduce the resources available

for development activities or any future sales, marketing or distribution activities. We may not have sufficient

financial or other resources to adequately conduct such litigation or proceedings. Some of our competitors may

be able to sustain the costs of such litigation or proceedings more effectively than we can because of their

greater financial resources. Uncertainties resulting from the initiation and continuation of patent litigation or other

proceedings could have a material adverse effect on our ability to compete in the marketplace.

Obtaining and maintaining our patent protection depends on compliance with various procedural, document
submission, fee payment, and other requirements imposed by governmental patent agencies, and our patent
protection could be reduced or eliminated for noncompliance with these requirements.

Periodic maintenance fees on any issued patent are due to be paid to the USPTO and other patent agencies

in several stages over the lifetime of the patent. The USPTO and various non-U.S. governmental patent agencies

require compliance with a number of procedural, documentary, fee payment, and other similar provisions during

the patent application process. Although an inadvertent lapse can in many cases be cured by payment of a late

fee or by other means in accordance with the applicable rules, there are situations in which noncompliance can

result in abandonment or lapse of the patent or patent application, resulting in partial or complete loss of patent

rights in the relevant jurisdiction. Noncompliance events that could result in abandonment or lapse of a patent or

patent application include failure to respond to official actions within prescribed time limits, non-payment of

fees, and failure to properly legalize and submit formal documents. In any such event, our competitors might be

able to enter the market, which would have a material adverse effect on our business.

The terms of our patents may not be sufficient to effectively protect our product candidates and business.

In most countries in which we file, including the United States, the term of an issued patent is generally

20 years from the earliest claimed filing date of a non-provisional patent application in the applicable country.

Although various extensions may be available, the life of a patent and the protection it affords is limited. Even if

patents covering our product candidates are obtained, we may be open to competition from other companies as

well as generic medications once the patent life has expired for a drug. The granted U.S. patents directed to the

Plinabulin composition of matter, its synthesis and use are scheduled to expire between 2021 and 2025,

excluding any potential patent term restoration. Upon the expiration of our issued patents or patents that may

issue from our pending patent applications, we will not be able to assert such patent rights against potential

competitors and our business and results of operations may be adversely affected.

If we do not obtain additional protection under the Hatch-Waxman Amendments and similar legislation in
other countries extending the terms of our patents, if issued, relating to our product candidates, our business
may be materially harmed.

Depending upon the timing, duration and specifics of FDA regulatory approval for our product candidates,

one or more of our U.S. patents, if issued, may be eligible for limited patent term restoration under the Drug

Price Competition and Patent Term Restoration Act of 1984, referred to as the Hatch-Waxman Amendments. The

Hatch-Waxman Amendments permit a patent term extension of up to five years as compensation for patent term

lost during drug development and the FDA regulatory review process. Patent term extensions, however, cannot

extend the remaining term of a patent beyond a total of 14 years from the date of drug approval by the FDA,

and only one patent can be extended for a particular drug.
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The application for patent term extension is subject to approval by the USPTO, in conjunction with the

FDA. We may not be granted an extension because of, for example, failing to apply within applicable deadlines,

failing to apply prior to expiration of relevant patents or otherwise failing to satisfy applicable requirements.

Moreover, the applicable time period or the scope of patent protection afforded could be less than we request. If

we are unable to obtain a patent term extension for a given patent or the term of any such extension is less than

we request, the period during which we will have the right to exclusively market our drug will be shortened and

our competitors may obtain earlier approval of competing drugs, and our ability to generate revenues could be

materially adversely affected.

Changes in patent law could diminish the value of patents in general, thereby impairing our ability to protect
our product candidates.

Our success is heavily dependent on intellectual property, particularly patent rights. Obtaining and enforcing

patents involves both technological and legal complexity, and is therefore costly, time-consuming and inherently

uncertain. In addition, the United States has recently enacted and is currently implementing wide-ranging patent

reform legislation. Recent U.S. Supreme Court rulings have narrowed the scope of patent protection available in

certain circumstances and weakened the rights of patent owners in certain situations. In addition to increasing

uncertainty with regard to our ability to obtain patents in the future, this combination of events has created

uncertainty with respect to the value of patents once obtained, if any. Depending on decisions by the U.S.

Congress, the federal courts and the USPTO, the laws and regulations governing patents could change in

unpredictable ways that would weaken our ability to obtain new patents or to enforce our existing patents and

patents that we might obtain in the future. For example, in a recent case, Assoc. for Molecular Pathology v.

Myriad Genetics, Inc., the U.S. Supreme Court held that certain claims to naturally-occurring substances are not

patentable. Although we do not believe that our currently-issued patents directed to our product candidates and

any patents that may issue from our pending patent applications if issued in their currently pending forms will be

found invalid based on this decision, future decisions by the courts, the U.S. Congress or the USPTO may impact

the value of our patent rights. There could be similar changes in the laws of foreign jurisdictions that may impact

the value of our patent rights or our other intellectual property rights.

If we are unable to protect the confidentiality of our trade secrets, our business and competitive position
would be harmed. We may be subject to claims that our employees have wrongfully used or disclosed alleged
trade secrets of their former employers.

In addition to our issued patent and pending patent applications, we rely on trade secrets, including

unpatented know-how, technology and other proprietary information, to maintain our competitive position and to

protect our product candidates. We seek to protect these trade secrets, in part, by entering into non-disclosure and

confidentiality agreements with parties that have access to them, such as our employees, corporate collaborators,

outside scientific collaborators, sponsored researchers, contract manufacturers, consultants, advisors and other

third parties. We also enter into confidentiality and invention or patent assignment agreements with our

employees and consultants. However, any of these parties may breach such agreements and disclose our

proprietary information, and we may not be able to obtain adequate remedies for such breaches. Enforcing a

claim that a party illegally disclosed or misappropriated a trade secret can be difficult, expensive and

time-consuming, and the outcome is unpredictable. If any of our trade secrets were to be lawfully obtained or

independently developed by a competitor, we would have no right to prevent them from using that technology or

information to compete with us and our competitive position would be harmed.

Although we try to ensure that our employees do not use the proprietary information or know-how of others

in their work for us, we may be subject to claims that we or these employees have used or disclosed intellectual

property, including trade secrets or other proprietary information, of any such employee’s former employer. We

are not aware of any threatened or pending claims related to these matters or concerning the agreements with our

senior management, but in the future litigation may be necessary to defend against such claims. If we fail in

defending any such claims, in addition to paying monetary damages, we may lose valuable intellectual property

rights or personnel. Even if we are successful in defending against such claims, litigation could result in

substantial costs and be a distraction to management.

In addition, while we typically require our employees, consultants and contractors who may be involved in

the development of intellectual property to execute agreements assigning such intellectual property to us, we may

be unsuccessful in executing such an agreement with each party who in fact develops intellectual property that
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we regard as our own, which may result in claims by or against us related to the ownership of such intellectual

property. If we fail in prosecuting or defending any such claims, in addition to paying monetary damages, we

may lose valuable intellectual property rights. Even if we are successful in prosecuting or defending against such

claims, litigation could result in substantial costs and be a distraction to our management and scientific

personnel.

We may not be successful in obtaining or maintaining necessary rights for our development pipeline through
acquisitions and in-licenses.

Because our programs may subsequently include additional product candidates that require the use of

proprietary rights held by third parties, the growth of our business may depend in part on our ability to acquire

and maintain licenses or other rights to use these proprietary rights. We may be unable to acquire or in-license

any compositions, methods of use, or other third-party intellectual property rights from third parties that we

identify. The licensing and acquisition of third-party intellectual property rights is a competitive area, and more

established companies may pursue strategies to license or acquire third-party intellectual property rights that we

may consider attractive. These established companies may have a competitive advantage over us due to their

size, cash resources and greater clinical development and commercialization capabilities.

In addition, companies that perceive us to be a competitor may be unwilling to assign or license rights to

us. We also may be unable to license or acquire third-party intellectual property rights on terms that would allow

us to make an appropriate return on our investment. If we are unable to successfully obtain rights to required

third-party intellectual property rights, our business, financial condition and prospects for growth could suffer.

Risks Related to Our Reliance on Third Parties

We rely on third parties to conduct our studies in animals and clinical trials. If these third parties do not
successfully carry out their contractual duties or meet expected deadlines, we may not be able to obtain
regulatory approval for or commercialize our product candidates and our business could be substantially
harmed.

We have relied upon and plan to continue to rely upon third-party CROs to monitor and manage data for

our ongoing preclinical studies and clinical programs. We rely on these parties for execution of our studies in

animals and clinical trials, and control only certain aspects of their activities. Nevertheless, we are responsible for

ensuring that each of our studies is conducted in accordance with the applicable protocol, legal, and regulatory

requirements and scientific standards, and our reliance on the CROs does not relieve us of our regulatory

responsibilities. We and third parties, such as our CROs, are subject to numerous environmental, health and

safety laws and regulations, including those governing laboratory procedures and the handling, use, storage,

treatment and disposal of hazardous materials and waste. In the event of contamination or injury resulting from

our use of hazardous materials, we could be held liable for any resulting damages, and any liability could exceed

our resources. We could also be subject to civil or criminal fines and penalties, and significant associated costs.

We, our clinical investigators and our CROs are required to comply with GCPs, which are regulations and

guidelines enforced by the FDA, CFDA, EMA and other comparable regulatory authorities for all of our drugs in

clinical development. Regulatory authorities enforce these GCPs through periodic inspections of trial sponsors,

principal investigators and trial sites. If we, our clinical investigators or any of our CROs fail to comply with

applicable GCPs, the clinical data generated in our clinical trials may be deemed unreliable and the FDA, CFDA,

EMA or comparable regulatory authorities may require us to perform additional clinical trials before approving

our marketing applications. Upon inspection by a given regulatory authority, such regulatory authority may

determine that one or more of our clinical trials do not comply with GCP regulations. In addition, our clinical

trials must be conducted with drugs produced under cGMP regulations. Our failure to comply with these

regulations may require us to repeat clinical trials, which would delay the regulatory approval process.

Our CROs have the right to terminate their agreements with us in certain circumstances. If any of our

relationships with these third-party CROs terminate, we may not be able to enter into arrangements with

alternative CROs or to do so on commercially reasonable terms. In addition, our CROs are not our employees,

and we are limited to remedies available to us under our agreements with such CROs, if they fail to devote

sufficient time and resources to our ongoing clinical and preclinical studies. If CROs or clinical investigators do

not successfully carry out their contractual duties or obligations or meet expected deadlines, if they need to be

replaced or if the quality or accuracy of the clinical data they obtain is compromised due to the failure to adhere
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to our clinical protocols, regulatory requirements or for other reasons, our clinical trials may be extended,

delayed or terminated and we may not be able to obtain regulatory approval for or successfully commercialize

our product candidates. As a result, our results of operations and the commercial prospects for our product

candidates would be harmed, our costs could increase and our ability to generate revenues could be delayed.

Switching or adding additional CROs involves additional cost and requires management time and focus. In

addition, there is a natural transition period when a new CRO commences work. As a result, delays occur, which

can materially influence our ability to meet our desired clinical development timelines. Though we carefully

manage our relationships with our CROs, we may nevertheless encounter similar challenges or delays in the

future and these delays or challenges may have a material adverse effect on our business, financial condition and

prospects.

We expect to rely on third parties to manufacture our product candidate supplies, and we intend to rely on

third parties for the manufacturing process of our product candidates, if approved. Our business could be

harmed if those third parties fail to provide us with sufficient quantities of product or fail to do so at

acceptable quality levels or prices.

The manufacture of drug products is complex and requires significant expertise and capital investment,

including the development of advanced manufacturing techniques and process controls. We intend to rely on

outside vendors to manufacture supplies and process our product candidates. We have not yet caused our product

candidates to be manufactured or processed on a commercial scale and may not be able to do so for any of our

product candidates.

Our anticipated reliance on third-party manufacturers exposes us to the following risks:

• we may be unable to identify manufacturers on acceptable terms or at all because the number of

potential manufacturers is limited and the FDA, CFDA, EMA or other comparable regulatory

authorities must evaluate any manufacturers. This assessment requires new testing and

cGMP-compliance inspections by the FDA, CFDA, EMA or other comparable regulatory authorities. In

addition, a new manufacturer would have to be educated in, or develop substantially equivalent

processes for, production of our drugs;

• our manufacturers may have little or no experience with manufacturing our product candidates, and

therefore may require a significant amount of support from us to implement and maintain the

infrastructure and processes required to manufacture our product candidates;

• our third-party manufacturers might be unable to timely manufacture our product candidates or produce

the quantity and quality required to meet our clinical and commercial needs, if any;

• our contract manufacturers may not be able to execute our manufacturing procedures and other

logistical support requirements appropriately;

• our contract manufacturers may not perform as agreed, may not devote sufficient resources to our

product candidates, or may not remain in the contract manufacturing business for the time required to

supply our clinical trials or to successfully produce, store and distribute our drugs;

• any potential third-party manufacturer may be unable to initially pass federal, state or international

regulatory inspections in a timely or cost effective manner;

• manufacturers are subject to ongoing periodic unannounced inspection by the FDA and corresponding

state agencies in the United States and other regulatory authorities to ensure strict compliance with

cGMPs and other government regulations and corresponding non-U.S. requirements and our third-party

manufacturers may fail to comply with these regulations and requirements;

• we may not own, or may have to share, the intellectual property rights to any improvements made by

our third-party manufacturers in the manufacturing process for our product candidates;

• our third-party manufacturers could breach or terminate their agreement with us;

• our contract manufacturers and critical reagent suppliers may be subject to inclement weather, as well

as natural or man-made disasters;
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• our contract manufacturers may have unacceptable or inconsistent product quality success rates and

yields; and

• we may not be able to obtain raw materials and components used in the manufacturing process that are

suitable or acceptable for use, particularly where we have no other source or supplier for the raw

materials or components.

Each of these risks could delay or prevent the completion of our clinical trials or the approval of any of our

product candidates by the FDA, CFDA, EMA or other comparable regulatory authorities, result in higher costs or

adversely impact commercialization of our product candidates.

In addition to relying on third-party manufacturers and vendors to manufacture our product candidates, we

will rely on third parties to perform certain specification tests on our product candidates prior to delivery to

patients. If these tests are not appropriately done and test data are not reliable, patients could be put at risk of

serious harm and the FDA, CFDA, EMA or other comparable regulatory authorities could place significant

restrictions on our company until deficiencies are remedied.

Currently, our drug raw materials for our manufacturing activities are supplied by multiple source suppliers.

We have agreements for the supply of drug materials with manufacturers or suppliers that we believe have

sufficient capacity to meet our demands. In addition, we believe that adequate alternative sources for such

supplies exist. However, there is a risk that, if supplies are interrupted, it would materially harm our business.

We rely on BASF SE as the sole supplier of the stabilizing agent, Solutol, used in Plinabulin’s current

formulation. If BASF SE becomes unable or unwilling to supply Solutol, we will not be able to replace BASF

SE and we would be required to reformulate Plinabulin. Reformulation of our product candidates will cause

delays for a number of reasons including, but not limited to, the fact that the supplier of any replacement agent

would have to be evaluated by or qualified with the relevant regulatory authorities, which is an expensive and

time-consuming process during which we may experience a supply interruption. Such reformulation would result

in significant delays and is expected to reduce the overall activity of one or more of our product candidates. We

may also be unsuccessful in negotiating favorable terms with such a supplier. As a result, our financial position

and results of operations may be adversely affected.

Manufacturers of drug products often encounter difficulties in production, particularly in scaling up or out,

validating the production process, and assuring high reliability of the manufacturing process (including the

absence of contamination). These problems include logistics and shipping, difficulties with production costs and

yields, quality control, including stability of the product, product testing, operator error, availability of qualified

personnel, as well as compliance with strictly enforced federal, state and non-U.S. regulations. Furthermore, if

contaminants are discovered in our supply of our product candidates or in the manufacturing facilities, such

manufacturing facilities may need to be closed for an extended period of time to investigate and remedy the

contamination. It is possible that stability failures or other issues relating to the manufacture of our product

candidates may occur in the future. Additionally, our manufacturers may experience manufacturing difficulties

due to resource constraints or as a result of labor disputes or unstable political environments. If our

manufacturers were to encounter any of these difficulties, or otherwise fail to comply with their contractual

obligations, our ability to provide our product candidate to patients in clinical trials would be jeopardized. For

example, BASF SE may not be able to produce sufficient quantities of stabilizing agent in a timely manner. Any

delay or interruption in the supply of clinical trial supplies could delay the completion of clinical trials, increase

the costs associated with maintaining clinical trial programs and, depending upon the period of delay, require us

to begin new clinical trials at additional expense or terminate clinical trials completely.

We may form or seek collaborations, strategic alliances or acquisitions or enter into licensing arrangements in
the future, and we may not realize the benefits of these arrangements.

We may form or seek strategic alliances, create joint ventures or collaborations, acquire complimentary

products, intellectual property rights, technologies or businesses or enter into additional licensing arrangements

with third parties that we believe will complement or augment our development and commercialization efforts

with respect to our product candidates and any future product candidates that we may develop. Any of these

relationships may require us to incur non-recurring and other charges, increase our near and long-term

expenditures, issue securities that dilute our existing shareholders, or disrupt our management and business. In

addition, we face significant competition in seeking appropriate strategic partners and the negotiation process is

time-consuming and complex. Moreover, we may not be successful in our efforts to establish a strategic
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partnership or other alternative arrangements for our product candidates because they may be deemed to be at

too early a stage of development for collaborative effort and third parties may not view our product candidates as

having the requisite potential to demonstrate safety and efficacy. If and when we collaborate with a third party

for development and commercialization of a product candidate, we can expect to relinquish some or all of the

control over the future success of that product candidate to the third party.

Further, collaborations involving our product candidates are subject to numerous risks, which may include

the following:

• collaborators have significant discretion in determining the efforts and resources that they will apply to

a collaboration;

• collaborators may not pursue development and commercialization of our product candidates or may

elect not to continue or renew development or commercialization programs based on clinical trial

results, changes in their strategic focus due to the acquisition of competitive drugs, availability of

funding, or other external factors, such as a business combination that diverts resources or creates

competing priorities;

• collaborators may delay clinical trials, provide insufficient funding for a clinical trial, stop a clinical

trial, abandon a product candidate, repeat or conduct new clinical trials, or require a new formulation of

a product candidate for clinical testing;

• collaborators could independently develop, or develop with third parties, drugs that compete directly or

indirectly with our drugs or product candidates;

• a collaborator with marketing and distribution rights to one or more drugs may not commit sufficient

resources to their marketing and distribution;

• collaborators may not properly maintain or defend our intellectual property rights or may use our

intellectual property or proprietary information in a way that gives rise to actual or threatened litigation

that could jeopardize or invalidate our intellectual property or proprietary information or expose us to

potential liability;

• disputes may arise between us and a collaborator that cause the delay or termination of the research,

development or commercialization of our product candidates, or that result in costly litigation or

arbitration that diverts management attention and resources;

• collaborations may be terminated and, if terminated, may result in a need for additional capital to

pursue further development or commercialization of the applicable product candidates;

• collaborators may own or co-own intellectual property covering our drugs that results from our

collaborating with them, and in such cases, we would not have the exclusive right to commercialize

such intellectual property;

• the collaboration may result in increased operating expenses or the assumption of indebtedness or

contingent liabilities; and

• the collaboration arrangement may result in the loss of key personnel and uncertainties in our ability to

maintain key business relationships.

As a result, if we enter into collaboration agreements and strategic partnerships or license our drugs, we

may not be able to realize the benefit of such transactions if we are unable to successfully integrate them with

our existing operations and company culture, which could delay our timelines or otherwise adversely affect our

business. Following a strategic transaction or license, we may not achieve the revenue or specific net income that

justifies such transaction. If we are unable to reach agreements with suitable collaborators on a timely basis, on

acceptable terms, or at all, we may have to curtail the development of a product candidate, reduce or delay its

development program or one or more of our other development programs, delay its potential commercialization

or reduce the scope of any sales or marketing activities, or increase our expenditures and undertake development

or commercialization activities at our own expense. If we elect to fund and undertake development or

commercialization activities on our own, we may need to obtain additional expertise and additional capital,

which may not be available to us on acceptable terms or at all. If we fail to enter into collaborations and do not
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have sufficient funds or expertise to undertake the necessary development and commercialization activities, we

may not be able to further develop our product candidates or bring them to market and generate product sales

revenue, which would harm our business prospects, financial condition and results of operations.

We have entered into an investigator-initiated clinical trial agreement with UCSD and Dr. Lyudmila

Bazhenova, an employee of UCSD and the principal investigator, and a clinical study agreement with The

University of Washington, in connection with the investigator-initiated Phase 1/2 studies of Plinabulin in

combination with nivolumab in patients with metastatic NSCLC. Both agreements provide that we will provide

the financial support and access to Plinabulin for use in the studies, and there is no guarantee that any

intellectual property rights will be developed in connection with these studies. See ‘‘Business—Plinabulin, Our

Lead Drug Candidate—Plinabulin in immuno-oncology—Clinical plans for Plinabulin in immuno-oncology.’’ In

addition, we have entered into a collaboration agreement with the Fred Hutchinson Center pursuant to which the

Fred Hutchinson Center is expected to provide us with at least six recommended compounds or therapies per

year for testing through selected and approved collaboration projects. Both we and the Fred Hutchinson Center

may propose collaboration projects; however, the Fred Hutchinson Center may withhold approval for the conduct

of any particular project we may propose. Furthermore, even if a proposed project is mutually approved, the

results of the project testing may be of little or no value. See ‘‘Business—Plinabulin, Our Lead Drug

Candidate—Other programs—Collaboration with the Fred Hutchinson Center.’’

Risks Related to Our Industry, Business and Operation

We may be limited in the promotional claims we can make and may not be able to use information about
competing therapies to promote or market Plinabulin, if approved, without incurring significant regulatory or
enforcement risks.

Various U.S. governmental agencies, including the FDA and the Federal Trade Commission, or the FTC,

regulate the promotion and advertising of FDA approved medical products. Promotional materials and statements

must not be false or misleading. Among other things, the FDA requires that promotional claims be supported by

‘‘substantial evidence,’’ which requires adequate, well-controlled clinical trials. Promotional claims must also

reflect ‘‘fair balance’’ between the risks and benefits of a medical product. The FDA also has found comparative

claims to be ‘‘false and misleading’’ when they are not supported by adequate, well-controlled, head-to-head

comparison trials.

Disclaimers that the comparative claims are not based on head-to-head trials may not be sufficient to

insulate the responsible party from an FDA or FTC enforcement action. False and misleading advertising and

promotion is a violation of the Federal Food, Drug, and Cosmetic Act, or the FDCA, and subjects the responsible

party to sanctions including, but not limited to, warning letters, injunctions, civil penalties and criminal

prosecution. Additionally, a product is misbranded under the regulations if, in an effort to promote the product, a

responsible party makes a false or misleading representation with respect to a competing drug, device or

biologic. We have not conducted head-to-head trials with any other therapies for the prevention of neutropenia,

such as G-CSF therapies. As a result, we will be limited in our ability to market Plinabulin using available data

from separate trials of competing therapies. If we decide to market Plinabulin’s benefits as compared to other

therapies, we will need to conduct head-to-head clinical trials which may be time consuming and expensive and

may not be successful.

We have limited rights to Plinabulin inside China and Hong Kong.

Dalian Wanchunbulin Pharmaceuticals Ltd., or Wanchun Bulin, a partially owned subsidiary, holds the

intellectual property rights to Plinabulin in China and Hong Kong. We currently indirectly own 60% equity

interest of Wanchun Bulin. The remaining 40% is held by Wanchun Biotech, a Chinese limited liability company

owned by Lan Huang, our Chief Executive Officer, Linqing Jia, our major shareholder, and Dong Liang, our

minority shareholder. As a result, any distributions resulting from Wanchun Bulin on account of its equity

ownership will not be fully received by us, and any payment from us to Wanchun Bulin will indirectly benefit

Dr. Huang, Mr. Jia and Mr. Liang.

Our future success depends on our ability to retain our Chief Executive Officer and other key executives and
to attract, retain and motivate qualified personnel.

We are highly dependent on Lan Huang, Ph.D., our Founder, Chairman of our Board of Directors and Chief

Executive Officer and the other principal members of our management and scientific teams. Although we have

formal employment agreements with most of our executive officers, these agreements do not prevent our
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executives from terminating their employment with us at any time. We do not maintain ‘‘key person’’ insurance

for any of our executives or other employees. The loss of the services of any of these persons could impede the

achievement of our research, development and commercialization objectives.

To induce valuable employees to remain at our company, in addition to salary and cash incentives, we plan

to provide share incentive grants that vest over time. The value to employees of these equity grants that vest over

time may be significantly affected by movements in our ordinary share price that are beyond our control, and

may at any time be insufficient to counteract more lucrative offers from other companies. Although we have

employment agreements with our key employees, any of our employees could leave at any time, with or without

notice.

Recruiting and retaining qualified scientific, clinical, sales and marketing personnel or consultants will also

be critical to our success. In addition, we rely on consultants and advisors, including scientific and clinical

advisors, to assist us in formulating our discovery and preclinical studies development and commercialization

strategy. The loss of the services of our executive officers or other key employees and consultants could impede

the achievement of our research, development and commercialization objectives and seriously harm our ability to

successfully implement our business strategy.

Furthermore, replacing executive officers and key employees or consultants may be difficult and may take

an extended period of time because of the limited number of individuals in our industry with the breadth of skills

and experience required to successfully develop, gain regulatory approval of and commercialize product

candidates. Competition to hire from this limited pool is intense, and we may be unable to hire, train, retain or

motivate these key personnel or consultants on acceptable terms given the competition among numerous

pharmaceutical and biotechnology companies for similar personnel.

We also experience competition for the hiring of scientific and clinical personnel from universities and

research institutions. Our consultants and advisors may be employed by employers other than us and may have

commitments under consulting or advisory contracts with other entities that may limit their availability to us. If

we are unable to continue to attract and retain high quality personnel, our ability to pursue our growth strategy

will be limited.

We will need to increase the size and capabilities of our organization, and we may experience difficulties in
managing our growth.

As of March 2, 2017, we had 24 full-time employees. Of these, 11 are engaged in full-time research and

development and laboratory operations and 13 are engaged in full-time general and administrative functions. As

of March 2, 2017, 10 of our employees were located in China and 14 were located in the United States. We have

also engaged and may continue to engage independent contractors, including four consultants with consulting

agreements who are not full-time employees, to assist us with our operations. As our development and

commercialization plans and strategies develop, and as we transition into operating as a public company, we will

need to establish and maintain effective disclosure and financial controls and make changes in our corporate

governance practices. We will need to add a significant number of additional managerial, operational, sales,

marketing, financial and other personnel with the appropriate public company experience and technical

knowledge and we may not successfully recruit and maintain such personnel. Future growth will impose

significant added responsibilities on members of management, including:

• identifying, recruiting, integrating, maintaining and motivating additional employees;

• managing our internal development efforts effectively, including the clinical and FDA or other

comparable regulatory authority review process for our product candidates, while complying with our

contractual obligations to contractors and other third parties; and

• improving our operational, financial and management controls, reporting systems and procedures.

Our future financial performance and our ability to commercialize our product candidates will depend, in

part, on our ability to effectively manage our future growth, and our management may also have to divert a

disproportionate amount of its attention away from day-to-day activities in order to devote a substantial amount

of time to managing these growth activities.

We currently rely, and for the foreseeable future will continue to rely, in substantial part on certain

independent organizations, advisors and consultants to provide certain services. These independent organizations,
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advisors and consultants may not continue to be available to us on a timely basis when needed, and in such case,

we may not have the ability to find qualified replacements. In addition, if we are unable to effectively manage

our outsourced activities or if the quality or accuracy of the services provided by consultants is compromised for

any reason, our clinical trials may be extended, delayed or terminated, and we may not be able to obtain

regulatory approval of our product candidates or otherwise advance our business. Furthermore, we may not be

able to manage our existing consultants or find other competent outside contractors and consultants on

economically reasonable terms, if at all.

If we are not able to effectively expand our organization by hiring new employees and expanding our

groups of consultants and contractors, we may not be able to successfully implement the tasks necessary to

further develop and commercialize our product candidates and, accordingly, may not achieve our research,

development and commercialization goals.

Our employees, independent contractors, consultants, commercial partners and vendors may engage in

misconduct or other improper activities, including noncompliance with regulatory standards and requirements.

We are exposed to the risk of fraud, misconduct or other illegal activity by our employees, independent

contractors, consultants, commercial partners and vendors. Misconduct by these parties could include intentional,

reckless and negligent conduct that fails to: comply with the laws of the FDA and other similar non-U.S.

regulatory authorities; provide true, complete and accurate information to the FDA and other similar non-U.S.

regulatory authorities; comply with manufacturing standards we have established; comply with healthcare fraud

and abuse laws in the United States and similar non-U.S. fraudulent misconduct laws; or report financial

information or data accurately or to disclose unauthorized activities to us. If we obtain FDA approval of any of

our product candidates and begin commercializing those drugs in the United States, our potential exposure under

U.S. laws will increase significantly and our costs associated with compliance with such laws are also likely to

increase. These laws may impact, among other things, our current activities with principal investigators and

research patients and our use of information obtained in the course of patient recruitment for clinical trials, as

well as proposed and future sales, marketing and education programs. In particular, the promotion, sales and

marketing of healthcare items and services, as well as certain business arrangements in the healthcare industry,

are subject to extensive laws designed to prevent fraud, kickbacks, self-dealing and other abusive practices.

These laws and regulations may restrict or prohibit a wide range of pricing, discounting, marketing and

promotion, structuring and commission(s), certain customer incentive programs and other business arrangements

generally.

It is not always possible to identify and deter misconduct by employees and other parties, and the

precautions we take to detect and prevent this activity may not be effective in controlling unknown or

unmanaged risks or losses or in protecting us from governmental investigations or other actions or lawsuits

stemming from a failure to comply with these laws or regulations. If any such actions are instituted against us,

and we are not successful in defending ourselves or asserting our rights, those actions could have a significant

impact on our business, including the imposition of significant fines or other sanctions.

We have identified a material weakness in our internal control over financial reporting. If our remediation of
this material weakness is not effective, or if we experience additional material weaknesses in the future or
otherwise fail to maintain an effective system of internal controls in the future, we may not be able to
accurately or timely report our financial condition or results of operations, which may adversely affect
investor confidence in us and, as a result, the value of our ordinary shares.

Prior to the completion of this offering, we have been a private company with limited accounting personnel

to adequately execute our accounting processes and other supervisory resources with which to address our

internal control over financial reporting. The material weakness in our internal control over financial reporting

that we identified was confirmed by the audits of our financial statements as of and for the years ended

December 31, 2014 and 2015. A material weakness is a deficiency, or combination of deficiencies, in internal

control over financial reporting such that there is a reasonable possibility that a material misstatement of our

financial statements will not be prevented or detected on a timely basis. The material weakness related to having

an insufficient number of financial reporting personnel with an appropriate level of knowledge, experience and

training in application of U.S. GAAP and SEC rules and regulations commensurate with our reporting

requirements.
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We have implemented and will continue to implement measures designed to improve our internal control

over financial reporting to remediate this material weakness, including the following:

• we have hired a new senior accountant as well as a new staff accountant in our accounting department

in the U.S., both of whom have sufficient experience in accounting and financial reporting matters;

• we are continuing to seek additional financial professionals with U.S. GAAP and SEC reporting

experience and increase the number of qualified financial reporting personnel;

• we are improving the capabilities of existing financial reporting personnel through training and

education in the accounting and reporting requirements under U.S. GAAP and SEC rules and

regulations;

• we are developing, communicating and implementing an accounting policy manual for our financial

reporting personnel for recurring transactions and period-end closing processes; and

• we are establishing effective monitoring and oversight controls for non-recurring and complex

transactions to ensure the accuracy and completeness of our consolidated financial statements and

related disclosures.

We cannot assure you that the measures we have taken to date, and are continuing to implement, will be

sufficient to remediate the material weakness we have identified or to avoid potential future material weaknesses.

If the steps we take do not correct the material weakness in a timely manner, we will be unable to conclude that

we maintain effective internal control over financial reporting. Accordingly, there could continue to be a

reasonable possibility that a material misstatement of our financial statements would not be prevented or detected

on a timely basis.

As a public company, we will be required to maintain internal control over financial reporting and to report

any material weaknesses in such internal controls. Section 404 of the Sarbanes-Oxley Act, or Section 404,

requires that we evaluate and determine the effectiveness of our internal control over financial reporting and,

beginning with our second annual report following this offering, which will be our year ending December 31,

2018, provide a management report on internal control over financial reporting. The Sarbanes-Oxley Act also

requires that our management report on internal control over financial reporting be attested to by our independent

registered public accounting firm, to the extent we are no longer an ‘‘emerging growth company,’’ as defined in

the JOBS Act. We do not expect our independent registered public accounting firm to attest to our management

report on internal control over financial reporting for so long as we are an emerging growth company.

We are in the process of designing and implementing the internal control over financial reporting required to

comply with this obligation, which process will be time consuming, costly and complicated. If we identify any

additional material weaknesses in our internal control over financial reporting, if we are unable to comply with

the requirements of Section 404 in a timely manner, if we are unable to assert that our internal control over

financial reporting is effective, or when required in the future, if our independent registered public accounting

firm is unable to express an opinion as to the effectiveness of our internal control over financial reporting,

investors may lose confidence in the accuracy and completeness of our financial reports and the market price of

our ordinary shares could be adversely affected, and we could become subject to investigations by the stock

exchange on which our securities are listed, the SEC, or other regulatory authorities, which could require

additional financial and management resources.

We are subject to the risk of doing business internationally.

We operate and expect to operate in various countries, and we may not be able to market our products in, or

develop new products successfully for, these markets. We may also encounter other risks of doing business

internationally including:

• unexpected changes in, or impositions of, legislative or regulatory requirements;

• the occurrence of economic weakness, including inflation or political instability;

• the effects of applicable non-U.S. tax structures and potentially adverse tax consequences;

• differences in protection of our intellectual property rights including third party patent rights;

• the burden of complying with a variety of foreign laws including difficulties in effective enforcement

of contractual provisions;
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• delays resulting from difficulty in obtaining export licenses, tariffs and other barriers and restrictions,

potentially longer payment cycles, greater difficulty in accounts receivable collection and potentially

adverse tax treatment; and

• production shortages resulting from any events affecting raw material supply or manufacturing

capabilities abroad.

In addition, we are subject to general geopolitical risks in foreign countries where we operate, such as

political and economic instability and changes in diplomatic and trade relationships, which could affect, among

other things, customers’ inventory levels and consumer purchasing, which could cause our results to fluctuate and

our net sales to decline. The occurrence of any one or more of these risks of doing business internationally,

individually or in the aggregate, could materially affect our business and results of operations adversely.

If we fail to comply with the U.S. Foreign Corrupt Practices Act, or FCPA, or other anti-bribery laws, our
reputation may be harmed and we could be subject to penalties and significant expenses that have a material
adverse effect on our business, financial condition and results of operations.

Following this offering, we will be subject to the FCPA. The FCPA generally prohibits us from making

improper payments to non-U.S. officials for the purpose of obtaining or retaining business. We are also subject to

the anti-bribery laws of other jurisdictions, particularly China. As our business expands, the applicability of the

FCPA and other anti-bribery laws to our operations will increase. Our procedures and controls to monitor

anti-bribery compliance may fail to protect us from reckless or criminal acts committed by our employees or

agents. If we, due to either our own deliberate or inadvertent acts or those of others, fail to comply with

applicable anti-bribery laws, our reputation could be harmed and we could incur criminal or civil penalties, other

sanctions and/or significant expenses, which could have a material adverse effect on our business, including our

financial condition, results of operations, cash flows and prospects.

Business disruptions could seriously harm our future revenue and financial condition and increase our costs
and expenses.

Our operations, and those of our third-party research institution collaborators, CROs, suppliers and other

contractors and consultants, could be subject to earthquakes, power shortages, telecommunications failures,

damage from computer viruses, material computer system failures, water shortages, floods, hurricanes, typhoons,

fires, extreme weather conditions, medical epidemics and other natural or man-made disasters or business

interruptions for which we are predominantly self-insured. In addition, we partially rely on our third-party

research institution collaborators for conducting research and development of our product candidates, and they

may be affected by government shutdowns or withdrawn funding. The occurrence of any of these business

disruptions could seriously harm our operations and financial condition and increase our costs and expenses. We

rely on third-party manufacturers to produce and process our product candidates. Our ability to obtain clinical

supplies of our product candidates could be disrupted if the operations of these suppliers are affected by a

man-made or natural disaster or other business interruption. A large portion of our contract manufacturer’s

operations is located in a single facility. Damage or extended periods of interruption to our corporate or our

contract manufacturer’s development or research facilities due to fire, natural disaster, power loss,

communications failure, unauthorized entry or other events could cause us to cease or delay development of

some or all of our product candidates.

Our internal computer systems, or those used by our CROs or other contractors or consultants, may fail or
suffer security breaches.

Despite the implementation of security measures, our internal computer systems and those of our CROs and

other contractors and consultants are vulnerable to damage from computer viruses and unauthorized access.

Although, to our knowledge, we have not experienced any such material system failure or security breach to

date, if such an event were to occur and cause interruptions in our operations, it could result in a material

disruption of our development programs and our business operations. For example, the loss of clinical trial data

from completed or future clinical trials could result in delays in our regulatory approval efforts and significantly

increase our costs to recover or reproduce the data. Likewise, we partially rely on our third-party research

institution collaborators for research and development of our product candidates and on other third parties for the

manufacture of our product candidates and to conduct clinical trials, and similar events relating to their computer

systems could also have a material adverse effect on our business. To the extent that any disruption or security
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breach were to result in a loss of, or damage to, our data or applications, or inappropriate disclosure of

confidential or proprietary information, we could incur liability and the further development and

commercialization of our product candidates could be delayed.

If product liability lawsuits are brought against us, we may incur substantial liabilities and may be required to
limit commercialization of our product candidates.

We face an inherent risk of product liability as a result of the clinical testing of our product candidates and

will face an even greater risk if we commercialize any drugs. For example, we may be sued if our product

candidates cause or are perceived to cause injury or are found to be otherwise unsuitable during clinical testing,

manufacturing, marketing or sale. Any such product liability claims may include allegations of defects in

manufacturing, defects in design, a failure to warn of dangers inherent in the drug, negligence, strict liability or a

breach of warranties. Claims could also be asserted under state consumer protection acts. If we cannot

successfully defend ourselves against product liability claims, we may incur substantial liabilities or be required

to limit commercialization of our product candidates. Even successful defense would require significant financial

and management resources. Regardless of the merits or eventual outcome, liability claims may result in:

• decreased demand for our drugs;

• injury to our reputation;

• withdrawal of clinical trial participants and inability to continue clinical trials;

• initiation of investigations by regulators;

• costs to defend the related litigation;

• a diversion of management’s time and our resources;

• substantial monetary awards to trial participants or patients;

• product recalls, withdrawals or labeling, marketing or promotional restrictions;

• loss of revenue;

• exhaustion of any available insurance and our capital resources;

• the inability to commercialize any product candidate; and

• a decline in our ordinary share price.

Our inability to obtain sufficient product liability insurance at an acceptable cost to protect against potential

product liability claims could prevent or inhibit the commercialization of drugs we develop, alone or with

collaborators. Although we currently carry an aggregate maximum coverage amount of approximately $5 million

of clinical trial insurance, the amount of such insurance coverage may not be adequate, we may be unable to

maintain such insurance, or we may not be able to obtain additional or replacement insurance at a reasonable

cost, if at all. Our insurance policies may also have various exclusions, and we may be subject to a product

liability claim for which we have no coverage. We may have to pay any amounts awarded by a court or

negotiated in a settlement that exceed our coverage limitations or that are not covered by our insurance, and we

may not have, or be able to obtain, sufficient capital to pay such amounts. Even if our agreements with any

future corporate collaborators entitle us to indemnification against losses, such indemnification may not be

available or adequate should any claim arise.

We have limited insurance coverage, and any claims beyond our insurance coverage may result in our
incurring substantial costs and a diversion of resources.

We maintain property insurance policies covering physical damage to, or loss of, our buildings and their

improvements, equipment, office furniture and inventory. We hold employer’s liability insurance generally

covering death or work-related injury of employees. We hold public liability insurance covering certain incidents

involving third parties that occur on or in the premises of the company. We do not yet have directors and officers

liability insurance but intend to enter into such policies immediately prior to the consummation of this offering.

We do not maintain key-man life insurance on any of our senior management or key personnel, or business

interruption insurance. Our insurance coverage may be insufficient to cover any claim for product liability,
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damage to our fixed assets or employee injuries. Any liability or damage to, or caused by, our facilities or our

personnel beyond our insurance coverage may result in our incurring substantial costs and a diversion of

resources.

Fluctuations in exchange rates could result in foreign currency exchange losses and could materially reduce

the value of your investment.

We incur portions of our expenses, and may in the future derive revenues, in currencies other than the U.S.

dollars, in particular, the RMB. As a result, we are exposed to foreign currency exchange risk as our results of

operations and cash flows are subject to fluctuations in foreign currency exchange rates. For example, a

significant portion of our clinical trial activities may be conducted outside of the United States, and associated

costs may be incurred in the local currency of the country in which the trial is being conducted, which costs

could be subject to fluctuations in currency exchange rates. We currently do not engage in hedging transactions

to protect against uncertainty in future exchange rates between particular foreign currencies and the U.S. dollar.

A decline in the value of the U.S. dollar against currencies in countries in which we conduct clinical trials could

have a negative impact on our research and development costs. Foreign currency fluctuations are unpredictable

and may adversely affect our financial condition, results of operations and cash flows.

The value of the RMB against the U.S. dollar and other currencies may fluctuate and is affected by, among

other things, changes in political and economic conditions and the foreign exchange policy adopted by the

Chinese and other non-U.S. governments. Specifically in China, on July 21, 2005, the Chinese government

changed its policy of pegging the value of the RMB to the U.S. dollar. Following the removal of the U.S. dollar

peg, the RMB appreciated 18.7% against the U.S. dollar over the following three years. Between July 2008 and

June 2010, this appreciation halted and the exchange rate between the RMB and the U.S. dollar remained within

a narrow band. Since June 2010, the Chinese government has allowed the RMB to appreciate slowly against the

U.S. dollar again. In April 2012, the Chinese government announced that it would allow more RMB exchange

rate fluctuation. On August 11, 2015, China’s central bank executed a 1.8% devaluation in the RMB. Over the

following two days, Chinese currency fell 1.2% against the dollar. From the exchange rate of 6.40 RMB to one

U.S. dollar at August 13, 2015, the Chinese currency continued to fall to a low of 6.96 RMB to one U.S. dollar

on December 16, 2016. It remains unclear what further fluctuations may occur or what impact this will have on

the currency.

China, U.S. or other government policies may impact the exchange rate between the RMB, U.S. dollar and

other currencies in the future in ways that adversely affect our business. There remains significant international

pressure on the Chinese government to adopt a more flexible currency policy, which could result in greater

fluctuation of the RMB against the U.S. dollar. Our costs are denominated in U.S. dollars, RMB, Australian

dollars and Euros, and a large portion of our financial assets are in U.S. dollars. To the extent that we need to

convert U.S. dollars we receive from this offering and the Concurrent Private Placement into RMB for our

operations, appreciation of the RMB against the U.S. dollar would have an adverse effect on the RMB amount

we would receive. Conversely, if we decide to convert our RMB into U.S. dollars for our operations or other

business purposes, appreciation of the U.S. dollar against the RMB would have a negative effect on the U.S.

dollar amount we would receive.

Our investments are subject to risks that could result in losses.

We had cash of $17.3 million and $10.8 million at September 30, 2016 and December 31, 2015,

respectively. We may invest our cash in a variety of financial instruments, principally short-term investment

grade, interest-bearing instruments. All of these investments are subject to credit, liquidity, market and interest

rate risk. Such risks, including the failure or severe financial distress of the financial institutions that hold our

cash, cash equivalents and investments, may result in a loss of liquidity, impairment to our investments,

realization of substantial future losses, or a complete loss of the investments in the long-term, which may have a

material adverse effect on our business, results of operations, liquidity and financial condition. Our exposure to

interest rate risk arises through movements in regard to interest income we earn on our deposits and the imputed

interest expense from a shareholder loan. To manage the risk, our cash is held at financial institutions that we

believe to be of high credit quality. While we believe our cash position does not expose us to excessive risk,

future investments may be subject to adverse changes in market value.
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Our disclosure controls and procedures may not prevent or detect all errors or acts of fraud.

Upon completion of this offering, we will become subject to the reporting requirements of the Exchange

Act. Our disclosure controls and procedures are designed to reasonably assure that information required to be

disclosed by us in reports we file or submit under the Exchange Act is accumulated and communicated to

management, and recorded, processed, summarized and reported within the time periods specified in the rules

and forms of the SEC. We believe that any disclosure controls and procedures or internal controls and

procedures, no matter how well conceived and operated, can provide only reasonable, not absolute, assurance

that the objectives of the control system are met.

These inherent limitations include the realities that judgments in decision-making can be faulty, and that

breakdowns can occur because of simple error or mistake. Additionally, controls can be circumvented by the

individual acts of some persons, by collusion of two or more people or by an unauthorized override of the

controls. Accordingly, because of the inherent limitations in our control system, misstatements due to error or

fraud may occur and not be detected.

Risks Related to Our Doing Business in China

The pharmaceutical industry in China is highly regulated and such regulations are subject to change which
may affect approval and commercialization of our drugs.

The pharmaceutical industry in China is subject to comprehensive government regulation and supervision,

encompassing the approval, registration, manufacturing, packaging, licensing and marketing of new drugs. See

‘‘Business—Government Regulations—Chinese Regulations’’ for a discussion of regulatory requirements that are

applicable to our current and planned business activities in China. In recent years, the regulatory framework in

China regarding the pharmaceutical industry has undergone significant changes, and we expect that it will

continue to undergo significant changes. Any such changes or amendments may result in increased compliance

costs on our business or cause delays in or prevent the successful development or commercialization of our

product candidates in China and reduce the current benefits we believe are available to us from developing and

manufacturing drugs in China. Chinese authorities have become increasingly vigilant in enforcing laws in the

pharmaceutical industry and any failure by us or our partners to maintain compliance with applicable laws and

regulations or obtain and maintain required licenses and permits may result in the suspension or termination of

our business activities in China. We believe our strategy and approach is aligned with the Chinese government’s

policies, but we cannot ensure that our strategy and approach will continue to be aligned.

Changes in the political and economic policies of the Chinese government may materially and adversely affect
our business, financial condition and results of operations and may result in our inability to sustain our
growth and expansion strategies.

Our financial condition and results of operations are affected to a large extent by economic, political and

legal developments in China.

The Chinese economy differs from the economies of most developed countries in many respects, including

the extent of government involvement, level of development, growth rate, control of foreign exchange and

allocation of resources. Although the Chinese government has implemented measures emphasizing the utilization

of market forces for economic reform, the reduction of state ownership of productive assets, and the

establishment of improved corporate governance in business enterprises, a substantial portion of productive assets

in China is still owned by the government. In addition, the Chinese government continues to play a significant

role in regulating industrial development by imposing industrial policies. The Chinese government also exercises

significant control over China’s economic growth by allocating resources, controlling payment of foreign

currency-denominated obligations, setting monetary policy, regulating financial services and institutions and

providing preferential treatment to particular industries or companies.

While the Chinese economy has experienced significant growth in the past three decades, growth has been

uneven, both geographically and among various sectors of the economy. The Chinese government has

implemented various measures to encourage economic growth and guide the allocation of resources. Some of

these measures may benefit the overall Chinese economy, but may also have a negative effect on us. Our

financial condition and results of operation could be materially and adversely affected by government control

over capital investments or changes in tax regulations that are applicable to us and consequently have a material

adverse effect on our businesses, financial condition and results of operations.
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There are uncertainties regarding the interpretation and enforcement of Chinese laws, rules and regulations.

A portion of our operations are conducted in China through our Chinese subsidiaries, and are governed by

Chinese laws, rules and regulations. Our Chinese subsidiaries are subject to laws, rules and regulations applicable

to foreign investment in China. The Chinese legal system is a civil law system based on written statutes.

In 1979, the Chinese government began to promulgate a comprehensive system of laws, rules and

regulations governing economic matters in general. The overall effect of legislation over the past three decades

has significantly enhanced the protections afforded to various forms of foreign investment in China. However,

China has not developed a fully integrated legal system, and recently enacted laws, rules and regulations may not

sufficiently cover all aspects of economic activities in China or may be subject to significant degrees of

interpretation by Chinese regulatory agencies. In particular, because these laws, rules and regulations are

relatively new, and because of the limited number of published decisions and the nonbinding nature of such

decisions, and because the laws, rules and regulations often give the relevant regulator significant discretion in

how to enforce them, the interpretation and enforcement of these laws, rules and regulations involve uncertainties

and can be inconsistent and unpredictable. In addition, the Chinese legal system is based in part on government

policies and internal rules, some of which are not published on a timely basis or at all, and which may have a

retroactive effect. As a result, we may not be aware of our violation of these policies and rules until after the

occurrence of the violation.

Any administrative and court proceedings in China may be protracted, resulting in substantial costs and

diversion of resources and management attention. Since Chinese administrative and court authorities have

significant discretion in interpreting and implementing statutory and contractual terms, it may be more difficult to

evaluate the outcome of administrative and court proceedings and the level of legal protection we enjoy than in

more developed legal systems. These uncertainties may impede our ability to enforce the contracts we have

entered into and could materially and adversely affect our business, financial condition and results of operations.

Substantial uncertainties exist with respect to the enactment timetable, the final version, interpretation and
implementation of draft Chinese Foreign Investment Law and how it may impact the viability of our current
corporate governance.

The Ministry of Commerce published a discussion draft of the proposed Foreign Investment Law in January

2015 aiming to, upon its enactment, replace the trio of existing laws regulating foreign investment in China,

namely, the Sino-foreign Equity Joint Venture Enterprise Law, the Sino-foreign Cooperative Joint Venture

Enterprise Law and the Wholly Foreign-invested Enterprise Law, together with their implementation rules and

ancillary regulations. The draft Foreign Investment Law embodies an expected Chinese regulatory trend to

rationalize its foreign investment regulatory regime in line with prevailing international practice and the

legislative efforts to unify the corporate legal requirements for both foreign and domestic investments. The

Ministry of Commerce has solicited comments on this draft and substantial uncertainties exist with respect to its

enactment timetable, the final version, interpretation and implementation.

Among other things, the draft Foreign Investment Law expands the definition of foreign investment and

introduces the principle of ‘‘actual control’’ in determining whether a company is considered a foreign-invested

enterprise, or FIE. The draft Foreign Investment Law specifically provides that entities established in China but

‘‘controlled’’ by foreign investors will be treated as FIEs, whereas an entity set up in a foreign jurisdiction would

nonetheless be, upon market entry clearance by the Ministry of Commerce or its local counterparts, treated as a

Chinese resident enterprise provided that the entity is ‘‘controlled’’ by Chinese entities and/or citizens. In this

connection, ‘‘control’’ is broadly defined in the draft law to cover the following summarized categories:

(1) holding 50% of more of the shares, equity or voting rights of the subject entity; (2) holding less than 50% of

the voting rights of the subject entity but having the power to secure at least 50% of the seats on the board or

other equivalent decision-making bodies, or having the voting power to exert material influence on the board, the

shareholders’ meeting or other equivalent decision-making bodies; or (3) having the power to exert decisive

influence, via contractual or trust arrangements, over the subject entity’s operations, financial matters or other

key aspects of business operations. Once an entity is determined to be an FIE, it will be subject to the foreign

investment restrictions or prohibitions, if the FIE is engaged in the industry listed in the ‘‘negative list’’ which

will be separately issued by the State Council later. The ‘‘negative list’’ requires market entry clearance by the

Ministry of Commerce or its local counterparts. Unless the underlying business of the FIE falls within the

negative list, prior approval from the government authorities as mandated by the existing foreign investment legal

regime would no longer be required for establishment of the FIE. Our principal business, the development of

51



innovative cancer therapies, falls within the encouraged industries category of the Catalogue of Industries for

Guiding Foreign Investment (2015 Revision), or the 2015 Catalogue. As such, if the draft Foreign Investment

Law became effective in its current form and the 2015 Catalogue remained unchanged, our investments in

Wanchun Biotechnology (Shenzhen) Ltd. and Wanchun Bulin would not be required to obtain access permission

from the relevant governmental authorities, regardless of whether we are controlled by Chinese shareholders or

foreign shareholders.

The draft Foreign Investment Law also imposes stringent ad hoc and periodic information reporting

requirements on foreign investors and the applicable FIEs. Aside from an investment implementation report and

an investment amendment report that are required at each investment and alteration of investment specifics, an

annual report is mandatory, and large foreign investors meeting certain criteria are required to report on a

quarterly basis. Any company found to be non-compliant with these information reporting obligations may

potentially be subject to fines and/or administrative or criminal liabilities, and the persons directly responsible

may be subject to criminal liabilities.

The draft Foreign Investment Law is currently only in draft form and there is substantial uncertainty as to

what extent the final legislation will vary from the draft. If the final Foreign Investment Law is materially

different from the current draft, it may materially affect corporate structure, business operations and corporate

governance. While we expect to take actions to ensure that our operations continue to comply with applicable

PRC laws, including the Foreign Investment Law when it becomes effective, we may expend substantial time

and expense to comply and may be required to alter our corporate structure.

Any future requirement to obtain prior approval under the M&A Rules and/or any other regulations

promulgated by relevant Chinese regulatory agencies in the future could delay this offering and failure to
obtain any such approvals, if required, could have a material adverse effect on our business, operating results
and reputation as well as the trading price of our ordinary shares, and could also create uncertainties for this
offering.

On August 8, 2006, six Chinese regulatory agencies, including the Ministry of Commerce; the State-Owned

Assets Supervision and Administration Commission; the State Administration of Taxation, or SAT; the State

Administration for Industry and Commerce; the China Securities Regulatory Commission, or CSRC; and the

State Administration of Foreign Exchange, or SAFE, jointly adopted the Regulations on Mergers and

Acquisitions of Domestic Enterprises by Foreign Investors, or M&A Rules, which came into effect on September

8, 2006 and were amended on June 22, 2009. The M&A Rules include, among other things, provisions that

purport to require that an offshore special purpose vehicle formed for the purpose of an overseas listing of

securities in a Chinese company obtain the approval of the CSRC prior to the listing and trading of such special

purpose vehicle’s securities on an overseas stock exchange. On September 21, 2006, the CSRC published on its

official website procedures regarding its approval of overseas listings by special purpose vehicles. However,

substantial uncertainty remains regarding the scope and applicability of the M&A Rules to offshore special

purpose vehicles.

While the application of the M&A Rules remains unclear, we believe, based on the advice of our Chinese

counsel that the CSRC approval is not required in the context of this offering because we have set up our

Chinese subsidiaries through foreign direct investment, rather than through merger or acquisition. However, the

relevant Chinese government agencies, including the CSRC, may not reach the same conclusion as our Chinese

counsel. If the CSRC or other Chinese regulatory body subsequently determines that we need to obtain the

CSRC’s approval for this offering or if the CSRC or any other Chinese government authorities promulgates any

interpretation or implements rules before our listing that would require us to obtain CSRC or other governmental

approvals for this offering, we may face adverse actions or sanctions by the CSRC or other Chinese regulatory

agencies. In any such event, these regulatory agencies may impose fines and penalties on our operations in

China, limit our operating privileges in China, delay or restrict the repatriation of the proceeds from this offering

into China or take other actions that could have a material adverse effect on our business, financial condition,

results of operations, reputation and prospects, as well as our ability to complete this offering. The CSRC or

other Chinese regulatory agencies may also take actions requiring us, or making it advisable for us, to halt this

offering before settlement and delivery of the ordinary shares offered by this prospectus. Consequently, if you

engage in market trading or other activities in anticipation of and prior to settlement and delivery, you do so at

the risk that such settlement and delivery may not occur.
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Chinese regulations relating to investments in offshore companies by Chinese residents may subject our future

Chinese resident beneficial owners or our Chinese subsidiaries to liability or penalties, limit our ability to

inject capital into our Chinese subsidiaries or limit our Chinese subsidiaries’ ability to increase their

registered capital or distribute profits.

SAFE promulgated the Circular on Relevant Issues Concerning Foreign Exchange Control on Domestic

Residents’ Offshore Investment and Financing and Roundtrip Investment through Special Purpose Vehicles, or

SAFE Circular 37, on July 4, 2014, which replaced the former circular commonly known as ‘‘SAFE Circular

75’’ promulgated by SAFE on October 21, 2005. SAFE Circular 37 requires Chinese residents to register with

local branches of SAFE in connection with their direct establishment or indirect control of an offshore entity, for

the purpose of overseas investment and financing, with such Chinese residents’ legally owned assets or equity

interests in domestic enterprises or offshore assets or interests, referred to in SAFE Circular 37 as a ‘‘special

purpose vehicle.’’ SAFE Circular 37 further requires an amendment to the registration in the event of any

significant changes with respect to the special purpose vehicle, such as an increase or decrease of capital

contributed by Chinese individuals, share transfer or exchange, merger, division or other material event. In the

event that a Chinese shareholder holding interests in a special purpose vehicle fails to fulfill the required SAFE

registration, the Chinese subsidiaries of that special purpose vehicle may be prohibited from making profit

distributions to the offshore parent and from carrying out subsequent cross-border foreign exchange activities,

and the special purpose vehicle may be restricted in its ability to contribute additional capital into its Chinese

subsidiary. Moreover, failure to comply with the various SAFE registration requirements described above could

result in liability under Chinese law for evasion of foreign exchange controls.

We believe Dr. Lan Huang and Messrs. Linqing Jia and Dong Liang, each of whom are our shareholders,

are Chinese residents under SAFE Circular 37. Although Dr. Lan Huang and Messrs. Linqing Jia and Dong

Liang have completed the foreign exchange registration under SAFE Circular 37, we do not have control over

these three shareholders and our other beneficial owners, and our Chinese resident beneficial owners may not

have complied with, and may not in the future comply with, SAFE Circular 37 and subsequent implementation

rules. The failure of Chinese resident beneficial owners to register or amend their SAFE registrations in a timely

manner pursuant to SAFE Circular 37 and subsequent implementation rules, or the failure of future Chinese

resident beneficial owners of our company to comply with the registration procedures set forth in SAFE Circular

37 and subsequent implementation rules, may subject such beneficial owners or our Chinese subsidiaries to fines

and legal sanctions. Furthermore, SAFE Circular 37 is unclear how this regulation, and any future regulation

concerning offshore or cross-border transactions, will be interpreted, amended and implemented by the relevant

Chinese government authorities, and we cannot predict how these regulations will affect our business operations

or future strategy. Failure to register or comply with relevant requirements may also limit our ability to

contribute additional capital to our Chinese subsidiaries and limit our Chinese subsidiaries’ ability to distribute

dividends to us. These risks could in the future have a material adverse effect on our business, financial

condition and results of operations.

Any failure to comply with Chinese regulations regarding our employee equity incentive plans may subject the

PRC plan participants or us to fines and other legal or administrative sanctions.

After we become an overseas listed company upon completion of our initial public offering, we and our

directors, executive officers and other employees who are Chinese citizens or who have resided in China for a

continuous period of not less than one year and who will be granted restricted shares or options will be subject

to the Notice on Issues Concerning the Foreign Exchange Administration for Domestic Individuals Participating

in Stock Incentive Plan of Overseas Publicly Listed Company, issued by SAFE in February 2012, according to

which, employees, directors, supervisors and other management members participating in any share incentive

plan of an overseas publicly listed company who are Chinese citizens or who are non-Chinese citizens residing

in China for a continuous period of not less than one year, subject to limited exceptions, are required to register

with SAFE through a domestic qualified agent, which could be a PRC subsidiary of such overseas listed

company, and complete certain other procedures. In addition, an overseas entrusted institution must be retained to

handle matters in connection with the exercise or sale of stock options and the purchase or sale of shares and

interests. Failure to complete the SAFE registrations may subject them to fines and legal sanctions and may also

limit our ability to make payments under our equity incentive plans or receive dividends or sales proceeds related
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thereto, or our ability to contribute additional capital into our wholly foreign-owned enterprises in China and

limit our wholly foreign-owned enterprises’ ability to distribute dividends to us. We also face regulatory

uncertainties that could restrict our ability to adopt additional equity incentive plans for our directors and

employees under Chinese law.

In addition, the SAT has issued circulars concerning employee share options or restricted shares. Under

these circulars, employees working in China who exercise share options, or whose restricted shares vest, will be

subject to Chinese individual income tax. The Chinese subsidiaries of an overseas listed company have

obligations to file documents related to employee share options or restricted shares with relevant tax authorities

and to withhold individual income taxes of those employees related to their share options or restricted shares. If

the employees fail to pay, or the Chinese subsidiaries fail to withhold applicable income taxes, the Chinese

subsidiaries may face sanctions imposed by the tax authorities or other Chinese government authorities.

In the future, we may rely to some extent on dividends and other distributions on equity from our principal
operating subsidiaries to fund offshore cash and financing requirements.

We are a holding company, incorporated in the Cayman Islands, and may in the future rely to some extent

on dividends and other distributions on equity from our principal operating subsidiaries for our offshore cash and

financing requirements, including the funds necessary to pay dividends and other cash distributions to our

shareholders, fund inter-company loans, service any debt we may incur outside China and pay our expenses. The

laws, rules and regulations applicable to our Chinese subsidiaries and certain other subsidiaries permit payments

of dividends only out of their retained earnings, if any, determined in accordance with applicable accounting

standards and regulations.

Under Chinese laws, rules and regulations, each of our subsidiaries incorporated in China is required to set

aside a portion of its net income each year to fund certain statutory reserves. These reserves, together with the

registered equity, are not distributable as cash dividends. As a result of these laws, rules and regulations, our

subsidiaries incorporated in China are restricted in their ability to transfer a portion of their respective net assets

to their shareholders as dividends. In addition, registered share capital and capital reserve accounts are also

restricted from withdrawal in China. As of December 31, 2015, these restricted assets totaled RMB 11.47 million

($1.77 million).

The PRC Enterprise Income Tax Law, or EIT Law, and its implementation rules, both of which became

effective on January 1, 2008, provide that China-sourced income of foreign enterprises, such as dividends paid

by a Chinese subsidiary to its equity holders that are non-Chinese resident enterprises, will normally be subject

to Chinese withholding tax at a rate of 10%, unless any such foreign investor’s jurisdiction of incorporation has a

tax treaty with China that provides for a different withholding arrangement. As a result, dividends paid to us by

our Chinese subsidiaries are expected to be subject to Chinese withholding tax at a rate of 10%.

Pursuant to the Arrangement between Mainland China and Hong Kong Special Administrative Region for

the Avoidance of Double Taxation and Prevention of Fiscal Evasion with respect to Taxes on Income, or Hong

Kong Tax Treaty, BeyondSpring (HK) Limited, or BeyondSpring HK, the shareholder of our Chinese

subsidiaries, may be subject to a withholding tax at a rate of 5% on dividends received from our Chinese

operating subsidiaries as a Hong Kong tax resident. Pursuant to the Hong Kong Tax Treaty, subject to certain

conditions, this reduced withholding tax rate will be available for dividends from Chinese entities provided that

the recipient can demonstrate it is a Hong Kong tax resident and it is the beneficial owner of the dividends.

BeyondSpring HK currently does not hold a Hong Kong tax resident certificate from the Inland Revenue

Department of Hong Kong and the reduced withholding tax rate may not be available.

Furthermore, if our subsidiaries in China incur debt on their own behalf in the future, the instruments

governing the debt may restrict their ability to pay dividends or make other payments to us. Any limitation on

the ability of our subsidiaries to distribute dividends or other payments to us in the future could materially and

adversely limit our ability to make investments or acquisitions that could be beneficial to our businesses, pay

dividends or otherwise fund and conduct our business.

We may be treated as a resident enterprise for Chinese tax purposes under the EIT Law and be subject to
Chinese tax on our worldwide taxable income at a rate of 25%.

Under the EIT Law an enterprise established outside China with ‘‘de facto management bodies’’ within

China is considered a ‘‘resident enterprise,’’ meaning that it is treated in a manner similar to a Chinese enterprise
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for EIT purposes. The implementing rules of the EIT Law define ‘‘de facto management bodies’’ as

‘‘management bodies that exercise substantial and overall management and control over the production and

operations, personnel, accounting, and properties’’ of the enterprise. In addition, the Notice Regarding the

Determination of Chinese-Controlled Offshore Incorporated Enterprises as PRC Tax Resident Enterprises on the

Basis of De Facto Management Bodies, or Circular 82, specifies that certain Chinese-controlled offshore

incorporated enterprises, defined as enterprises incorporated under the laws of foreign countries or territories and

that have Chinese enterprises or enterprise groups as their primary controlling shareholders, will be classified as

resident enterprises if all of the following are located or resident in China: senior management personnel and

departments that are responsible for daily production, operation and management; financial and personnel

decision-making bodies; key properties, accounting books, company seal and minutes of board meetings and

shareholders’ meetings; and half or more of senior management or directors having voting rights. On July 27,

2011, the SAT issued Administrative Measures of Enterprise Income Tax of Chinese-Controlled Offshore

Incorporated Resident Enterprises (Trial), or Bulletin 45, which became effective on September 1, 2011, as

recently amended on October 1, 2016, to provide further guidance on the implementation of Circular 82.

Bulletin 45 clarifies certain issues related to determining Chinese resident enterprise status, including which

competent tax authorities are responsible for determining offshore incorporated Chinese resident enterprise status,

as well as post-determination administration. In 2014, the SAT, released the Announcement of the SAT on Issues

Concerning the Recognition of Chinese-Controlled Enterprises Incorporated Overseas as Resident Enterprises on

the Basis of Their Actual Management Bodies and supplemented some provisions related to the administrative

procedures for the recognition of resident enterprise, while the standards used to classify resident enterprises in

Circular 82 remain unchanged.

We are not aware of any offshore holding company with a corporate structure similar to ours that has been

deemed a Chinese ‘‘resident enterprise’’ by the Chinese tax authorities. Accordingly, we do not believe our

company or any of our overseas subsidiaries should be treated as a Chinese resident enterprise.

If the Chinese tax authorities determine that our Cayman Islands holding company is a resident enterprise

for Chinese EIT purposes, a number of unfavorable Chinese tax consequences could follow and we may be

subject to EIT at a rate of 25% on our worldwide taxable income, as well as to Chinese EIT reporting

obligations. In that case, it is possible that dividends paid to us by our Chinese subsidiaries will not be subject to

Chinese withholding tax.

Dividends payable to our foreign investors may be subject to Chinese withholding tax and gains on the sale of
our ordinary shares by our foreign investors may be subject to Chinese tax.

If we are deemed a Chinese resident enterprise as described under ‘‘—We may be treated as a resident

enterprise for Chinese tax purposes under the EIT Law and be subject to Chinese tax on our worldwide taxable

income at a rate of 25%,’’ dividends paid on our ordinary shares, and any gain realized from the transfer of our

ordinary shares, may be treated as income derived from sources within China. As a result, dividends paid to

non-Chinese resident enterprise ordinary shareholders may be subject to Chinese withholding tax at a rate of

10% (or 20% in the case of non-Chinese individual ordinary shareholders) and gains realized by non-Chinese

resident enterprises ordinary shareholders from the transfer of our ordinary shares may be subject to Chinese tax

at a rate of 10% (or 20% in the case of non-Chinese individual ordinary shareholders). It is unclear whether if

we or any of our subsidiaries established outside China are considered a Chinese resident enterprise, holders of

our ordinary shares would be able to claim the benefit of income tax treaties or agreements entered into between

China and other countries or areas. If dividends payable to our non-Chinese investors, or gains from the transfer

of our ordinary shares by such investors are subject to Chinese tax, the value of your investment in the ordinary

shares may decline significantly.

We and our shareholders face uncertainties with respect to indirect transfers of equity interests in Chinese
resident enterprises or other assets attributed to a Chinese establishment of a non-Chinese company, or other
assets attributable to a Chinese establishment of a non-Chinese company.

On February 3, 2015, the SAT issued the Bulletin on Issues of Enterprise Income Tax and Indirect Transfers

of Assets by Non-PRC Resident Enterprises, or Bulletin 7, which replaced or supplemented certain previous rules

under the Notice on Strengthening Administration of Enterprise Income Tax for Share Transfers by Non-PRC

Resident Enterprises, or Circular 698, issued by the SAT, on December 10, 2009. Pursuant to this Bulletin, an

‘‘indirect transfer’’ of ‘‘PRC taxable assets,’’ including equity interests in a Chinese resident enterprise, by
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non-Chinese resident enterprises may be recharacterized and treated as a direct transfer of PRC taxable assets, if

such arrangement does not have a reasonable commercial purpose and was established for the purpose of

avoiding payment of Chinese enterprise income tax. As a result, gains derived from such indirect transfer may be

subject to Chinese enterprise income tax. When determining whether there is a ‘‘reasonable commercial purpose’’

of the transaction arrangement, factors to be taken into consideration include: whether the main value of the

equity interest of the relevant offshore enterprise derives from PRC taxable assets; whether the assets of the

relevant offshore enterprise mainly consists of direct or indirect investment in China or if its income mainly

derives from China; whether the offshore enterprise and its subsidiaries directly or indirectly holding PRC

taxable assets have real commercial nature which is evidenced by their actual function and risk exposure; the

duration of existence of the business model and organizational structure; the replicability of the transaction by

direct transfer of PRC taxable assets; and the tax situation of such indirect transfer and applicable tax treaties or

similar arrangements.

Late payment of applicable tax will subject the transferor to default interest. Gains derived from the sale of

shares by investors through a public stock exchange are not subject to the Chinese enterprise income tax

pursuant to Bulletin 7 where such shares were acquired in a transaction through a public stock exchange.

However, the sale of our ordinary shares by a non-Chinese resident enterprise outside a public stock exchange

may be subject to Chinese enterprise income tax under Bulletin 7.

There are uncertainties as to the application of Bulletin 7. Bulletin 7 may be determined by the tax

authorities to be applicable to sale of the shares of our offshore subsidiaries or investments where PRC taxable

assets are involved. The transferors and transferees may be subject to the tax filing and withholding or tax

payment obligation, while our Chinese subsidiaries may be requested to assist in the filing. Furthermore, we, our

non-resident enterprises and Chinese subsidiaries may be required to spend valuable resources to comply with

Bulletin 7 or to establish that we and our non-resident enterprises should not be taxed under Bulletin 7, for our

previous and future restructuring or disposal of shares of our offshore subsidiaries, which may have a material

adverse effect on our financial condition and results of operations.

The Chinese tax authorities have the discretion under Bulletin 7 to make adjustments to the taxable capital

gains based on the difference between the fair value of the taxable assets transferred and the cost of investment.

If the Chinese tax authorities make adjustments to the taxable income of the transactions under Circular 698 /

Bulletin 7, our income tax costs associated with such potential acquisitions or disposals will increase, which may

have an adverse effect on our financial condition and results of operations.

Restrictions on currency exchange may limit our ability to utilize our revenue effectively.

The Chinese government imposes controls on the convertibility of RMB into foreign currencies and, in

certain cases, the remittance of currency out of China. A portion of our revenue may in the future be

denominated in RMB. Shortages in availability of foreign currency may then restrict the ability of our Chinese

subsidiaries to remit sufficient foreign currency to our offshore entities for our offshore entities to pay dividends

or make other payments or otherwise to satisfy our foreign currency denominated obligations. The RMB is

currently convertible under the ‘‘current account,’’ which includes dividends, trade and service-related foreign

exchange transactions, but not under the ‘‘capital account,’’ which includes foreign direct investment and loans,

including loans we may secure from our onshore subsidiaries. Currently, our Chinese subsidiaries, which are

wholly foreign-owned enterprises, may purchase foreign currency for settlement of ‘‘current account

transactions,’’ including payment of dividends to us, without the approval of SAFE, by complying with certain

procedural requirements. However, the relevant Chinese governmental authorities may limit or eliminate our

ability to purchase foreign currencies in the future for current account transactions. Since a portion of our future

revenue may be denominated in RMB, any existing and future restrictions on currency exchange may limit our

ability to utilize revenue generated in RMB to fund our business activities outside of China or pay dividends in

foreign currencies to our shareholders, including holders of our ordinary shares. Foreign exchange transactions

under the capital account remain subject to limitations and require approvals from, or registration with, SAFE

and other relevant Chinese governmental authorities. This could affect our ability to obtain foreign currency

through debt or equity financing for our subsidiaries.
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Recent litigation and negative publicity surrounding China-based companies listed in the United States may
result in increased regulatory scrutiny of us and negatively impact the trading price of our ordinary shares
and could have a material adverse effect upon our business, including its results of operations, financial
condition, cash flows and prospects.

We believe that litigation and negative publicity surrounding companies with operations in China that are

listed in the United States have negatively impacted stock prices for such companies. Various equity-based

research organizations have published reports on China-based companies after examining, among other things,

their corporate governance practices, related party transactions, sales practices and financial statements that have

led to special investigations and stock suspensions on national exchanges. Any similar scrutiny of us, regardless

of its lack of merit, could result in a diversion of management resources and energy, potential costs to defend

ourselves against rumors, decreases and volatility in our ordinary share trading price, and increased directors and

officers insurance premiums and could have a material adverse effect upon our business, including its results of

operations, financial condition, cash flows and prospects.

The audit report included in this prospectus is prepared by auditors who are not inspected fully by the Public
Company Accounting Oversight Board, or PCAOB, and, as such, our shareholders are deprived of the benefits
of such inspection.

As an auditor of companies that are publicly traded in the United States and a firm registered with the

PCAOB, Ernst & Young Hua Ming LLP is required under the laws of the United States to undergo regular

inspections by the PCAOB. However, because we have substantial operations within China, a jurisdiction where

the PCAOB is currently unable to conduct inspections without the approval of the Chinese government

authorities, our auditor and its audit work is not currently inspected fully by the PCAOB.

Inspections of other auditors conducted by the PCAOB outside China have at times identified deficiencies in

those auditors’ audit procedures and quality control procedures, which may be addressed as part of the inspection

process to improve future audit quality. The lack of PCAOB inspections of audit work undertaken in China

prevents the PCAOB from regularly evaluating our auditor’s audits and its quality control procedures. As a

result, shareholders may be deprived of the benefits of PCAOB inspections, and may lose confidence in our

reported financial information and procedures and the quality of our financial statements.

Proceedings instituted by the SEC against five China-based accounting firms, including our independent
registered public accounting firm, could result in our financial statements being determined to not be in
compliance with the requirements of the Exchange Act.

In December 2012, the SEC brought administrative proceedings against five accounting firms in China,

including our independent registered public accounting firm, alleging that they had refused to produce audit work

papers and other documents related to certain other China-based companies under investigation by the SEC. On

January 22, 2014, an initial administrative law decision was issued, censuring these accounting firms and

suspending four of these firms from practicing before the SEC for a period of six months. The decision is neither

final nor legally effective unless and until reviewed and approved by the SEC. On February 12, 2014, four of

these China-based accounting firms appealed to the SEC against this decision. In February 2015, each of the four

China-based accounting firms, including our independent registered public accounting firm, agreed to a censure

and to pay a fine to the SEC to settle the dispute and avoid suspension of their ability to practice before the

SEC. These firms’ ability to continue to serve all their respective clients is not affected by the settlement. The

settlement requires these firms to follow detailed procedures to seek to provide the SEC with access to Chinese

firms’ audit documents via the CSRC. If these firms do not follow these procedures, the SEC could impose

penalties such as suspensions, or it could restart the administrative proceedings. The settlement did not require

these firms to admit to any violation of law and preserves these firms’ legal defenses in the event the

administrative proceeding is restarted. In the event that the SEC restarts the administrative proceedings,

depending upon the final outcome, listed companies in the United States with major Chinese operations may find

it difficult or impossible to retain auditors with respect to their operations in China, which could result in

financial statements being determined not to be in compliance with the requirements of the Exchange Act,

including possible delisting. Moreover, any negative news about the proceedings against these audit firms may

cause investor uncertainty regarding China-based, United States-listed companies and the market price of our

ordinary shares may be adversely affected.

If our independent registered public accounting firm was denied, even temporarily, the ability to practice

before the SEC and we were unable to timely find another registered public accounting firm to audit and issue
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an opinion on our financial statements, our financial statements could be determined not to be in compliance

with the requirements of the Exchange Act. Such a determination could ultimately lead to the delay or

abandonment of this offering, or deregistration from the SEC, or both, which would substantially reduce or

effectively terminate the trading of our ordinary shares in the United States. Moreover, any negative news about

the proceedings against these audit firms may adversely affect investor confidence in companies with substantial

mainland China-based operations listed in the United States. All these would materially and adversely affect the

market price of our ordinary shares and substantially reduce or effectively terminate the trading of our ordinary

shares in the United States.

Risks Related to our Ordinary Shares and this Offering

An active public trading market for our ordinary shares may not develop and the ordinary shares may trade
below the public offering price.

Prior to this offering, there has been no public market for our ordinary shares. We have applied to list

ordinary shares on the NASDAQ Capital Market. Immediately after this offering and the Concurrent Private

Placement, we will have 21,878,306 shares outstanding, of which 476,191 ordinary shares, or 2.18% of our

outstanding ordinary shares immediately after this offering and the Concurrent Private Placement, will be freely

tradable by persons other than our affiliates, assuming the underwriter does not exercise its option to purchase

additional shares. As a result, a liquid public market for the ordinary shares may not develop. If an active trading

market for our ordinary shares does not develop after this offering, the market price and liquidity of our ordinary

shares may be materially and adversely affected. The public offering price for the ordinary shares has been

determined by negotiation among us and the underwriter based upon several factors, and the price at which the

ordinary shares trade after this offering may decline below the public offering price. Investors in the ordinary

shares may experience a significant decrease in the value of their ordinary shares regardless of our operating

performance or prospects.

The trading prices of our ordinary shares are likely to be volatile, which could result in substantial losses to
you.

The trading price of our ordinary shares is likely to be volatile and could fluctuate widely in response to a

variety of factors, many of which are beyond our control. In addition, the performance and fluctuation of the

market prices of other companies with business operations located mainly in China that have listed their

securities in the United States may affect the volatility in the price of and trading volumes for our ordinary

shares. Some of these companies have experienced significant volatility, including significant price declines after

their initial public offerings. The trading performances of these Chinese companies’ securities at the time of or

after their offerings may affect the overall investor sentiment towards other Chinese companies listed in the

United States and consequently may impact the trading performance of our ordinary shares.

In addition to market and industry factors, the price and trading volume for our ordinary shares may be

highly volatile for specific business reasons, including:

• announcements of regulatory approval or a complete response letter, or specific label indications or

patient populations for its use, or changes or delays in the regulatory review process;

• announcements of therapeutic innovations or new products by us or our competitors;

• adverse actions taken by regulatory agencies with respect to our clinical trials, manufacturing supply

chain or sales and marketing activities;

• any adverse changes to our relationship with manufacturers or suppliers;

• the results of our testing and clinical trials;

• the results of our efforts to acquire or license additional product candidates;

• variations in the level of expenses related to our existing product candidates or preclinical studies and

clinical development programs;

• any intellectual property infringement actions in which we may become involved;

• announcements concerning our competitors or the pharmaceutical industry in general;
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• achievement of expected product sales and profitability;

• manufacturing, supply or distribution shortages;

• variations in our results of operations;

• announcements about our earnings that are not in line with analyst expectations;

• publication of operating or industry metrics by third parties, including government statistical agencies,

that differ from expectations of industry or financial analysts;

• research reports and changes in financial estimates by securities research analysts;

• announcements made by us or our competitors of new product and service offerings, acquisitions,

strategic relationships, joint ventures or capital commitments;

• press reports, whether or not true, about our business;

• additions to, or departures of, our management;

• fluctuations of exchange rates between the RMB and the U.S. dollar;

• release or expiry of lock-up or other transfer restrictions on our outstanding ordinary shares;

• sales or perceived potential sales of additional ordinary shares;

• sales of our ordinary shares by us, our executive officers and directors or our shareholders in the

future;

• general economic and market conditions and overall fluctuations in the U.S. equity markets;

• changes in accounting principles; and

• changes or developments in the Chinese or global regulatory environment.

Any of these factors may result in large and sudden changes in the volume and trading price of our ordinary

shares. In the past, following periods of volatility in the market price of a company’s securities, shareholders

have often instituted securities class action litigation against that company. If we are involved in a class action

suit, it could divert the attention of management, and, if adversely determined, have a material adverse effect on

our financial condition and results of operations.

In addition, the stock market, in general, and small pharmaceutical and biotechnology companies have

experienced extreme price and volume fluctuations that have often been unrelated or disproportionate to the

operating performance of these companies. Broad market and industry factors may negatively affect the market

price of our ordinary shares, regardless of our actual operating performance. Further, factors related to financial

markets beyond our control may cause our ordinary shares price to decline rapidly and unexpectedly.

Sales or the availability for sales of substantial amounts of our ordinary shares in the public market could

cause the price of our ordinary shares to decline significantly.

Sales of our ordinary shares or other equity securities in the public market after this offering, or the

perception that these sales could occur, could cause the market price of our ordinary shares to decline

significantly. Immediately after this offering and the Concurrent Private Placement, we will have 21,878,306

ordinary shares outstanding, assuming the underwriter does not exercise its option to purchase additional shares.

All ordinary shares sold in this offering will be freely transferable by persons other than our ‘‘affiliates’’ without

restriction or additional registration under the Securities Act. Subject to the 180-day lock-up restrictions described

below and other applicable restrictions and limitations under Rule 144 of the Securities Act, all of our shares

outstanding prior to this offering will be eligible for sale in the public market. If these shares are sold, or if it is

perceived that they will be sold, in the public market, the trading price of our ordinary shares could decline.

In connection with this offering, we, our directors and officers, and substantially all of our existing

shareholders have agreed, subject to some exceptions, not to sell any ordinary shares for 180 days after the date

of this prospectus without the written consent of the underwriter. With respect to the ordinary shares subject to
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lock-up agreements, the underwriter may release these ordinary shares from these lock-up restrictions at any

time. Market sales of ordinary shares held by our significant shareholders or any other shareholder and the

availability of these ordinary shares for future sale may have a negative impact on the market price of our

ordinary shares.

We have entered into share subscription agreements with certain investors who will purchase up to an

aggregate of $50.6 million of newly issued ordinary shares from us at a price per share equal to the initial public

offering price in the Concurrent Private Placement. Among others, these investors include Sangel Star Biomedical

Fund LP and HuaRong TianZe (HK) Investment Limited Partnership, each of which is an affiliate of certain

existing shareholders. The closing of the Concurrent Private Placement and the closing of this offering are

conditioned upon each other. Assuming an initial public offering price of $21.00 per ordinary share, which is the

midpoint of the estimated range of the initial public offering price as set forth on the cover page of this

prospectus, the investors in the Concurrent Private Placement will purchase 2,409,524 ordinary shares from us.

The ordinary shares to be sold in the Concurrent Private Placement are not registered by the registration

statement of which this prospectus is a part, have not been registered under the Securities Act and may be

offered or sold only pursuant to an effective registration statement or pursuant to an available exemption from

the registration requirements of the Securities Act.

One of the holders of our ordinary shares will have the right to cause us to register under the Securities Act

the sale of its shares, subject to the applicable lock-up periods in connection with this offering. Registration of

these shares under the Securities Act would result in ordinary shares representing these shares becoming freely

tradable without restriction under the Securities Act immediately upon the effectiveness of the registration. Sales

of these registered shares in the public market could cause the price of our ordinary shares to decline

significantly.

Because we do not expect to pay dividends in the foreseeable future, you must rely on price appreciation of

the ordinary shares for return on your investment.

We intend to retain most, if not all, of our available funds and earnings to fund the development and growth

of our business. As a result, we do not expect to pay any cash dividends in the foreseeable future. Therefore, you

should not rely on an investment in our ordinary shares as a source for any future dividend income.

Our board of directors has significant discretion as to whether to distribute dividends. Our shareholders may,

by ordinary resolution, declare dividends, but no dividend shall exceed the amount recommended by our board of

directors. Even if our board of directors decides to declare and pay dividends, the timing, amount and form of

future dividends, if any, will depend on, among other things, our future results of operations and cash flow, our

capital requirements and surplus, the amount of distributions, if any, received by us from our subsidiaries, our

financial condition, contractual restrictions and other factors deemed relevant by our board of directors.

Accordingly, the return on your investment in our ordinary shares will likely depend entirely upon any future

price appreciation of the ordinary shares. Our ordinary shares may not appreciate in value or even maintain the

price at which you purchased the ordinary shares. You may not realize a return on your investment in the

ordinary shares, and you may even lose your entire investment in the ordinary shares.

You will experience immediate and substantial dilution after giving effect to the net proceeds from this

offering and the Concurrent Private Placement.

If you purchase ordinary shares in this offering, you will pay more for your ordinary shares than the amount

paid by existing shareholders for their ordinary shares on a per ordinary share basis. As a result, you will

experience immediate and substantial dilution of $17.83 per ordinary share (assuming no exercise of the

underwriter’s option to purchase additional ordinary shares), representing the difference between our pro forma

as adjusted net tangible book value per ordinary share as of September 30, 2016, after giving effect to the

issuance to Nereus Trust (as defined below) of a number of ordinary shares representing 10% of our fully diluted

equity capitalization immediately prior to the consummation of this offering and the issuance and sale of ordinary

shares in this offering and the Concurrent Private Placement, and the assumed initial public offering price of

$21.00 per ordinary share, the midpoint of the price range set forth on the cover page of this prospectus. In

addition, you may experience further dilution to the extent that we make any grants of equity-based awards.
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We are a Cayman Islands company. Because judicial precedent regarding the rights of shareholders is more
limited under Cayman Islands law than under U.S. law, shareholders may have fewer shareholder rights than
they would have under U.S. law.

Our corporate affairs are governed by our post-offering amended and restated memorandum and articles of

association (as may be amended from time to time), the Companies Law (as amended) of the Cayman Islands

and the common law of the Cayman Islands. The rights of shareholders to take action against the directors,

actions by minority shareholders and the fiduciary responsibilities of our directors are to a large extent governed

by the common law of the Cayman Islands. This common law is derived in part from comparatively limited

judicial precedent in the Cayman Islands as well as from English common law, which has persuasive, but not

binding, authority on a court in the Cayman Islands. The rights of our shareholders and the fiduciary

responsibilities of our directors under Cayman Islands law are not as clearly established as they would be under

statutes or judicial precedent in some jurisdictions in the United States. In particular, the Cayman Islands has a

less developed body of securities law than the United States. In addition, some states in the United States, such

as Delaware, have more fully developed and judicially interpreted bodies of corporate law than the Cayman

Islands.

In addition, as shareholders of a Cayman Islands exempted company, our shareholders have no general

rights under Cayman Islands law to inspect corporate records and accounts or to obtain a copy of the register of

members of the Company, with the exception that the shareholders may request a copy of the post-offering

amended and restated memorandum and articles of association. Our directors have discretion under our

post-offering amended and restated articles of association to determine whether or not, and under what

conditions, our corporate records may be inspected by our shareholders, but are not obliged to make them

available to our shareholders. This may make it more difficult for you to obtain the information needed to

establish any facts necessary for a shareholder motion or to solicit proxies from other shareholders in connection

with a proxy contest. As a Cayman Islands exempted company, we may not have standing to initiate a derivative

action in a federal court of the United States. As a result, you may be limited in your ability to protect your

interests if you are harmed in a manner that would otherwise enable you to sue in a United States federal court.

In addition, shareholders of Cayman Islands companies may not have standing to initiate a shareholder derivative

action in U.S. federal courts.

As a result of all of the above, public shareholders may have more difficulty in protecting their interests in

the face of actions taken by management, members of the board of directors or controlling shareholders than they

would as public shareholders of a U.S. company.

You may face difficulties in protecting your interests, and your ability to protect your rights through the U.S.
federal courts may be limited because we are incorporated under Cayman Islands law, we currently conduct a
majority of our operations outside the United States and some of our directors and certain executive officers
reside outside the United States.

We are incorporated in the Cayman Islands and currently conduct a majority of our operations outside the

United States through our subsidiaries incorporated in China. Some of our directors and executive officers reside

outside the United States and a substantial portion of their assets are located outside of the United States. As a

result, it may be difficult or impossible for you to bring an action against us or against these individuals in the

Cayman Islands or in China in the event that you believe that your rights have been infringed under the

securities laws of the United States or otherwise. Even if you are successful in bringing an action of this kind,

the laws of the Cayman Islands and China may render you unable to enforce a judgment against our assets or the

assets of our directors and officers. There is no statutory recognition in the Cayman Islands of judgments

obtained in the United States or China, although the courts of the Cayman Islands will generally recognize and

enforce a non-penal judgment of a foreign court of competent jurisdiction without retrial on the merits.

Our corporate actions are substantially controlled by our directors, executive officers and other principal
shareholders, who can exert significant influence over important corporate matters, which may reduce the
price of our ordinary shares and deprive you of an opportunity to receive a premium for your ordinary shares.

Our directors, executive officers and principal shareholders beneficially owned approximately 90.81% of our

outstanding ordinary shares as of March 2, 2017, after giving effect to the ordinary shares to be issued to Nereus

Trust as described in ‘‘Certain Relationships and Related Party Transactions—Agreements with our

Shareholders.’’ Lan Huang, our CEO, Linqing Jia, our major shareholder, and Dong Liang, our minority
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shareholder also beneficially own the 40% equity interest of Wanchun Bulin that we do not currently own. These

shareholders, if acting together, could exert substantial influence over matters such as electing directors and

approving material mergers, acquisitions or other business combination transactions. This concentration of

ownership may also discourage, delay or prevent a change in control of our company, which could have the dual

effect of depriving our shareholders of an opportunity to receive a premium for their shares as part of a sale of

our company and reducing the price of our ordinary shares. These actions may be taken even if they are opposed

by our other shareholders, including the holders of our ordinary shares. In addition, these persons could divert

business opportunities away from us to themselves or others.

We will incur increased costs as a result of operating as a public company, and our management will be

required to devote substantial time to new compliance initiatives and corporate governance practices.

As a public company, we will incur significant legal, accounting and other expenses that we did not incur as

a private company. The Sarbanes-Oxley Act, the Dodd-Frank Wall Street Reform and Consumer Protection Act,

the listing requirements of the NASDAQ Capital Market and other applicable securities rules and regulations

impose various requirements on public companies, including establishment and maintenance of effective

disclosure and financial controls and corporate governance practices. Our management and other personnel will

need to devote a substantial amount of time to these compliance initiatives. Moreover, these rules and regulations

will increase our legal and financial compliance costs and will make some activities more time-consuming and

costly. For example, we expect that these rules and regulations may make it more difficult and more expensive

for us to obtain director and officer liability insurance, which in turn could make it more difficult for us to attract

and retain qualified members of our board of directors.

Under Section 404, we will first be required to furnish a report by our management on our internal control

over financial reporting for the year ending December 31, 2018. However, while we remain an emerging growth

company, we will not be required to include an attestation report on internal control over financial reporting

issued by our independent registered public accounting firm. To achieve compliance with Section 404 within the

prescribed period, we will be engaged in a process to document and evaluate our internal control over financial

reporting, which is both costly and challenging. In this regard, we will need to continue to dedicate internal

resources, potentially engage outside consultants and adopt a detailed work plan to assess and document the

adequacy of internal control over financial reporting, continue steps to improve control processes as appropriate,

validate through testing that controls are functioning as documented and implement a continuous reporting and

improvement process for internal control over financial reporting. Despite our efforts, there is a risk that we will

not be able to conclude, within the prescribed timeframe or at all, that our internal control over financial

reporting is effective as required by Section 404. If we identify one or more material weaknesses, it could result

in an adverse reaction in the financial markets due to a loss of confidence in the reliability of our financial

statements.

We are an ‘‘emerging growth company’’ and are availing ourselves of reduced disclosure requirements

applicable to emerging growth companies, which could make our ordinary shares less attractive to investors.

We are an ‘‘emerging growth company,’’ as defined in the JOBS Act, and we intend to take advantage of

certain exemptions from various reporting requirements that are applicable to other public companies that are not

‘‘emerging growth companies’’ including not being required to comply with the auditor attestation requirements

of Section 404(b) of the Sarbanes-Oxley Act, and exemptions from the requirements of holding a nonbinding

advisory vote on executive compensation and shareholder approval of any golden parachute payments not

previously approved. We cannot predict if investors will find our ordinary shares less attractive because we may

rely on these exemptions. If some investors find our ordinary shares less attractive as a result, there may be a

less active trading market for our ordinary shares and the price of our ordinary shares may be more volatile. We

may take advantage of these reporting exemptions until we are no longer an emerging growth company. We will

remain an emerging growth company until the earliest of (1) the last day of the fiscal year in which we have a

total annual gross revenue of $1.0 billion or more; (2) the last day of our fiscal year following the fifth

anniversary of the date of the completion of this offering; (3) the date on which we have issued more than

$1.0 billion in nonconvertible debt during the previous three years; and (4) the date on which we are deemed to

be a large accelerated filer under the rules of the SEC.

62



As a foreign private issuer, we are exempt from a number of rules under the U.S. securities laws and are
permitted to file less information with the SEC than a U.S. company. This may limit the information available
to holders of our ordinary shares.

We are a ‘‘foreign private issuer,’’ as defined in the SEC’s rules and regulations and, consequently, we are

not subject to all of the disclosure requirements applicable to public companies organized within the United

States. For example, we are exempt from certain rules under the Exchange Act, that regulate disclosure

obligations and procedural requirements related to the solicitation of proxies, consents or authorizations

applicable to a security registered under the Exchange Act, including the U.S. proxy rules under Section 14 of

the Exchange Act. In addition, our officers and directors are exempt from the reporting and ‘‘short-swing’’ profit

recovery provisions of Section 16 of the Exchange Act and related rules with respect to their purchases and sales

of our securities. Moreover, while we intend to report our results of operations voluntarily on a quarterly basis,

we will not be required to file periodic reports and financial statements with the SEC as frequently or as

promptly as U.S. domestic issuers and will not be required to file quarterly reports on Form 10-Q or current

reports on Form 8-K under the Exchange Act. Accordingly, there will be less publicly available information

concerning our company than there would be if we were not a foreign private issuer.

As a foreign private issuer, we are permitted to adopt certain home country practices in relation to corporate
governance matters that differ significantly from NASDAQ Capital Market corporate governance listing
standards. These practices may afford less protection to shareholders than they would enjoy if we complied
fully with corporate governance listing standards.

As a foreign private issuer listed on the NASDAQ Capital Market, we will be subject to corporate

governance listing standards. However, rules permit a foreign private issuer like us to follow the corporate

governance practices of its home country. Certain corporate governance practices in the Cayman Islands, which

is our home country, may differ significantly from corporate governance listing standards. Currently, we intend to

fully comply with the NASDAQ Capital Market corporate governance listing standards. However, we may in the

future choose to follow certain home country practice. Therefore, our shareholders may be afforded less

protection than they otherwise would have under corporate governance listing standards applicable to U.S.

domestic issuers.

We may lose our foreign private issuer status in the future, which could result in significant additional costs
and expenses.

While we currently qualify as a foreign private issuer, the determination of foreign private issuer status is

made annually on the last business day of an issuer’s most recently completed second fiscal quarter and,

accordingly, the next determination will be made with respect to us on June 30, 2017.

In the future, we would lose our foreign private issuer status if we fail to meet the requirements necessary

to maintain our foreign private issuer status as of the relevant determination date. For example, if more than 50%

of our securities are held by U.S. residents and more than 50% of the members of our management or members

of our board of directors are residents or citizens of the United States, we could lose our foreign private issuer

status.

The regulatory and compliance costs to us under U.S. securities laws as a U.S. domestic issuer may be

significantly more than the costs we incur as a foreign private issuer. If we are not a foreign private issuer, we

will be required to file periodic reports and registration statements on U.S. domestic issuer forms with the SEC,

which are more detailed and extensive in certain respects than the forms available to a foreign private issuer. We

would be required to modify certain of our policies to comply with corporate governance practices associated

with U.S. domestic issuers. In addition, we may lose our ability to rely upon exemptions from certain corporate

governance requirements on U.S. stock exchanges that are available to foreign private issuers, such as

exemptions from procedural requirements related to the solicitation of proxies.

After the completion of this offering, we may be at an increased risk of securities class action litigation.

Historically, securities class action litigation has often been brought against a company following a decline

in the market price of its securities. This risk is especially relevant for us because biotechnology and

biopharmaceutical companies have experienced significant share price volatility in recent years. If we were to be

sued, it could result in substantial costs and a diversion of management’s attention and resources, which could

harm our business.
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It is likely that we will be classified as a passive foreign investment company, which could result in adverse

United States federal income tax consequences for U.S. shareholders.

Generally, if for any taxable year 75% or more of our gross income is passive income, or at least 50% of

our assets are held for the production of, or produce, passive income, we will be characterized as a passive

foreign investment company for United States federal income tax purposes. There can be no assurance that we

will not be considered a passive foreign investment company for any taxable year. If we are characterized as a

passive foreign investment company, our U.S. shareholders may suffer adverse tax consequences, including

having gains realized on the sale of our ordinary shares be treated as ordinary income, rather than capital gain,

the loss of the preferential rate applicable to dividends received on our ordinary shares by individuals who are

U.S. shareholders, and having interest charges apply to distributions by us and the proceeds of sales of our

shares. For further information on such U.S. tax implications, see ‘‘Taxation—United States Federal Income Tax

Considerations.’’

The IRS may not agree with the conclusion that we should not be treated as a U.S. corporation for United

States federal income tax purposes.

Under current United States federal income tax law, a corporation is generally considered a tax resident in

the jurisdiction of its organization or incorporation. Thus, as a corporation organized under the laws of the

Cayman Islands, we should generally be classified as a non-U.S. corporation (and therefore a non-U.S. tax

resident) for United States federal income tax purposes. In certain circumstances, however, section 7874 of the

Internal Revenue Code of 1986, or the Code, may cause a corporation organized outside the United States to be

treated as a U.S. corporation (and, therefore, a U.S. tax resident) unless one or more exceptions apply.

In July 2015, we completed our internal restructuring. See Notes 1 and 4 to our consolidated financial

statements as of and for the years ended December 31, 2014 and 2015 included elsewhere in this prospectus for

additional information regarding the internal restructuring. As part of the internal restructuring, we executed

certain transactions that implicated section 7874. Nonetheless, under the rules that apply to transactions that

occurred in July 2015, we believe that the internal restructuring qualifies for certain exceptions that operate to

prevent the application of section 7874 and, therefore, we do not expect to be treated as a U.S. corporation for

United States federal income tax purposes. For a more detailed discussion, see ‘‘Taxation—United States Federal

Income Tax Considerations—Tax Residence of BeyondSpring Inc. for United States Federal Income Tax

Purposes.’’

Notwithstanding, the application of section 7874 of the Code and its various exceptions is complex and

subject to factual and legal uncertainties. Moreover, changes to section 7874 of the Code or the U.S. Treasury

regulations promulgated thereunder (or other relevant provisions of United States federal income tax law), which

may be given prospective or retroactive effect, could adversely affect our conclusion that we should not be

considered a U.S. corporation for United States federal income tax purposes. As a result, there can be no

assurance that the IRS will agree with the position that we should not be treated as a U.S. corporation for United

States federal income tax purposes. If the IRS were to prevail with an assertion that the internal restructuring

does not qualify for any exceptions to the application of section 7874 and that the internal restructuring is subject

to section 7874, we could be treated as a U.S. corporation for United States federal income tax purposes.

If we were to be treated as a U.S. corporation for United States federal income tax purposes, we would be

subject to U.S. corporate income tax on our worldwide income and the income of our non-U.S. subsidiaries

would be subject to U.S. tax when repatriated or when deemed recognized under the United States federal

income tax rules for controlled foreign subsidiaries. Moreover, the gross amount of any dividends paid by us to a

non-U.S. shareholder would be subject to U.S. withholding tax at a rate of 30% unless the non-U.S. shareholder

is eligible for an exemption or reduced withholding rate under an applicable income tax treaty.

For a more detailed discussion regarding the internal restructuring and the application of section 7874, see

‘‘Taxation—United States Federal Income Tax Considerations—Tax Residence of BeyondSpring Inc. for United

States Federal Income Tax Purposes.’’
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SPECIAL NOTE REGARDING FORWARD-LOOKING STATEMENTS

This prospectus, including the sections titled ‘‘Prospectus Summary,’’ ‘‘Risk Factors,’’ ‘‘Management’s

Discussion and Analysis of Financial Condition and Results of Operations’’ and ‘‘Business,’’ contains

forward-looking statements that are based on our management’s belief and assumptions and on information

currently available to our management. Although we believe that the expectations reflected in these

forward-looking statements are reasonable, these statements relate to future events or our future financial

performance, and involve known and unknown risks, uncertainties and other factors that may cause our actual

results, levels of activity, performance or achievements to be materially different from any future results, levels of

activity, performance or achievements expressed or implied by these forward-looking statements.

Forward-looking statements in this prospectus include, but are not limited to, statements about:

• the initiation, timing, progress and results of our studies in animals and clinical trials, and our research

and development programs;

• our ability to advance our product candidates into, and successfully complete, clinical trials;

• our reliance on the success of our clinical-stage product candidates;

• the timing or likelihood of regulatory filings and approvals;

• the commercialization of our product candidates, if approved;

• our ability to develop sales and marketing capabilities;

• the pricing and reimbursement of our product candidates, if approved;

• the implementation of our business model, strategic plans for our business and technology;

• the scope of protection we are able to establish and maintain for intellectual property rights covering

our product candidates and technology;

• our ability to operate our business without infringing the intellectual property rights and proprietary

technology of third parties;

• costs associated with defending intellectual property infringement, product liability and other claims;

• regulatory development in the United States, China and other jurisdictions;

• estimates of our expenses, future revenues, capital requirements and our needs for additional financing;

• the potential benefits of strategic collaboration agreements and our ability to enter into strategic

arrangements;

• our ability to maintain and establish collaborations or obtain additional grant funding;

• the rate and degree of market acceptance of our product candidates;

• developments relating to our competitors and our industry, including competing therapies;

• our ability to effectively manage our anticipated growth;

• our ability to attract and retain qualified employees and key personnel;

• our expectations regarding the period during which we qualify as an emerging growth company under

the JOBS Act;

• statements regarding future revenue, hiring plans, expenses, capital expenditures, capital requirements

and share performance;

• our expected use of proceeds of this offering and the Concurrent Private Placement;

• the future trading price of our ordinary shares and impact of securities analysts’ reports on these prices;

and

• other risks and uncertainties, including those listed under the caption ‘‘Risk Factors.’’
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In some cases, you can identify forward-looking statements by terminology such as ‘‘may,’’ ‘‘will,’’

‘‘should,’’ ‘‘expects,’’ ‘‘intends,’’ ‘‘plans,’’ ‘‘anticipates,’’ ‘‘believes,’’ ‘‘estimates,’’ ‘‘predicts,’’ ‘‘potential,’’

‘‘continue’’ or the negative of these terms or other comparable terminology. These statements are only

predictions. You should not place undue reliance on forward-looking statements because they involve known and

unknown risks, uncertainties and other factors, which are, in some cases, beyond our control and which could

materially affect results. Factors that may cause actual results to differ materially from current expectations

include, among other things, those listed under ‘‘Risk Factors’’ and elsewhere in this prospectus. If one or more

of these risks or uncertainties occur, or if our underlying assumptions prove to be incorrect, actual events or

results may vary significantly from those implied or projected by the forward-looking statements. No

forward-looking statement is a guarantee of future performance. You should read this prospectus and the

documents that we reference in this prospectus and have filed with the SEC as exhibits to the registration

statement, of which this prospectus is a part, completely and with the understanding that our actual future results

may be materially different from any future results expressed or implied by these forward-looking statements.

The forward-looking statements in this prospectus represent our views as of the date of this prospectus. We

anticipate that subsequent events and developments will cause our views to change. However, while we may

elect to update these forward-looking statements at some point in the future, we have no current intention of

doing so except to the extent required by applicable law. You should therefore not rely on these forward-looking

statements as representing our views as of any date subsequent to the date of this prospectus.

This prospectus contains market data and industry forecasts that were obtained from industry publications.

These data involve a number of assumptions and limitations, and you are cautioned not to give undue weight to

such estimates. While we believe the market position, market opportunity and market size information included

in this prospectus is generally reliable, such information is inherently imprecise.
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TRADEMARKS, SERVICE MARKS AND TRADENAMES

This prospectus contains trademarks, service marks and trade names of others, which are the property of

their respective owners. Solely for convenience, the trademarks, service marks, logos and trade names referred to

in this prospectus are included without the � and � symbols. All trademarks, service marks and trade names

appearing in this prospectus are, to our knowledge, the property of their respective owners. We do not intend our

use or display of other companies’ trademarks, service marks, copyrights or trade names to imply a relationship

with, or endorsement or sponsorship of us by, any other companies or third parties.
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USE OF PROCEEDS

We estimate that we will receive net proceeds from this offering of approximately $6.3 million, or

$7.7 million if the underwriter exercises in full its option to purchase additional ordinary shares, based on an

assumed price to the public in this offering of $21.00, the midpoint of the price range set forth on the cover page

of this prospectus, after deducting underwriting discounts and commissions and estimated offering expenses. In

addition, we anticipate that we will receive net proceeds of $47.1 million from the sale of additional ordinary

shares in the Concurrent Private Placement.

We currently intend to use the net proceeds we receive from this offering and the Concurrent Private

Placement for general corporate purposes, including:

• between $20,000,000 and $23,000,000 to conduct a Phase 2/3 clinical trial of Plinabulin in combination

with docetaxel for the reduction of docetaxel chemotherapy-induced severe neutropenia and a Phase 2/3

clinical trial of Plinabulin in combination with other chemotherapeutic agents for the prevention of

non-docetaxel chemotherapy-induced severe neutropenia;

• between $5,000,000 and $7,000,000 to pay certain expenses in connection with a Phase 2 trial of

Plinabulin in combination with nivolumab for the treatment of NSCLC;

• between $1,000,000 and $1,500,000 to fund our collaboration with the Fred Hutchinson Center and The

University of Washington;

• between $1,000,000 and $1,500,000 to conduct preclinical studies and early clinical studies of BPI-002,

BPI-003 and BPI-004 which we expect to be sufficient through the submission of INDs;

• between $500,000 and $750,000 to support investigational and clinical development of Plinabulin in

NSCLC patients with KRAS mutations, which we expect will allow us to cover the investigational and

clinical development cost with respect to a Phase 2 trial of Plinabulin in NSCLC patients with KRAS

mutations;

• between $500,000 and $750,000 to support investigational clinical research related to brain tumors;

• between $1,000,000 and $2,000,000 to pay the NDA cost for the NSCLC indication; and

• between $14,000,000 and $16,500,000 to pay salaries and consulting fees and to cover general and

administrative costs.

Pending such use of the net proceeds from this offering and the Concurrent Private Placement, we intend to

hold some amounts as cash and to invest the remaining net proceeds in a variety of capital preservation

investments, including short-term, investment-grade, interest-bearing instruments denominated in currencies and

with maturities that match our contracted expenditures and financial plans.

Our expected use of net proceeds from this offering and the Concurrent Private Placement represents our

current intentions based upon our present plans and business condition. The amounts and timing of our actual use

of net proceeds will vary depending on numerous factors, including our ability to obtain additional financing, the

relative success and cost of clinical and regulatory development programs and the amount and timing of product

revenue, if any. In addition, we might decide to postpone or not pursue certain activities if, among other factors,

the net proceeds from this offering and the Concurrent Private Placement and our other sources of cash are less

than expected. In that case, we would expect to focus on the development of Plinabulin for neutropenia and

cancer indications. Our management will have broad discretion in the application of the net proceeds, and

investors will be relying on our judgment regarding the application of the net proceeds.

A $1.00 increase (decrease) in the assumed price to the public of $21.00 would increase (decrease) the net

proceeds that we receive from the offering by approximately $0.4 million, assuming that the number of ordinary

shares offered, as set forth on the cover page of this prospectus, remains the same and after deducting

underwriting discounts and commissions and estimated offering expenses. Similarly, each increase (decrease) of

100,000 shares in the number of ordinary shares offered by us would increase (decrease) the net proceeds to us

from this offering by approximately $2.0 million, assuming that the assumed price to the public remains the

same, and after deducting the underwriting discounts and commissions and estimated offering expenses.
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DIVIDEND POLICY

We have never declared or paid cash dividends to our shareholders, and we do not intend to pay cash

dividends in the foreseeable future. We intend to reinvest any earnings in developing and expanding our business.

Any future determination relating to our dividend policy will be at the discretion of our board of directors and

will depend on a number of factors, including future earnings, our financial condition, operating results,

contractual restrictions, capital requirements, business prospects, our strategic goals and plans to expand our

business, applicable law and other factors that our board of directors may deem relevant.

See ‘‘Risk Factors—Risks Related to Our Ordinary Shares and This Offering—Because we do not expect to

pay dividends in the foreseeable future, you must rely on price appreciation of the ordinary shares for return on

your investment’’ and ‘‘Description of Share Capital—Dividends.’’

We are a holding company incorporated in the Cayman Islands. We will rely to some extent on dividends

from our U.S., Australia and PRC subsidiaries for payment of any dividends to our shareholders. PRC

regulations may restrict the ability of our PRC subsidiaries to make such dividend payments to us. See ‘‘Risk

Factors—Risks Related to Our Doing Business in China—In the future, we may rely to some extent on dividends

and other distributions on equity from our principal operating subsidiaries to fund offshore cash and financing

requirements’’ and ‘‘Business—Government Regulation—Chinese Regulation—Regulations of Dividend

Distribution.’’
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CAPITALIZATION

The following table presents our cash and capitalization as of September 30, 2016:

• on an actual basis;

• on a pro forma basis, to give effect to the issuance to Nereus Trust of 2,112,963 ordinary shares

immediately prior to the consummation of this offering (see ‘‘Certain Relationships and Related Party

Transactions—Agreements with our Shareholders’’); and

• on a pro forma as-adjusted basis, to give effect and the issuance of 476,191 ordinary shares in this

offering and the issuance of 2,409,524 ordinary shares in the Concurrent Private Placement, each at an

assumed price to the public of $21.00 per share, the midpoint of the price range set forth on the cover

page of this prospectus after deducting underwriting discounts and commissions and estimated offering

expenses.

This table should be read in conjunction with ‘‘Management’s Discussion and Analysis of Financial

Condition and Results of Operations’’ and our consolidated financial statements and related notes included

elsewhere in this prospectus.

As of September 30, 2016

Actual Pro Forma Pro Forma, As Adjusted

(unaudited)

(in thousands of U.S. Dollars (‘‘$’’),
except share amounts)

Cash . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . $ 17,329 $ 17,329 $ 70,673

(Deficit) equity:

Ordinary shares ($0.0001 par value; 500,000,000 shares

authorized, 16,879,628 shares issued and outstanding (actual),

500,000,000 shares authorized, 18,992,591 shares issued and

outstanding (pro forma), 500,000,000 shares authorized,

21,878,306 shares issued and outstanding (pro forma, as

adjusted)) . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 2 2 2

Additional paid-in capital . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 44,369 88,741 142,085

Accumulated deficit . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . (28,593) (72,965) (72,965)

Accumulated other comprehensive loss . . . . . . . . . . . . . . . . . . . . . (67) (67) (67)

Noncontrolling interests . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 314 314 314

Total equity . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 16,025 16,025 69,369

Total capitalization . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 16,025 16,025 69,369

The information above is illustrative only and our capitalization following the completion of this offering

and the Concurrent Private Placement will be adjusted based on the actual initial public offering price and other

terms of this offering determined at pricing.

A $1.00 increase (decrease) in the assumed initial public offering price of $21.00 per ordinary share, the

midpoint of the estimated price range shown on the cover page of this prospectus, would increase (decrease) the

amount of cash and cash equivalents, additional paid-in capital, total (deficit) equity and total capitalization on a

pro forma as adjusted basis by approximately $0.4 million, assuming the number of ordinary shares offered by

us, as set forth on the cover page of this prospectus, remains the same and after deducting underwriting discounts

and commissions and estimated offering expenses payable by us. Similarly, each increase (decrease) of 100,000

ordinary shares offered by us would increase (decrease) cash and cash equivalents, total (deficit) equity and total

capitalization on a pro forma as adjusted basis by approximately $2.0 million, assuming the assumed initial

public offering price remains the same, and after deducting underwriting discounts and commissions and

estimated offering expenses payable by us.
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DILUTION

If you invest in the ordinary shares in this offering, your interest will be diluted to the extent of the

difference between the initial public offering price per ordinary share and the pro forma as adjusted net tangible

book value per ordinary share immediately after this offering. Dilution results from the fact that the initial public

offering price per ordinary share is substantially in excess of the book value per ordinary share attributable to the

existing shareholders for our presently outstanding ordinary shares.

As of September 30, 2016, our net tangible book value was approximately $16 million, or $0.95 per

ordinary share. Our net tangible book value represents our total tangible assets less our total liabilities. Our net

tangible book value per ordinary share is our net tangible book value divided by the number of ordinary shares

outstanding as of September 30, 2016.

As of September 30, 2016, our pro forma net tangible book value was approximately $16 million, or

$0.84 per ordinary share. Our pro forma net tangible book value per ordinary share is our net tangible book

value divided by the number of ordinary shares outstanding as of September 30, 2016, after giving effect to the

issuance to Nereus Trust of a number of ordinary shares representing 10% of our fully-diluted equity

capitalization immediately prior to the consummation of this offering (see ‘‘Certain Relationships and Related

Party Transactions—Agreements with our Shareholders’’).

After giving effect to (a) the pro forma adjustment described above and (b) our issuance and sale of

476,191 ordinary shares in this offering and our issuance and sale of 2,409,524 ordinary shares in the Concurrent

Private Placement at an assumed initial public offering price of $21.00 per ordinary share, the midpoint of the

estimated initial public offering price range set forth on the cover page of this prospectus, after deducting

underwriting discounts and commissions and estimated offering expenses payable by us, our pro forma as

adjusted net tangible book value as of September 30, 2016 would have been approximately $69.4 million, or

$3.17 per ordinary share. This amount represents an immediate increase in pro forma net tangible book value of

$2.33 per ordinary share to the existing shareholders and an immediate dilution in net tangible book value of

$17.83 per ordinary share to investors purchasing ordinary shares in this offering. We determined dilution by

subtracting the pro forma as adjusted net tangible book value per ordinary share after this offering and the

Concurrent Private Placement from the assumed initial public offering price per ordinary share. The following

table illustrates such dilution:

Assumed initial public offering price per share . . . . . . . . . . . . . . . . . . . . . . . . . . . . . $21.00
Historical net tangible book value per share as of September 30, 2016. . . . . . . . $ 0.95
Pro forma decrease in net tangible book value per share . . . . . . . . . . . . . . . . . . . (0.11)

Pro forma net tangible book value per share as of September 30, 2016 . . . . . . . $ 0.84
Increase in pro forma net tangible book value per share attributable to new

investors purchasing shares in this offering . . . . . . . . . . . . . . . . . . . . . . . . . . . . 0.38
Increase in pro forma net tangible book value per share attributable to the

investors purchasing shares in the Concurrent Private Placement. . . . . . . . . . . 1.95

Pro forma as adjusted net tangible book value per share after giving effect to this

offering and the Concurrent Private Placement . . . . . . . . . . . . . . . . . . . . . . . . . . . $ 3.17

Dilution in pro forma as adjusted net tangible book value per share to new

investors purchasing shares in this offering . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . $17.83

A $1.00 increase (decrease) in the assumed initial public offering price of $21.00 per ordinary share would

increase (decrease) the dilution to new investors by $0.88 per ordinary share, assuming the number of ordinary

shares offered by us, as set forth on the cover page of this prospectus, remains the same but adjusting the

number of shares sold by us in the Concurrent Private Placement in accordance with the terms thereof, and after

deducting underwriting discounts and commissions and estimated expenses payable by us. Similarly, each

increase (decrease) of 100,000 ordinary shares offered by us would decrease (increase) the dilution to new

investors by $0.07 per ordinary share, assuming the assumed initial public offering price remains the same and

after deducting underwriting discounts and commissions and estimated expenses payable by us.
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If the underwriter exercises its option to purchase additional ordinary shares in full, the pro forma as

adjusted net tangible book value would be $3.22 per ordinary share, and the dilution in pro forma as adjusted net

tangible book value to investors in this offering would be $17.78 per ordinary share, after deducting the

estimated underwriting discounts and commissions and estimated offering expenses payable by us.

The following table summarizes, on a pro forma as adjusted basis as of September 30, 2016, the differences

between existing shareholders (including Nereus Trust), the investors in the Concurrent Private Placement and

new investors with respect to the number of ordinary shares purchased from us, the total consideration paid and

the average price per ordinary share paid before deducting underwriting discounts and commissions and

estimated offering expenses payable by us, at an assumed initial public offering price of $21.00 per ordinary

share, the midpoint of the price range set forth on the cover of this prospectus. The total number of ordinary

shares does not include ordinary shares issuable upon the exercise of the option to purchase additional ordinary

shares granted to the underwriter.

Ordinary Shares
Purchased Total Consideration

Average
Price per
Ordinary

ShareNumber Percent Amount Percent

Existing shareholders . . . . . . . . . . . . . . . . . . . . . 18,992,591 87% $ 88,743,434 59% $ 4.67
Investors purchasing shares in the Concurrent

Private Placement . . . . . . . . . . . . . . . . . . . . . . 2,409,524 11% $ 50,600,004 34% $21.00
New investors purchasing shares in this

offering . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 476,191 2% $ 10,000,011 7% $21.00
Total . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 21,878,306 100% $149,343,449 100% $ 6.83

The pro forma as adjusted information discussed above is illustrative only. Our net tangible book value

following the closing of this offering and the Concurrent Private Placement is subject to adjustment based on the

actual initial public offering price of the ordinary shares and other terms of this offering determined at pricing.

The above discussion and tables are based on 16,879,628 ordinary shares issued and outstanding as of

September 30, 2016, which excludes 2,137,037 ordinary shares reserved for future issuance under our 2017

Incentive Plan.

To the extent that any equity awards are granted under our 2017 Incentive Plan in the future, you will

experience further dilution. In addition, we may choose to raise additional capital due to market conditions or

strategic considerations even if we believe we have sufficient funds for our current or future operating plans. To

the extent that additional capital is raised through the sale of equity or convertible debt securities, the issuance of

these securities may result in further dilution to our shareholders.
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SELECTED FINANCIAL DATA

The following selected consolidated financial data for the nine months ended September 30, 2015 and 2016

and as of September 30, 2016 are derived from our unaudited consolidated financial statements included

elsewhere in this prospectus. The following selected consolidated financial data for the years ended

December 31, 2014 and 2015 are derived from our audited consolidated financial statements included elsewhere

in this prospectus. You should read this data together with our audited consolidated financial statements and

related notes included elsewhere in this prospectus and the information under the caption ‘‘Management’s

Discussion and Analysis of Financial Condition and Results of Operations.’’ Our historical results are not

necessarily indicative of our future result. Our consolidated financial statements have been prepared in

accordance with U.S. GAAP.

Years ended
December 31,

Nine months ended
September 30 (Unaudited)

2014 2015 2015 2016

(in thousands of U.S. Dollars (‘‘$’’),
except share and per share data)

Consolidated statements of comprehensive loss

data:

Revenue . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . — — — —

Operating expenses

Research and development . . . . . . . . . . . . . . . . . . . (1,876) (6,282) (4,547) (7,414)

General and administrative . . . . . . . . . . . . . . . . . . . (233) (1,193) (863) (1,474)

Loss from operations . . . . . . . . . . . . . . . . . . . . . . . . . (2,109) (7,475) (5,410) (8,888)

Foreign exchange gain, net . . . . . . . . . . . . . . . . . . . 16 13 12 21

Interest income. . . . . . . . . . . . . . . . . . . . . . . . . . . . . 3 13 9 13

Interest expense . . . . . . . . . . . . . . . . . . . . . . . . . . . . (826) (532) (532) —

Loss on disposal of property and equipment . . . . . — (27) (27) —

Net loss on equity method investment . . . . . . . . . . (97) (44) (44) —

Net loss before income tax . . . . . . . . . . . . . . . . . . . . (3,013) (8,052) (5,992) (8,854)

Income tax benefit . . . . . . . . . . . . . . . . . . . . . . . . . . — — — —

Net loss . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . (3,013) (8,052) (5,992) (8,854)

Less: Net loss attributable to noncontrolling

interests. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . — (82) (37) (379)

Net loss attributable to BeyondSpring Inc. . . . . . . (3,013) (7,970) (5,955) (8,475)

Net loss per share – basic and diluted

Net loss attributable to BeyondSpring Inc.(1) . . . . . . . (0.22) (0.53) (0.40) (0.54)

Weighted average shares outstanding . . . . . . . . . . . . . 13,910,000 15,171,370 14,976,374 15,820,086

Other comprehensive loss

Foreign currency translation adjustment gain

(loss) . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 142 (21) 15 (29)

Total comprehensive loss. . . . . . . . . . . . . . . . . . . . . . (2,871) (8,073) (5,977) (8,883)

Less: Comprehensive loss attributable to

noncontrolling interests . . . . . . . . . . . . . . . . . . . . — (92) (32) (394)

Comprehensive loss attributable to BeyondSpring

Inc. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . (2,871) (7,981) (5,945) (8,489)

(1) See Note 8 to our audited consolidated financial statements and Note 9 to our unaudited interim consolidated financial statements

appearing elsewhere in this prospectus for a description of the method used to calculate basic and diluted net loss per ordinary share.
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Historical

As of December 31,
As of September 30

(Unaudited)

2014 2015 2016

(in thousands of U.S. Dollars (‘‘$’’),
except share data)

Consolidated balance sheet data:

Assets

Current assets

Cash . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 392 10,821 17,329

Advances to suppliers . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 16 89 749

Amounts due from related parties . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 764 — —

Deferred IPO costs . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . — — 1,164

Other current assets, net of allowance for doubtful accounts of $4 and $0

at December 31, 2014 and 2015, and $0 at September 30, 2016,

respectively . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 2 26 53

Total current assets. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 1,174 10,936 19,295

Noncurrent assets

Property and equipment, net . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . — 34 109

Other noncurrent assets . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . — — 86

Total noncurrent assets. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . — 34 195

Total assets . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 1,174 10,970 19,490

Liabilities

Current liabilities

Accounts payable . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 206 300 1,441

Amounts due to related parties . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 2,485 432 364

Government grants . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . — 309 300

Accrued expenses . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 48 210 1,268

Other current liabilities . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 2 61 92

Total current liabilities . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 2,741 1,312 3,465

Noncurrent liabilities

Amounts due to related parties . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 7,826 — —

Total noncurrent liabilities . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 7,826 — —

Total liabilities. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 10,567 1,312 3,465

(Deficit) equity

Ordinary shares ($0.0001 par value; 500,000,000 shares authorized as of

December 31, 2014 and 2015 and September 30, 2016; 13,910,000,

15,750,000 and 16,879,628 shares issued and outstanding as of

December 31, 2014 and 2015 and September 30, 2016, respectively) . . 1 2 2

Additional paid-in capital. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 2,796 29,119 44,369

Accumulated deficit . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . (12,148) (20,118) (28,593)

Accumulated other comprehensive loss . . . . . . . . . . . . . . . . . . . . . . . . . . . . (42) (53) (67)

Total BeyondSpring Inc.’s (deficit) equity . . . . . . . . . . . . . . . . . . . . . . . . . . . . (9,393) 8,950 15,711

Noncontrolling interests . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . — 708 314

Total (deficit) equity. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . (9,393) 9,658 16,025

Total liabilities and equity . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 1,174 10,970 19,490
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MANAGEMENT’S DISCUSSION AND ANALYSIS OF FINANCIAL CONDITION
AND RESULTS OF OPERATIONS

You should read the following discussion and analysis of our financial condition and results of operations

together with the section titled ‘‘Selected Financial Data’’ and the consolidated financial statements and related

notes included elsewhere in this prospectus. This discussion contains forward-looking statements based upon

current expectations that involve risks and uncertainties. Our actual results may differ materially from those

anticipated in these forward-looking statements as a result of various factors, including those discussed in the

section titled ‘‘Risk Factors’’ and in other parts of this prospectus. Our consolidated financial statements have

been prepared in accordance with U.S. GAAP. The functional currency of BeyondSpring Inc. is the U.S. dollar.

Overview

We are a global clinical stage biopharmaceutical company focused on the development of innovative cancer
therapies. We are advancing our lead asset, Plinabulin, into a Phase 2/3 clinical trial for the reduction of
docetaxel chemotherapy-induced severe, grade 4 neutropenia, a Phase 2/3 clinical trial for the prevention of
non-docetaxel chemotherapy-induced severe, grade 4 neutropenia, and a Phase 3 clinical trial as an anticancer
agent in combination with docetaxel in advanced NSCLC. Plinabulin has also entered the first of a number of
planned Phase 1/2 clinical trials to investigate its therapeutic potential in combination with the immuno-oncology
agent nivolumab. If our Phase 2/3 Plinabulin trials are successful, we intend to submit an NDA for a broad
indication of prevention of severe, grade 4 neutropenia induced by myelosuppressive chemotherapy.

Plinabulin is derived from a natural compound and has a number of biochemical activities providing

multiple potential therapeutic opportunities including targeting the collapse of tumor vascular cells. Studies in

animals provide indications that Plinabulin also has an immune mechanism of action, which primarily acts

through enhancing maturation of antigen presenting cells followed by activation and proliferation of tumor

antigen-specific CD4 T-cells, a white blood cell active in immune responses. We use a novel, highly scalable

business model integrating clinical resources in the United States and China that we believe could lead to

regulatory approval for NSCLC in a timely and cost-efficient manner. Our drug development capabilities are

empowered by strong interest from clinical investigators in the United States as well as by our understanding of

the pharmaceutical industry, clinical resources and regulatory system in China.

Our lead product candidate, Plinabulin, in combination with docetaxel, obtained encouraging results in the
Phase 2 portion of a Phase 1/2 clinical trial in advanced NSCLC both in the reduction of docetaxel-induced
severe neutropenia and as an anticancer agent in increasing overall survival in a subset of patients with
measurable lung lesions. Each of docetaxel-induced severe neutropenia and advanced NSCLC represents an
attractive market opportunity with a high unmet medical need. We believe that pursuing these prospects and
others provides us an opportunity to seek regulatory approval for Plinabulin in multiple indications. Where
applicable, such as in our Phase 3 clinical trial in combination with docetaxel in advanced NSCLC, we intend to
conduct a Phase 3 trial, enrolling patients from multiple clinical sites in the United States, China and Australia,
which has proven successful for some other biopharmaceutical companies. Where we employ this strategy we
believe we will be able to enroll patients more rapidly and advance our trials in a more cost effective manner
than if we conducted studies in the United States alone, due to both the large, centralized nature of Chinese
clinical centers and the lower per-patient cost associated with clinical trials in China. In addition, we believe the
expedited regulatory approval process in China would mitigate the risks of approval in China, a rapidly growing
market. As a result, we believe that this strategy provides an advantage in our Phase 3 trial for Plinabulin in
combination with docetaxel in the treatment of advanced NSCLC, which can serve as a template for our future
trials and as a new model for drug development efficiency that should lead to a sustainable advantage.

Since the inception of Wanchun Biotech, the former holding company of our U.S. subsidiary, in 2010, our
operations have focused on organizing and staffing our company, business planning, raising capital, establishing
our intellectual property portfolio and conducting studies in animals and clinical trials. We do not have any
product candidates approved for sale and have not generated any revenue from product sales. We have financed
operations through a combination of equity financings and loans from related and third parties, which have been
either assumed by Wanchun Biotech as part of our internal restructuring, converted into an equity investment, or
repaid by us. In 2015, we successfully completed a round of ordinary shares financing, in which we received
proceeds of $16 million from a consortium of institutional investors from China including Hover Dragon
Investments and Sangel Venture Capital. In addition, we were also awarded the prestigious drug innovation
award from the Chinese government. In September 2016, we completed another round of ordinary shares
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financing of $15.25 million, and the investors included Epiphron Capital Fund I, L.P., Broad Resources Value

and Growth, Suzhou Broad Resources Ling Long Private Equity (Limited Partnership), Beijing Huarong Sangel

Venture Capital (Limited Partnership) and certain individual investors, including the President of a Fosun

subsidiary. The proceeds of these equity financings, together with cash on hand, are intended to advance a

Phase 3 trial of Plinabulin in combination with docetaxel in advanced NSCLC, and a Plinabulin and nivolumab

combination Phase 1/2 trial. At September 30, 2016, we had cash of $17.3 million and at December 31, 2015,

we had cash of $10.8 million. Based upon our current operating plan, and assuming successful completion of this

offering, we believe we have sufficient cash to meet our projected operating requirements for at least the next

14 months. See ‘‘—Liquidity and Capital Resources.’’

Since inception we have incurred operating losses. Our net losses were $8.9 million and $6.0 million for the

nine months ended September 30, 2016 and 2015, respectively. As of September 30, 2016, we had an

accumulated deficit of $28.6 million. Our net losses were $8.0 million and $3.0 million for the years ended

December 31, 2015 and 2014, respectively. As of December 31, 2015, we had an accumulated deficit of

$20.1 million. Substantially all of our losses have resulted from funding our research and development programs

and general and administrative costs associated with our operations. We expect to continue to incur significant

expenses and operating losses for the foreseeable future. We anticipate that our expenses will increase

significantly in connection with our ongoing activities, as we:

• continue preclinical studies and clinical development of our programs;

• hire additional research, development and business personnel;

• maintain, expand and protect our intellectual property portfolio;

• launch and commercialize our drug products;

• fund the discovery of new product candidates; and

• incur additional costs associated with operating as a public company upon completion of this offering.

Components of Results of Operations

Revenue

To date, we have not generated any revenue from product sales and do not expect to generate any revenue

from the sale of products in the foreseeable future. In the future, we may generate revenue from a combination

of product sales, reimbursements, up-front payments, milestone payments and royalties in connection with future

collaborations. If we fail to complete the development of our product candidates in a timely manner or fail to

obtain their regulatory approval, we will not generate revenue in the future.

Expenses

Research and Development Expenses

The largest component of our total operating expenses has historically been our investment in research and

development activities. Research and development expenses consist of costs associated with our research and

development activities, conducting studies in animals and clinical trials of Plinabulin and activities related to

regulatory filings, including:

• employee-related expenses, including salaries, benefits and travel expense for research and development

personnel;

• expenses incurred under agreements with CROs, contract manufacturing organizations, and consultants

that conduct and support clinical trials and studies in animals;

• costs associated with preclinical studies and development activities;

• costs associated with regulatory operations;

• costs associated with acquiring intellectual property; and

• other expenses, which include direct and allocated expenses for rent, insurance and other supplies used

in research and development activities.
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Our current research and development activities mainly relate to the clinical development of the following

programs:

• a Phase 2/3 clinical trial for Plinabulin to reduce severe neutropenia induced by docetaxel

chemotherapy;

• a Phase 2/3 clinical trial for Plinabulin in combination with other chemotherapeutic agents to prevent

severe neutropenia induced by non-docetaxel chemotherapy;

• a Phase 3 clinical trial of Plinabulin in combination with docetaxel for second and third line treatments

of advanced NSCLC; and

• a Phase 1/2 clinical trial of Plinabulin in combination with nivolumab for second and third line

treatments of advanced NSCLC.

We expense research and development costs when we incur them. We record costs for some development

activities, such as clinical trials, based on an evaluation of the progress to completion of specific tasks using data

such as subject enrollment, clinical site activations or information our vendors provide to us.

Research and development activities are central to our business model. Product candidates in later stages of

clinical development generally have higher development costs than those in earlier stages of clinical

development, primarily due to the increased size and duration of later-stage clinical trials. We expect our research

and development expenses to increase significantly over the next several years as we (i) increase personnel costs,

including equity-based compensation, (ii) conduct a Phase 2/3 trial of Plinabulin in combination with docetaxel

for the reduction of severe neutropenia induced by docetaxel chemotherapy and commence a Phase 2/3 trial of

Plinabulin in combination with other chemotherapeutic agents for the prevention of severe neutropenia induced

by non-docetaxel chemotherapy, (iii) continue current Phase 3 clinical trial of Plinabulin in combination with

docetaxel as a direct anticancer agent in advanced NSCLC, (iv) continue a Phase 1/2 clinical trial of Plinabulin

as a direct anticancer agent in advanced NSCLC when combined with nivolumab and conduct other clinical trials

and (v) prepare regulatory filings for our product candidates. There are numerous factors associated with the

successful commercialization of any of our product candidates, including future trial design and various

regulatory requirements, many of which cannot be determined with accuracy at this time based on our stage of

development. Additionally, future commercial and regulatory factors beyond our control will impact our clinical

development programs and plans.

The successful development of our product candidates is highly uncertain. Due to the inherently

unpredictable nature of preclinical studies and clinical development and commercialization of drug products, we

cannot reasonably estimate or know the nature, timing and costs of the efforts that will be necessary to complete

the remainder of the development of, or when, if ever, material net cash inflows may commence from, any of

our other product candidates. This unpredictability is due to the numerous risks and uncertainties associated with

the duration and cost of clinical trials and commercialization of drug products, which vary significantly over the

life of a project as a result of many factors, including:

• the number of clinical sites included in the trials;

• the design of the trial and changes to the design of the trial;

• establishing an appropriate safety profile;

• the length of time required to enroll suitable patients;

• the number of patients that ultimately participate in the trials;

• the number of doses patients receive;

• the duration of patient follow-up;

• the results of our clinical trials;

• making arrangements with third-party manufacturers;

• receipt of marketing approvals from applicable regulatory authorities;

• commercializing the product candidates, if and when approved, whether alone or in collaboration with

others;
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• obtaining and maintaining patent and trade secret protection and regulatory exclusivity for our product

candidates;

• continued acceptable safety profiles of the products following approval; and

• retention of key research and development personnel.

A change in the outcome of any of these variables with respect to the development of any of our product

candidates would significantly change the costs, timing and viability associated with the development of that

product candidate.

General and Administrative Expenses

General and administrative expenses consist primarily of personnel costs, including executive, finance and

human resource functions. Other general and administrative expenses include professional fees for legal,

consulting, auditing and tax services as well as other direct expenses for rent, insurance and other supplies used

in general and administrative activities. We anticipate that our general and administrative expenses will increase

in future periods to support increases in our research and development activities, including the continuation of

the clinical trials of Plinabulin for all three current indications and the initiation of our clinical trials for our other

product candidates. These increases will likely include increased headcount, expanded infrastructure and

increased costs for insurance. We also anticipate increased legal, compliance, accounting and investor and public

relations expenses associated with being a public company.

Other Income (Expenses)

Other income consists primarily of foreign exchange gain and interest income earned on our cash. We

expect interest income to increase following this offering and the Concurrent Private Placement as we invest the

net proceeds from this offering and the Concurrent Private Placement pending their use in operations. We plan to

invest the net proceeds from this offering and the Concurrent Private Placement in high quality fixed income

securities denominated in the currencies and with maturities that match our contracted expenditures and financial

plans.

Other expenses consist primarily of loss from property and equipment disposals and imputed interest

expense. Interest expense consists primarily of imputed interest related to certain loan agreements made with

both related and third parties. We do not anticipate further losses from property and equipment disposition nor

further interest expense. Our business model is to hire quality professional organizations to provide services for

us and to closely monitor the performance of such organizations. For example, we have contracted with ICON

Plc to be a CRO for our NSCLC Phase 3 clinical trial. As such, we do not plan to own significant property and

equipment assets. Additionally, our prior debt obligations were assumed by Wanchun Biotech as part of our

internal restructuring, converted into an equity investment, or repaid. We have no plans to enter into additional

debt financing.

Results of Operations

Comparison of Nine Months Ended September 30, 2016 and 2015

The following table summarizes the results of our operations for the nine months ended September 30, 2016

and 2015, respectively, together with the changes in those items in dollars:

Nine Months Ended
September 30 (Unaudited),

2016 2015 Change

(in thousands of U.S. Dollars (‘‘$’’))

Revenue . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . — — —
Operating expenses

Research and development . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . (7,414) (4,547) (2,867)
General and administrative . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . (1,474) (863) (611)

Loss from operations. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . (8,888) (5,410) (3,478)
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Nine Months Ended
September 30 (Unaudited),

2016 2015 Change

(in thousands of U.S. Dollars (‘‘$’’))

Other (expense) income
Foreign exchange gain, net . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 21 12 9
Interest income . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 13 9 4
Interest expense . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . — (532) 532
Loss on disposal of property and equipment . . . . . . . . . . . . . . . . . . . . . . — (27) 27
Net loss on equity method investment . . . . . . . . . . . . . . . . . . . . . . . . . . . — (44) 44

Total other income (expense) . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 34 (582) 616

Net loss before income tax . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . (8,854) (5,992) (2,862)
Income tax benefit . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . — — —
Net loss . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . (8,854) (5,992) (2,862)

Comparison of Years Ended December 31, 2015 and 2014

The following table summarizes the results of our operations for the years ended December 31, 2015 and

2014, respectively, together with the changes in those items in dollars:

Years Ended
December 31,

2015 2014 Change

(in thousands of U.S. Dollars (‘‘$’’))

Revenue . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . — — —

Operating expenses

Research and development . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . (6,282) (1,876) (4,406)

General and administrative . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . (1,193) (233) (960)

Loss from operations. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . (7,475) (2,109) (5,366)

Other (expense) income

Foreign exchange gain, net . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 13 16 (3)

Interest income . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 13 3 10

Interest expense . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . (532) (826) 294

Loss on disposal of property and equipment . . . . . . . . . . . . . . . . . . . . . . (27) — (27)

Net loss on equity method investment . . . . . . . . . . . . . . . . . . . . . . . . . . . (44) (97) 53

Total other expense . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . (577) (904) 327

Net loss before income tax . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . (8,052) (3,013) (5,039)

Income tax benefit . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . — — —

Net loss . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . (8,052) (3,013) (5,039)

Research and Development

Research and development expenses increased by $2.9 million to $7.4 million for the nine months ended

September 30, 2016 from $4.5 million for the nine months ended September 30, 2015, and increased by

$4.4 million to $6.3 million for the year ended December 31, 2015 from $1.9 million for the year ended

December 31, 2014. The increase in research and development expense was primarily attributable to:

• review and analysis of the Phase 2 portion of the Phase 1/2 clinical trial of Plinabulin and preparation

of our Phase 3 clinical trial of Plinabulin with docetaxel in second line and third line treatments of

advanced NSCLC;

• initiation of our Phase 3 clinical trial of Plinabulin with docetaxel in second and third line treatments of

advanced NSCLC;

• preparation for a Phase 2/3 clinical trial of Plinabulin for the reduction of severe neutropenia induced

by docetaxel chemotherapy;

79



• preparation for a Phase 2/3 clinical trial for Plinabulin in combination with other chemotherapeutic

agents to prevent severe neutropenia induced by non-docetaxel chemotherapy;

• preparation for a Phase 1/2 clinical trial of Plinabulin and nivolumab in second and third line

treatments of advanced NSCLC;

• purchase of intellectual property;

• costs related to the manufacturing of Plinabulin;

• studies in animals regarding Plinabulin’s mechanism of action; and

• long-term toxicity studies.

General and Administrative Expense

General and administrative expenses increased by $0.6 million to $1.5 million for the nine months ended

September 30, 2016 from $0.9 million for the nine months ended September 30, 2015. The increase was

primarily attributable to increased consulting service fee and salaries and welfares. The general and

administrative expenses increased by $1.0 million to $1.2 million for the year ended December 31, 2015 from

$0.2 million for the year ended December 31, 2014. The increase was primarily attributable to increased legal

and auditing fees.

Other (Expense) Income

Other expense decreased by $0.6 million to $0.03 million other income for the nine months ended

September 30, 2016 from $0.6 million other expense for the nine months ended September 30, 2015. The

decrease was primarily attributable to elimination of interest expense. Other expense decreased by $0.3 million to

$0.6 million for the year ended December 31, 2015 from $0.9 million for the year ended December 31, 2014.

The decrease was primarily attributable to a $0.3 million decrease in imputed interest, predominantly due to

repayment of our outstanding indebtedness.

Liquidity and Capital Resources

Since inception, we have incurred net losses and negative cash flows from our operations. Substantially all

of our losses have resulted from funding our research and development programs and general and administrative

costs associated with our operations. We incurred consolidated net losses of $8.9 million and $6.0 million for the

nine months ended September 30, 2016 and 2015, respectively. As of September 30, 2016, we had an

accumulated deficit of $28.6 million. We incurred consolidated net losses of $8.0 million and $3.0 million for the

years ended December 31, 2015 and 2014, respectively. As of December 31, 2015, we had an accumulated

deficit of $20.1 million. Our primary use of cash is to fund research and development costs. Our operating

activities used $8.5 million and $4.5 million of cash during the nine months ended September 30, 2016 and

2015, and used $6.6 million and $1.1 million of cash during the years ended December 2015 and 2014,

respectively. Historically, we have financed our operations principally through proceeds from private placements

of ordinary shares and loans from related and third parties.

Cash Flows

The following table provides information regarding our cash flows for the nine months ended September 30,

2016 and 2015 and the years ended December 31, 2015 and 2014:

Nine Months Ended
September 30 (Unaudited),

Year Ended
December 31,

2016 2015 2015 2014

(in thousands of U.S. Dollars (‘‘$’’))

Net cash used in operating activities . . . . . . . . . . . . . . . . . . (8,468) (4,476) (6,570) (1,146)

Net cash provided by/(used in) investing activities . . . . . . . (89) 382 355 (960)

Net cash provided by financing activities . . . . . . . . . . . . . . 15,103 16,670 16,670 2,498

Net effect of foreign exchange rate changes . . . . . . . . . . . . (38) 22 (26) (8)

Net increase in cash and cash equivalents . . . . . . . . . . . . . . 6,508 12,598 10,429 384
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In September 2016, we completed the sale of 1,129,628 ordinary shares to investors for an aggregate gross

proceed of $15.25 million.

Net Cash Used in Operating Activities

The cash used in operating activities for the nine months ended September 30, 2016 and 2015 resulted

primarily from our net losses of $8.9 million and $6.0 million, respectively, adjusted for non-cash charges and

changes in components of working capital. The cash used in operating activities for the years ended

December 31, 2015 and 2014 resulted primarily from our net losses of $8.0 million and $3.0 million,

respectively, adjusted for non-cash charges and changes in components of working capital. Net cash used in

operating activities was $8.5 million for the nine months ended September 30, 2016, compared to $4.5 million

for the nine months ended September 30, 2015. The increase in cash used in operating activities was primarily

due to a $2.9 million increase in research and development and a $0.6 million increase in general and

administrative expenses. Net cash used in operating activities was $6.6 million for the year ended December 31,

2015, compared to $1.1 million for the year ended December 31, 2014. The increase in cash used in operating

activities was primarily due to a $4.4 million increase in research and development and a $1 million increase in

general and administrative expenses.

The primary use of our cash in the periods presented was to fund the development of our research and

development, regulatory and other clinical trial costs, and related supporting administration. Our advances to

suppliers and other current assets, accounts payable and accrued expense balances in all periods presented were

affected by the timing of vendor invoicing and payments.

Net Cash Provided by/(Used in) Investing Activities

Net cash used in investing activities for the nine months ended September 30, 2016 was $0.09 million and

net cash provided by investing activities for the nine months ended September 30, 2015 was $0.4 million. Net

cash provided by investing activities for the year ended December 31, 2015 was $0.4 million and net cash used

in investing activities for the year ended December 31, 2014 was $1 million. Refer to Notes 1 and 4 of our

consolidated financial statements as of and for the years ended December 31, 2014 and 2015 included elsewhere

in this prospectus regarding the internal restructuring consummated on July 20, 2015.

Net Cash Provided by Financing Activities

Net cash provided by financing activities for the nine months ended September 30, 2016 was $15.1 million

and net cash provided by financing activities for the nine months ended September 30, 2015 was $16.7 million.

Net cash provided by financing activities for the year ended December 31, 2015 was $16.7 million compared to

$2.5 million for the year ended December 31, 2014. Net cash provided by financing activities for the nine

months ended September 30, 2016 was primarily related to our issuance of $15.25 million of ordinary shares to

certain investors in September 2016, and the increase in cash provided by financing activities during 2015

compared with 2014 was primarily due to our issuance of $16 million of ordinary shares to certain investors in

April 2015.

Our liquidity is affected by financing activities, our clinical trials, research and development and general and

administrative expenses. With the proceeds of the second round of ordinary shares financing, we believe we will

have sufficient liquidity to fully fund projected expense for our Phase 3 clinical trial of Plinabulin with docetaxel

in second line and third line treatments of advanced NSCLC and the investigator-sponsored Phase 1/2 clinical

trial of Plinabulin and nivolumab in second and third line treatments of advanced NSCLC. We expect our cash

on hand, without giving effect to this offering and the Concurrent Private Placement, to provide sufficient

liquidity through the end of 2017.

Operating Capital Requirements

We do not expect to generate significant revenue from product sales unless and until we obtain regulatory

approval of and commercialize any of our current drug products. We anticipate that we will continue to generate

losses for the foreseeable future, and we expect the losses to increase as we continue the development of, and

seek regulatory approvals for, our current drug products and begin to commercialize any approved products.

Upon the closing of this offering, we expect to incur additional costs associated with operating as a public
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company. In addition, subject to obtaining regulatory approval of any of our product candidates, we expect to

incur significant commercialization expenses for product sales, marketing and manufacturing. Accordingly, we

anticipate that we will need substantial additional funding in connection with our future operations.

Based on our current operating plan, we expect that our existing cash of $17.3 million as of September 30,

2016, will enable us to fund our operating expenses and capital expenditure requirements through the end of

2017. During that time, we expect that our expenses will increase substantially as we continue to fund clinical

development of our current drug products, new and ongoing research and development activities and working

capital and other general corporate purposes. We have based our estimates on assumptions that may prove to be

wrong, and we may use our available capital resources sooner than we currently expect. Because of the

numerous risks and uncertainties associated with the development and commercialization of our product

candidates, we are unable to estimate the amounts of increased capital outlays and operating expenditures

necessary to complete the development and commercialization of our product candidates.

Our future capital requirements will depend on many factors, including:

• the costs, timing and outcome of regulatory reviews and approvals;

• the ability of our product candidates to progress through clinical development successfully;

• the initiation, progress, timings, costs and results of studies in animals and clinical trials for our other

programs and potential product candidates;

• the number and characteristics of the product candidates we pursue;

• the costs of preparing, filing and prosecuting patent applications, maintaining and enforcing our

intellectual property rights and defending intellectual property-related claims;

• the extent to which we acquire or in-license other products and technologies;

• our ability to establish a partnership with other pharmaceutical companies for the licensing and

commercialization of our assets;

• our ability to maintain and establish collaboration arrangements on favorable terms, if at all; and

• our ability to establish and maintain arrangements with one or more global pharmaceutical companies

on favorable terms, if at all.

Until such time, if ever, as we can generate substantial product revenue, we expect to finance our cash

needs through a combination of equity offerings, debt financings, collaborations, strategic alliances, marketing or

distribution arrangements, licensing arrangements and government grants. To the extent that we raise additional

capital through the sale of equity or convertible debt securities, the ownership interest of our shareholders will be

diluted, and the terms of these securities may include liquidation or other preferences that adversely affect your

rights as an ordinary shareholder. Debt financing, if available, may involve agreements that include covenants

limiting or restricting our ability to take specific actions, such as incurring additional debt, making capital

expenditures or declaring dividends and may require the issuance of warrants, which could potentially dilute your

ownership interest. If we raise additional funds through collaborations, strategic alliances, marketing or

distribution arrangements or licensing arrangements with third parties, we may have to relinquish valuable rights

to our technologies, future revenue streams or research programs or to grant licenses on terms that may not be

favorable to us. If we are unable to raise additional funds through equity or debt financings when needed, we

may be required to delay, limit, reduce or terminate our product development or future commercialization efforts

or grant rights to develop and market products or product candidates that we would otherwise prefer to develop

and market ourselves.

Internal Control over Financial Reporting

In connection with the audit of our financial statements as of and for the years ended December 31, 2014

and 2015, we identified a material weakness in our internal control over financial reporting. The material

weakness related to having an insufficient number of financial reporting personnel with an appropriate level of

knowledge, experience and training in application of U.S. GAAP and SEC rules and regulations commensurate

with our reporting requirements.
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We have implemented and will continue to implement measures designed to improve our internal control

over financial reporting to remediate this material weakness, including the following:

• we have hired a new senior accountant as well as a new staff accountant in our accounting department

in the U.S., both of whom have sufficient experience in accounting and financial reporting matters;

• we are continuing to seek additional financial professionals with U.S. GAAP and SEC reporting

experience and increase the number of qualified financial reporting personnel;

• we are improving the capabilities of existing financial reporting personnel through training and

education in the accounting and reporting requirements under U.S. GAAP and SEC rules and

regulations;

• we are developing, communicating and implementing an accounting policy manual for our financial

reporting personnel for recurring transactions and period-end closing processes; and

• we are establishing effective monitoring and oversight controls for non-recurring and complex

transactions to ensure the accuracy and completeness of our consolidated financial statements and

related disclosures.

These additional resources and procedures are designed to enable us to broaden the scope and quality of our

internal review of underlying information related to financial reporting and to formalize and enhance our internal

control procedures. With the oversight of senior management and our board of directors, we have begun taking

steps and plan to take additional measures to remediate the underlying causes of the material weakness.

We, and our independent registered public accounting firm, were not required to perform an evaluation of

our internal control over financial reporting as of December 31, 2015, in accordance with the provisions of the

Sarbanes-Oxley Act. Accordingly, we cannot assure you that we have identified all, or that we will not in the

future have additional, material weaknesses. Material weaknesses may still exist when we report on the

effectiveness of our internal control over financial reporting as required by reporting requirements under

Section 404 after the completion of this offering.

Contractual Obligations and Commitments

Our principal commitments consist of obligations under our operating leases for equipment and office space.

The following table summarizes our significant contractual obligations as of payment due date by period at

December 31, 2015:

Payments Due by Period

Total
Less Than

1 Year 1-3 Years 3-5 Years
More Than

5 Years

(in thousands)

Operating lease commitments . . . . . . . . . . . . $124 $53 $71 — —

We have several operating leases, primarily for offices. Our principal executive offices are located in New

York, and we also have offices in Dalian, China. In May 2015, we began to lease offices in New York. From

October 2015 through February 2016, the rent was $4,385 per month. After that we leased additional office space

and the rent increased to $9,972 per month through April 30, 2018. Payments under operating leases are

expensed on a straight-line basis over the periods of the respective leases, and the terms of the leases do not

contain rent escalation, contingent rent, renewal or purchase options.

We leased offices in Dalian, China under multiple operating leases through August 31, 2016. In accordance

with our lease agreement with the Chinese government, rent for the office facilities in Dalian, China is free

during above leasing period. We lease offices in Dalian, China at $1,971 per month starting September 2016.

We also lease office space in San Diego at $2,359 per month through January 31, 2018. We lease all of our

facilities and believe our current facilities are sufficient to meet our needs.

We enter into agreements in the normal course of business with CROs and institutions to license intellectual

property. We have not included these future payments in the table of contractual obligations above since the

contracts are cancelable at any time by us with prior written notice.
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Off-Balance Sheet Arrangements

We did not have during the periods presented, and we do not currently have, any off-balance sheet

arrangements, as defined under SEC rules, such as relationships with unconsolidated entities or financial

partnerships, which are often referred to as structured finance or special purpose entities, established for the

purpose of facilitating financing transactions that are not required to be reflected on our consolidated balance

sheets.

Quantitative and Qualitative Disclosures about Market Risk

Interest and Credit Risk

We are not exposed to typical interest rate risk, which is the impact of interest rates on the cost of servicing

and repaying debt. Our exposure to interest rate risk arises through movements in regard to interest income we

earn on our deposits and the imputed interest on an interest-free loan from one of our co-founders. Such loan

was retired as part of our internal restructuring in 2015. We had cash in the amount of $17.3 million and

$10.8 million at September 30, 2016 and December 31, 2015, respectively. Our cash is held at financial

institutions that we believe to be of high credit quality. We have not experienced any losses on cash to date. We

do not believe that our cash has significant risk of default or illiquidity. While we believe our cash does not

contain excessive risk, future investments may be subject to adverse changes in market value.

Foreign Currency Exchange Rate Risk

We are exposed to foreign exchange risk arising from various currency exposures. Our functional currency

is primarily U.S. dollars, but a portion of our operating transactions and assets and liabilities are in other

currencies, such as RMB. We do not believe that we currently have any significant direct foreign exchange risk

and have not used any derivative financial instruments to hedge exposure to such risk.

RMB is not freely convertible into foreign currencies for capital account transactions. The value of RMB

against the U.S. dollar and other currencies is affected by, among other things, changes in China’s political and

economic conditions and China’s foreign exchange prices. From July 21, 2005, the RMB is permitted to fluctuate

within a narrow and managed band against a basket of certain foreign currencies. There was depreciation of

RMB against U.S. dollars of approximately 2.49% in the year ended December 31, 2014 and of approximately

4.40% in the year ended December 31, 2015. There is significant international pressure on the Chinese

government to adopt an even more flexible currency policy, which could result in a further and more significant

appreciation of the RMB against the U.S. dollars. On August 11, 2015, China’s central bank executed a 1.8%

devaluation in the RMB. Over the following two days, the RMB fell 3.5% against the dollar. From the exchange

rate of 6.40 RMB to one U.S. dollar at August 13, 2015, the RMB continued to fall to a low of 6.9593 RMB to

one U.S. dollar on December 17, 2016. It remains unclear what further fluctuations may occur or what impact

this will have on the currency.

To the extent that we need to convert U.S. dollars into RMB for our operations, appreciation of the RMB

against the U.S. dollar would have an adverse effect on the RMB amount we receive from the conversion.

Conversely, if we decide to convert RMB into U.S. dollars for the purpose of making payments for dividends on

our ordinary shares or for other business purposes, appreciation of the U.S. dollar against the RMB would have a

negative effect on the U.S. dollar amounts available to us.

Trend Information

We are a clinical stage company and cannot predict with any degree of accuracy the outcome of our

research and development efforts. As such, we cannot predict with any degree of accuracy any significant trends,

uncertainties or events that are reasonably likely to have a material effect on our net loss, liquidity or capital

resources, or cause financial information to not be indicative of future operating results or financial condition.

However, to the extent possible, certain trends, uncertainties, demands, commitments and events are described in

this ‘‘Management’s Discussion and Analysis of Financial Condition and Results of Operation.’’

Critical Accounting Policies and Significant Judgments and Estimates

Imputed Interest Expenses

We impute the interest expenses for the interest-free loans received from Mr. Linqing Jia, our co-founder

based on the market interest rates. The market interest rates are a sum of a base lending rate in China and our
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risk premium. Significant estimates are made in determining our risk premium as the risk premium represents an

input which was only indirectly observable in the market place. All loans have been assumed by Wanchun

Biotech as part of our internal restructuring, converted into an equity investment, or repaid by us.

Research and Development Costs

We account for research and development costs in accordance with Accounting Standards Codification, or

ASC 730, Research and Development. Research and development costs are primarily comprised of costs incurred

in performing research and development activities, including related personnel and consultant’s salaries, benefits

and related costs, raw materials and supplies to develop product candidates, patent-related costs incurred in

connection with filing patent applications and external costs of outside vendors engaged to conduct clinical

development activities and trials. We expense research and development costs as they are incurred.

The costs incurred relate to nonrefundable advance payments for goods or services that will be used in

future research and development activities are deferred and capitalized. The capitalized amounts are expensed as

research and development costs when the related goods are delivered or the services are performed, or when we

do not expect we will need the goods to be delivered or the services to be rendered.

Research Contract Costs and Accruals

We have entered into various research and development contracts with research institutions and other

companies in China, the United States, Europe, Israel and Australia. Related payments are recorded as research

and development expenses as incurred. We record accruals for estimated ongoing research costs. When

evaluating the adequacy of the accrued liabilities, we analyze progress of the studies, including the phase or

completion of events, invoices received and contracted costs. Significant judgments and estimates are made in

determining the accrued balances at the end of any reporting period. Actual results could differ from our

estimates. Our historical accrual estimates have not been materially different from the actual costs.

Fair Value of Ordinary Shares

In 2015, Wanchun Biotech, formerly the ultimate parent of our operating company BeyondSpring

Pharmaceuticals, Inc., or BeyondSpring U.S., acquired the 9.09% equity interest in Dalian Wanchun

Pharmaceutical Co., Ltd., or Wanchun Pharma, held by Shanghai Fosun for cash consideration of $1.61 million.

Wanchun Biotech also sold its ordinary shares in BeyondSpring Inc. to Fosun Hong Kong with the same cash

consideration. The fair value of BeyondSpring Inc.’s shares was estimated based on the recent price per share

issued to independent third-party investors.

Foreign Currency Translation and Transactions

We currently use U.S. dollar as our functional currency for all our entities, except for entities in China,

which adopt RMB as the functional currency. The determination of the respective functional currency is based on

the criteria of ASC 830, Foreign Currency Matters. We use the U.S. dollar as our reporting currency. We use the

average exchange rate for the year and the exchange rate at the balance sheet date to translate the operating

results and financial position, respectively. Translation differences are recorded in accumulated other

comprehensive income or loss, a component of (deficit) equity.

We measure transactions denominated in foreign currencies into the functional currency at the exchange

rates prevailing on the transaction dates. Foreign currency denominated financial assets and liabilities are

re-measured at the exchange rates prevailing at the balance sheet date. We include exchange gains and losses in

earnings, except for those raised from intercompany transactions with permanent investment in nature, which are

recorded in other comprehensive income or loss.

Income Taxes

We account for income taxes using the asset and liability method, which requires the recognition of deferred

tax assets and liabilities for the expected future tax consequences of events that have been recognized in the

financial statements or in our tax returns. Deferred tax assets and liabilities are determined on the basis of the

differences between the financial statements and tax basis of assets and liabilities using enacted tax rates in effect

for the year in which the differences are expected to reverse. Changes in deferred tax assets and liabilities are

recorded in the provision for income taxes. We assess the likelihood that our deferred tax assets will be

recovered from future taxable income and, to the extent we believe, based upon the weight of available evidence,
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that it is more likely than not that all or a portion of the deferred tax assets will not be realized, a valuation

allowance is established through a charge to income tax expense. Potential for recovery of deferred tax assets is

evaluated by estimating the future taxable profits expected and considering prudent and feasible tax planning

strategies.

We account for uncertainty in income taxes recognized in the financial statements by applying a two-step

process to determine the amount of tax benefit to be recognized. First, the tax position must be evaluated to

determine the likelihood that it will be sustained upon external examination by the taxing authorities. If the tax

position is deemed more-likely-than-not to be sustained, the tax position is then assessed to determine the amount

of benefit to recognize in the financial statements. The amount of the benefit that may be recognized is the

largest amount that has a greater than 50% likelihood of being realized upon ultimate settlement. The provision

for income taxes includes the effects of any resulting tax reserves, or unrecognized tax benefits, that are

considered appropriate as well as the related net interests and penalties.

Our policy is to classify interests and penalties related to unrecognized tax benefits, if any, under interest

expenses and other expenses, respectively, forming part of pre-tax income.

Recent Accounting Pronouncements

In May 2014, the Financial Accounting Standards Board, or FASB, issued Accounting Standards Update, or

ASU, No. 2014-09, Revenue from Contracts with Customers (Topic 606), or ASU 2014-09, which will supersede

the revenue recognition requirements in ASC 605, Revenue Recognition, and most industry-specific guidance

when it becomes effective. ASU 2014-09 affects any entity that enters into contracts with customers to transfer

goods or services or enters into contracts for the transfer of nonfinancial assets unless those contracts are within

the scope of other standards. The core principle of ASU 2014-09 is that a company will recognize revenue when

it transfers promised goods or services to customers in an amount that reflects the consideration to which the

company expects to be entitled in exchange for those goods or services. In doing so, companies will need to use

more judgment and make more estimates than under current guidance. These may include identifying

performance obligations in the contract, estimating the amount of variable consideration to include in the

transaction price and allocating the transaction price to each separate performance obligation. On August 13,

2015, the FASB approved ASU 2015-14, Revenue from Contracts with Customers (Topic 606): Deferral of the

Effective Date, which is a one-year deferral of ASU 2014-09. ASU 2014-09 is now effective for annual and

interim reporting periods beginning after December 15, 2017, and entities can transition to the standard either

retrospectively or as a cumulative-effect adjustment as of the date of adoption. We are currently assessing the

impact of ASU 2014-09 on our financial position, results of operations or cash flows.

In June 2014, the FASB issued ASU No. 2014-10, Development Stage Entities, Elimination of Certain

Financial Reporting Requirements, Including an Amendment to Variable Interest Entities Guidance in Topic 810,

Consolidation, which removed all incremental financial reporting requirements, including inception-to-date

information and certain other disclosures currently required under ASC 915, Development Stages Entities, in the

financial statements of development stage companies. The amendments are effective for annual reporting periods

beginning after December 15, 2014 and interim reporting periods beginning after December 15, 2015. Early

adoption is permitted. We adopted this guidance, and therefore the accompanying consolidated financial

statements do not include the incremental reporting requirements previously required by ASC 915.

In August 2014, the FASB issued ASU No. 2014-15, Presentation of Financial Statements – Going Concern:

Disclosures of Uncertainties about an Entity’s Ability to Continue as a Going Concern, or ASU 2014-15.

ASU 2014-15 requires management to evaluate whether there are conditions or events that raise substantial doubt

about the entity’s ability to continue as a going concern within one year after the date that the financial

statements are issued or are available to be issued. This ASU also requires management to disclose certain

information depending on the results of the going concern evaluation. The provisions of ASU 2014-15 are

effective for annual periods ending after December 15, 2016, and for interim and annual periods thereafter. We

will be required to perform an annual assessment of our ability to continue as a going concern in preparation of

our financial statements for the fiscal year ended December 31, 2016, and for interim and annual periods

thereafter; however, the adoption of this guidance is not expected to impact our financial position, results of

operations or cash flows.

In April 2015, the FASB issued ASU No. 2015-03, Interest – Imputation of Interest: Simplifying the

Presentation of Debt Issuance Costs, which provides that an entity: (1) present debt issuance costs in the balance
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sheet as a direct deduction from the carrying value of the associated debt liability rather than as an asset; and

(2) report amortization of debt issuance costs as interest expense. This guidance is effective for annual and

interim periods beginning after December 15, 2015. The guidance is applied retrospectively and early adoption is

permitted. The adoption of this update is not expected to have an effect on our consolidated financial statements.

In November 2015, the FASB issued ASU No. 2015-17, Balance Sheet Classification of Deferred Taxes,

that requires that all deferred tax assets and liabilities, along with any related valuation allowance, be classified

as noncurrent on the balance sheet. This ASU, which may be adopted either prospectively or retrospectively, will

be effective for us on October 1, 2017, and early adoption is permitted. Adoption of the ASU may result in

changes in our presentation of deferred tax assets and liabilities on our financial position but will not affect the

substantive content of our consolidated financial statements.

In February 2016, the FASB issued ASU No. 2016-02, Leases, which requires lessees to recognize assets

and liabilities related to lease arrangements longer than 12 months on the balance sheet. This standard also

requires additional disclosures by lessees and contains targeted changes to accounting by lessors. The updated

guidance is effective for interim and annual periods beginning after December 15, 2018, and early adoption is

permitted. The recognition, measurement, and presentation of expenses and cash flows arising from a lease by a

lessee have not significantly changed from previous GAAP. At present, we are assessing the impact of

ASU No. 2016-02 on our financial position, results of operations or cash flows.

JOBS Act

Under Section 107(b) of the JOBS Act, an ‘‘emerging growth company’’ can delay the adoption of new or

revised accounting standards until such time as those standards would apply to private companies. We have

irrevocably elected not to avail ourselves of this exemption and, as a result, we will adopt new or revised

accounting standards at the same time as other public companies that are not emerging growth companies. There

are other exemptions and reduced reporting requirements provided by the JOBS Act that we are currently

evaluating. For example, as an emerging growth company, we are exempt from Sections 14A(a) and (b) of the

Exchange Act which would otherwise require us to (1) submit certain executive compensation matters to

shareholder advisory votes, such as ‘‘say-on-pay,’’ ‘‘say-on-frequency’’ and ‘‘golden parachutes’’; and (2) disclose

certain executive compensation related items such as the correlation between executive compensation and

performance and comparisons of our chief executive officer’s compensation to our median employee

compensation. We intend to rely on an exemption from the rule requiring us to provide an auditor’s attestation

report on our internal controls over financial reporting pursuant to Section 404(b) of the Sarbanes-Oxley Act and

the rule requiring us to comply with any requirement that may be adopted by the PCAOB regarding mandatory

audit firm rotation or a supplement to the auditor’s report providing additional information about the audit and

the financial statements, known as the auditor discussion and analysis. We will continue to remain an ‘‘emerging

growth company’’ until the earliest of the following: (1) the last day of the fiscal year following the fifth

anniversary of the date of the completion of this offering, (2) the last day of the fiscal year in which our total

annual gross revenue is equal to or more than $1 billion, (3) the date on which we have issued more than

$1 billion in nonconvertible debt during the previous three years, or (4) the date on which we are deemed to be a

large accelerated filer under the rules of the SEC.

Upon consummation of this offering, we will report under the Exchange Act as a non-U.S. company with

foreign private issuer status. Even after we no longer qualify as an emerging growth company, as long as we

qualify as a foreign private issuer under the Exchange Act we will be exempt from certain provisions of the

Exchange Act that are applicable to U.S. domestic public companies, including:

• the sections of the Exchange Act regulating the solicitation of proxies, consents or authorizations in

respect of a security registered under the Exchange Act;

• the sections of the Exchange Act requiring insiders to file public reports of their stock ownership and

trading activities and liability for insiders who profit from trades made in a short period of time;

• the rules under the Exchange Act requiring the filing with the SEC of quarterly reports on Form 10-Q

containing unaudited financial and other specified information, or current reports on Form 8-K, upon

the occurrence of specified significant events; and

• Regulation FD, which regulates selective disclosures of material information by issuers.
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BUSINESS

Overview

We are a global clinical stage biopharmaceutical company focused on the development of innovative cancer

therapies. We are advancing our lead asset, Plinabulin, into a Phase 2/3 clinical trial for the reduction of

docetaxel chemotherapy-induced severe, grade 4 neutropenia, a Phase 2/3 clinical trial for the prevention of

non-docetaxel chemotherapy-induced severe, grade 4 neutropenia, and a Phase 3 clinical trial as an anticancer

agent in combination with docetaxel in advanced NSCLC. Plinabulin has also entered the first of a number of

planned Phase 1/2 clinical trials to investigate its therapeutic potential in combination with the immuno-oncology

agent nivolumab. In addition, we are developing three preclinical agents internally and up to six new agents a

year for the next five years through our research collaborations.

Plinabulin is a marine derived small-molecule with a number of distinct biological activities that may

provide multiple therapeutic opportunities. In preclinical studies, Plinabulin increased the survival of neutrophils,

a type of white blood cell important in the prevention of bacterial infections. In the Phase 2 portion of a Phase

1/2 clinical trial in advanced NSCLC patients, the addition of Plinabulin to a standard regimen of docetaxel, a

commonly used type of chemotherapy, led to a statistically significant reduction in the incidence of grade 3 and

4 neutropenia, an abnormally low blood concentration of neutrophils. Chemotherapy-induced neutropenia is a

significant cause of morbidity and mortality in cancer patients, and existing therapies, which have annual

worldwide sales of over $7.3 billion, are limited by side effects and the requirement to be administered at least

24 hours after chemotherapy administration, which represents a significant inconvenience to patients. We believe

that Plinabulin’s clinical profile and its ability to be administered one hour after chemotherapy may make it an

attractive alternative to existing therapies for chemotherapy-induced neutropenia, if approved. If our Phase 2/3

Plinabulin trials are successful, we intend to submit an NDA for a broad indication of prevention of severe, grade

4 neutropenia induced by myelosuppressive chemotherapy.

We also believe that Plinabulin has direct anti-tumor effects. In the Phase 2 portion of a Phase 1/2 trial in

NSCLC patients, the addition of Plinabulin to docetaxel increased anti-tumor activity compared to docetaxel

monotherapy in a subset of patients with measureable lung lesions. In June 2016, we initiated a Phase 3 trial in

the United States, China and Australia of Plinabulin in combination with docetaxel in patients with advanced

NSCLC. We expect interim data from this trial to be available in the first quarter of 2018 and final data in the

first quarter of 2019. We intend to pursue a dual track strategy and seek approval for Plinabulin in advanced

NSCLC in both the United States and China.

We have a novel, highly scalable business model integrating clinical resources in the United States and

China. We believe that our combined United States and China development strategy provides significant

advantages including the ability to conduct trials in China, faster enrollment, lower costs, expedited approval

process, and access to China’s fast growing cancer market. Our drug development capabilities are empowered by

strong interest from clinical investigators in the United States as well as by our understanding of the

pharmaceutical industry, clinical resources and regulatory system in China.

Plinabulin in Chemotherapy-induced Neutropenia

Neutropenia is an abnormally low blood concentration of neutrophils, a type of white blood cell, which may

result from an abnormal rate of destruction or a low rate of synthesis of white blood cells in the bone marrow.

Neutropenia is graded according to severity, which generally depends on the neutrophil count. Absolute

neutrophil counts below 500 cells/ mm3 (0.5 x 109 /L) are categorized as grade 4 neutropenia and counts

between 500 and 1,000 cells/ mm3 (0.5-1.0 x 109 /L) are categorized as grade 3 neutropenia. Patients with low

neutrophil counts are more susceptible to bacterial infections, which are a significant cause of morbidity and

mortality in cancer patients. More than 60,000 patients are hospitalized each year for neutropenia associated with

fever. The mortality rate of these patients is between 9% and 18%. Neutropenia represents a key limitation

associated with most chemotherapies, including docetaxel. Docetaxel is one of the most widely prescribed

chemotherapies and has been approved in the United States for NSCLC, head and neck cancer, gastric cancer,

breast cancer and prostate cancer. Docetaxel has known side effects including nausea, vomiting, fatigue,

weakness, shortness of breath and neutropenia.

The current standard of care for neutropenia is biologic drugs based on G-CSF, a human growth factor, that

stimulates the proliferation, differentiation and maturation of neutrophils. While annual worldwide sales of these
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drugs exceed $7.3 billion, they are limited by safety concerns and the requirement to be administered at least 24

hours after chemotherapy administration, which represents a significant inconvenience to patients and physicians.

We believe that Plinabulin’s clinical profile and its ability to be administered one hour after chemotherapy may

make it an attractive alternative to existing therapies for chemotherapy-induced severe neutropenia, if approved.

In the Phase 2 portion of a Phase 1/2 trial in 163 patients with advanced NSCLC, the addition of Plinabulin

to a standard regimen of docetaxel resulted in a statistically significant reduction in the incidence of grade 3 and

4 neutropenia adverse events from 26% of patients in the docetaxel monotherapy arm to 7% in the Plinabulin

plus docetaxel arm. Statistical significance expresses the probability that the results of a particular study could

have occurred purely by chance. Statistical significance is assessed by the FDA and other health regulatory

agencies in evaluating marketing approval applications. FDA and other regulatory agencies review the strength of

the statistical evidence and whether it supports the claims of the applicant. The primary endpoint, statistical

methods for the trial and a ‘‘p-value’’ boundary for achieving statistical significance for a clinical trial are

typically defined before the trial begins. If the probability of observing the calculated statistic is smaller than the

‘‘p-value’’ boundary, the primary endpoint is considered statistically significant.

Based on the clinical profile observed in the Phase 1/2 trial in NSCLC and the results of the discussions

between us and the FDA, we have refined our design of the Phase 2/3 trials in accordance with the feedback

received from the FDA. We plan to enroll patients in two Phase 2/3 trials of Plinabulin. The first trial will be a

Phase 2/3 trial in approximately 200 patients in the United States, Europe, Israel, Australia and China of

Plinabulin in combination with a standard regimen of docetaxel in patients with solid tumors, which we expect

to include advanced breast cancer, hormone refractory prostate cancer and advanced NSCLC patients. The

primary endpoint of this trial will be non-inferiority compared to standard of care of pegfilgrastim, a long-acting

form of G-CSF commonly used in combination with chemotherapy to reduce neutropenia, in the duration of

chemotherapy-induced severe neutropenia in the first cycle of chemotherapy. We are currently conducting this

trial and expect to obtain initial results for the Phase 2 portion of this trial in the second half of 2017 and interim

data for the Phase 3 portion of this trial in the first half of 2018. The second trial will be a Phase 2/3 trial in

approximately 200 patients in the United States, Europe, Israel, Australia and China of Plinabulin in combination

with a myelosuppresive chemotherapeutic regimen composed of three agents, TAC, in patients with solid tumors.

The design of this trial will be substantially similar to the ongoing trial of Plinabulin in combination with

docetaxel. However, this trial will be powered to measure superiority. We expect to commence this trial in the

first half of 2017 and to obtain final results from this trial in the first half of 2019. Dr. Douglas Blayney of

Stanford University, a board member of the National Comprehensive Cancer Network (NCCN) and contributor to

the NCCN guidelines for neutropenia management, is our principal investigator for both trials. If our Phase 2/3

Plinabulin trials are successful, we intend to submit an NDA for a broad indication of prevention of severe, grade

4 neutropenia induced by myelosuppressive chemotherapy.

Plinabulin in Advanced NSCLC

According to the National Cancer Institute, approximately 220,000 patients are diagnosed with lung cancer

in the United States per year. These lung cancers are typically divided into two groups based upon the histologic

appearance of the tumor cells—small cell and NSCLC, which are treated with distinct chemotherapeutic

approaches. NSCLC accounts for approximately 87% of lung cancer cases. The prognosis for patients with lung

cancer is poor with five-year survival rates of only 17.7%. Lung cancer is the leading cause of cancer death in

the United States, and a global health problem with approximately 1.8 million cases diagnosed per year.

Approximately one-third of lung cancer patients worldwide are in China, with approximately 700,000 cases of

lung cancer diagnosed in China in 2015.

Data from the Phase 2 portion of the Phase 1/2 trial in NSCLC also suggest that the addition of Plinabulin

to a standard regimen of docetaxel may increase anti-tumor activity compared to docetaxel monotherapy.

Specifically, a subset of 38 patients with measurable lung lesions given a combination of docetaxel plus 30

mg/m2 Plinabulin had a median survival of 11.3 months compared to 6.7 months for 38 patients with measurable

lung lesions when given docetaxel alone. In addition, the Plinabulin plus docetaxel cohort had an objective

response rate, a measure of the proportion of patients with tumor size reduction of at least 30%, of 18.4%

compared to 10.5% for the docetaxel monotherapy arm. While the number of patients in the subset was not large

enough to demonstrate statistical significance, we and our clinical collaborators believe these data suggest the

addition of Plinabulin to a standard regimen of docetaxel may provide a clinically meaningful increase in

anti-tumor activity compared to docetaxel monotherapy.
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In June 2016, we initiated a 550-patient trial in the United States, China and Australia of Plinabulin in

combination with docetaxel in patients with advanced NSCLC with measurable lung lesions. The primary

endpoint is overall survival of patients given a combination of Plinabulin and docetaxel compared to patients

given docetaxel alone. Secondary endpoints include the frequency and severity of neutropenia, duration of

response, quality of life, response rate and progression-free survival. We expect interim results to be available in

the first quarter of 2018 and final results in the first quarter of 2019.

Plinabulin in Combination with Immuno-oncology Agents

Studies in animals indicate that Plinabulin has a range of immune-enhancing effects that may be synergistic

to the effects of checkpoint inhibitors, which are antibodies that inhibit a key defense mechanism that tumors

employ to avoid recognition by the immune system. In preclinical studies, Plinabulin enhanced the anti-tumor

efficacy of checkpoint inhibitors. We believe that Plinabulin in combination with nivolumab, a checkpoint

inhibitor approved for use in NSCLC and other indications, may demonstrate more anti-tumor activity than

nivolumab alone without significantly increasing toxicity. Cumulative toxicity has been a concern when

nivolumab is combined with other checkpoint inhibitors.

Multiple U.S.-based Phase 1/2 trials of Plinabulin in combination with nivolumab have received regulatory

approvals. In September 2016, the UCSD enrolled the first patient in the investigator-sponsored Phase 1/2 trial of

Plinabulin in combination with nivolumab in patients with metastatic NSCLC. In addition, the Fred Hutchinson

Center, together with The University of Washington, plan to launch an investigator-initiated Phase 1/2 trial of

Plinabulin in combination with nivolumab in patients with advanced NSCLC who have failed up to two previous

therapies. The IND submitted by The University of Washington for the trial in patients with advanced stage

NSCLC who have received a platinum doublet chemotherapy regimen went into effect in May 2016. We expect

to initiate a global pivotal trial of Plinabulin in combination with nivolumab in 2018.

Other Programs

We have identified that tumors that have mutations in an oncogene called RAS are particularly sensitive to

Plinabulin. An oncogene is a gene that is a changed or mutated form of a gene involved in normal cell growth,

which has the potential to cause cancer. A particular type of oncogene is the mutation of the RAS gene (HRAS,

KRAS and NRAS), which is frequently found in human tumors.

Based on these observations, we are exploring Plinabulin in the treatment of advanced NSCLC in tumors

with KRAS mutations in combination with docetaxel and in the treatment of metastatic brain tumors in

combination with radiation. Mutations in KRAS are found in a large proportion of tumors including 16% of

NSCLC, 36% of colon adenocarcinomas, and 69% of pancreatic ductal adenocarcinomas. We believe, based on

data from preclinical studies, Plinabulin will be able to work together with standard-of-care agents in tumors with

RAS mutations, including NSCLC and colorectal cancer.

The University of California, Davis intends to conduct an investigator-initiated Phase 2 trial of Plinabulin in

combination with docetaxel in advanced NSCLC patients who have failed at least one previous therapy and have

mutations in RAS expression including those with KRAS mutations and amplifications. Patients with mutations

in RAS genes have a worse prognosis than patients without such mutations and currently there are no approved

drugs for patients with RAS mutations. We anticipate that this trial will enroll 35 to 50 patients at three sites in

the United States. The anticipated primary endpoint will be progression-free survival. The trial design is currently

being developed for submission to the FDA for review. This trial is anticipated to begin enrollment in 2017 with

initial data in 2018.
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Our Pipeline

The following table summarizes the current status of our product development pipeline.

Plinabulin Preclinical Phase 1 Phase 2 Phase 3 Status

Preven!on of Neutropenia

(in chemo induced Neutropenia)

Study 105 (docetaxel)

IND Ini!a!on 1Q 2017

First Data Readout: 

2H 2017

Study 106 (TAC) First Data
 
Readout:

 

1H 2018

NSCLC: 

Measurable lung tumor 

(+ Docetaxel)

Ini!a!on 2Q 2016 

Readout: 1Q 2018

(interim)

PD-L1+

(+ Nivolumab)

Ini!a!on 2H 2016

Readout: 2017

KRAS Mutant

(+ Docetaxel) 
Ini!a!on 2017

Metasta!c Brain Tumor

(+ Radia!on)
Ini!a!on 2017

IO Compound BPI-002 

(T-cell ac!va!on)
Preclinical

IO Compound BPI-003

(IKK inhibitor)
Preclinical

IO Compound BPI-004 

(Neo-An!gen)
Preclinical

Fred Hutchinson Collabora!on 

(Ubiqui!na!on technology pla"orm)
Preclinical

Ini!a!on 1H 2017 

Three IND applications have been submitted to the FDA by us and Nereus for our product candidates. In

January 2006, Nereus submitted an IND to the FDA for Plinabulin’s indication for patients with solid tumors.

This IND was transferred to us in July 2013. In June 2015, we submitted an IND to the FDA and later amended

such IND for Plinabulin’s indication for second and third line treatment in combination with docetaxel in patients

with advanced NSCLC and with at least one measurable lung lesion. In December 2016, we submitted another

IND to the FDA for Plinabulin’s indication for the prevention of severe neutropenia in patients with solid tumors

receiving docetaxel monotherapy for immune system suppression.

Our principal executive offices are located in New York, and we also have offices in Dalian, China, a hub

for pharmaceutical companies. We are incorporated in the Cayman Islands. Our management team has deep

experience and capabilities in biology, chemistry, drug discovery, clinical development and regulatory affairs. We

acquired global rights to Plinabulin in its entirety, including its Phase 2 clinical trial data, in 2013 from Nereus.

Since acquiring Plinabulin, we received approval to enroll a Phase 3 trial in the United States, China and

Australia to investigate Plinabulin as an anticancer agent in combination with docetaxel in NSCLC. We anticipate

enrolling patients in two Phase 2/3 trials in the United States, Europe, Israel, Australia and China to investigate

Plinabulin for the reduction of docetaxel chemotherapy-induced severe neutropenia, the prevention of

non-docetaxel chemotherapy-induced severe neutropenia, and also expect to continue to progress Plinabulin in

other indications.

Our Strategy

• Rapidly advance Plinabulin through Phase 2/3 trials for the reduction of severe neutropenia

induced by chemotherapy. We are currently conducting a Phase 2/3 trial and plan to enroll

approximately 200 patients in the United States, Europe, Israel, Australia and China of Plinabulin in

combination with docetaxel. We also expect to launch a Phase 2/3 trial in approximately 200 patients

in the United States, Europe, Israel, Australia and China of Plinabulin in combination with other
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chemotherapeutic agents in patients with solid tumors and lymphomas. We expect to obtain interim

results for the first trial in the first half of 2018 and obtain final results for the second trial in the first

half of 2019.

• Rapidly advance Plinabulin through a Phase 3 trial for the treatment of advanced NSCLC in

combination with docetaxel. In June 2016, we initiated a 550-patient trial in the United States, China

and Australia of Plinabulin in combination with docetaxel in patients with advanced or metastatic

NSCLC. We anticipate interim data to be available in the first quarter of 2018 with the final data

available in the first quarter of 2019.

• Seek expedited approval for Plinabulin in China for advanced NSCLC while simultaneously

applying for approval in the United States. We intend to pursue a dual-track strategy in seeking

approval for Plinabulin in advanced metastatic NSCLC, applying for approval in both China and the

United States in parallel. We expect that this will allow us to capitalize on the advantages of an

expedited approval process in China, with approval possible in 2018 if the interim study data

demonstrate superiority in one of our secondary endpoints, including the frequency and severity of

neutropenia, duration of response, quality of life, response rate and progression-free survival, where the

data meet a statistical significance level of 99%. We expect to gain access to the rapidly growing

market for novel cancer therapies in China while continuing to pursue U.S. approval for Plinabulin.

• Explore the potential of Plinabulin as an immuno-oncology agent in clinical trials. In September

2016, UCSD enrolled the first patient in the Phase 1/2 trial of Plinabulin in combination with

nivolumab in patients with metastatic NSCLC. In addition, we expect an investigator-initiated trial of

Plinabulin in combination with nivolumab to be launched at the Fred Hutchinson Center together with

The University of Washington. Preliminary data are expected in 2017.

• Replicate our global clinical development plan with Plinabulin in other indications as well as with

drugs in our internal pipeline or acquired by in-licensing. We will opportunistically assess potential

compounds for development or in-licensing that fit our strengths in clinical development in the United

States, China and other jurisdictions.

• Partner with one or more global pharmaceutical companies for marketing Plinabulin, if approved

for sale, in chemotherapy-induced severe neutropenia and advanced NSCLC, outside of China. In

the United States, Europe and other major markets outside of China, we expect to partner with one or

more global pharmaceutical companies to market Plinabulin, if approved for sale, in

chemotherapy-induced severe neutropenia and advanced NSCLC. In China, if approved for sale, we

plan to build our own sales force for marketing Plinabulin in advanced NSCLC as well as other

products in major markets in China and to retain a contract sales organization for selling efforts in

secondary markets in China. In addition, we continually explore partnering opportunities for our

product candidate and for development of new compounds, although we currently do not have any

binding commitments to enter into any such partnership.

Plinabulin, Our Lead Drug Candidate

Plinabulin is a small molecule derived from a natural halamide compound found in marine microorganisms.

It has a number of biological activities that may provide multiple therapeutic opportunities. A low molecular

weight small molecule, Plinabulin is relatively simple to manufacture. An advantage of natural products and their

derivatives, such as Plinabulin, is that it may be difficult for others to discover structurally distinct molecules

possessing a similar array of activities.

In aggregate, Plinabulin has been administered to over 140 patients with advanced cancer, including 38

patients in a Phase 1 trial, 13 patients in the Phase 1b portion of a Phase 1/2 trial and 90 patients in the Phase 2

portion of the Phase 1/2 trial. These trials generated two key pieces of data:

• The addition of Plinabulin to docetaxel in cancer patients led to a statistically significant reduction in

grade 3 and 4 neutropenia adverse events, and this allowed patients to continue on full-dose docetaxel

treatment for a longer period; and

• The addition of Plinabulin to docetaxel may increase anti-tumor activity compared to docetaxel

monotherapy in a subset of NSCLC patients with measurable lung lesions.
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We believe these data suggest there is a path forward for Plinabulin in the treatment of advanced NSCLC

and in the reduction in chemotherapy-associated severe neutropenia. Based on these results, we have launched a

Phase 3 trial for the treatment of advanced NSCLC in combination with docetaxel, and are launching a Phase 2/3

trial of Plinabulin in combination with docetaxel, and a Phase 2/3 trial of Plinabulin in combination with

myelosuppressive chemotherapeutic agents other than docetaxel.

Plinabulin in chemotherapy-induced severe neutropenia

Plinabulin was originally described as a microtubule polymerization inhibitor, which is a class of

chemotherapy agents that inhibit cell division by inhibiting the ability of microtubules to join together. Preclinical

studies suggest Plinabulin targets cells in the tumor vasculature resulting in selective anti-tumor activity.

Plinabulin has also demonstrated a number of immuno-stimulatory effects, including stimulating the maturation

of dendritic cells, increasing cytokine secretion, downregulating inhibitory T-cells, and stimulating

tumor-antigen-specific T-cell activation in preclinical studies.

Cytokines are cell signaling molecules that aid cell-to-cell communication. Cytokines are important

modulations of immune responses and certain cytokines are known to stimulate neutrophil activation, migration

and survival. It has been shown in a number of in vitro studies that Plinabulin increases the secretion of various

cytokines such as interleukin-1, interleukin-6 and interleukin-12, that have been associated with the reduction of

neutrophil destruction. We believe this may be the mechanism underlying the reduction in neutropenia observed

in the Phase 2 portion of the Phase 1/2 trial in NSCLC patients.

Chemotherapy-induced neutropenia overview

Neutropenia is an abnormally low blood concentration of neutrophils, a type of white blood cell, which may

result from an abnormal rate of destruction or a low rate of synthesis of white blood cells in the bone marrow.

Neutropenia is graded according to severity, which generally depends on the neutrophil count. Absolute

neutrophil counts below 500 cells/ mm3 (0.5 x 109 /L) are categorized as grade 4 neutropenia and counts

between 500 and 1,000 cells/ mm3 (0.5-1.0 x 109 /L) are categorized as grade 3 neutropenia. Neutropenia

represents a key limitation associated with most chemotherapies. The incidence of neutropenia varies widely

depending on the type of chemotherapy and patient population, but ranges from 7% to 65% of patients. More

than half of chemotherapy-induced neutropenia cases are associated with the first cycle of drug treatment.

Chemotherapy-induced neutropenia leads to delays of further chemotherapy dosing, dose reductions or early

termination of chemotherapy in up to 20% of patients.

Patients with neutropenia are more susceptible to bacterial infections, which are a significant source of

morbidity and mortality in cancer patients. Approximately 20% of patients with severe neutropenia develop

serious bacterial infections. More than 60,000 patients are hospitalized each year for neutropenia associated with

fever. The mortality rate of these patients is between 9% and 18%.

The current standard of care for neutropenia is biologic drugs based on G-CSF, a human growth factor that

stimulates the proliferation, differentiation and maturation of neutrophils. Recombinant G-CSF therapies include

filgrastim (Neupogen), a short-acting drug, and pegfilgrastim (Neulasta), a long-acting drug. Filgrastim is

routinely administered daily for up to two weeks following chemotherapy, while pegfilgrastim is typically

administered once subsequent to each chemotherapy cycle.

While annual worldwide sales of these drugs exceed $7.3 billion, they have a number of limitations.

According to the product label, G-CSF cannot be administered until at least 24 hours after chemotherapy because

neutrophils generated in response to G-CSF stimulation are susceptible to destruction by circulating

chemotherapy. This protocol is based on the observation in multiple clinical trials that patients who receive

pegfilgrastim on the same day as chemotherapy had neutropenia that lasted longer and was more severe than

those who received it 24 hours later. This dosing schedule creates a significant additional burden for patients who

must return to the clinic to receive this treatment. By contrast, Plinabulin, which we believe primarily enhances

the survival of existing neutrophils rather than stimulating the production of new neutrophils, can be administered

one hour following chemotherapy.

Treatment with G-CSF therapies is also associated with adverse events including bone pain, enlarged spleen,

acute respiratory distress syndrome, anaphylaxis and sickle cell disorder, and cannot be administered until at least

24 hours after chemotherapy. For example, 20% of patients receiving filgrastim and 25% to 38% of patients
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receiving pegfilgrastim experienced treatment-induced bone pain, which may cause patients to discontinue G-CSF

treatment and potentially lead to delays in dosing, dose reduction or early termination of chemotherapy due to

neutropenia.

Given these limitations, we believe there is a significant unmet clinical need for a treatment for

chemotherapy-induced neutropenia with a more convenient dosing schedule and without the safety concerns that

limit G-CSF use. These potential advantages may increase the number of patients receiving therapy to reduce

neutropenia, which would lead to fewer hospitalizations and improvements in their quality of life.

Phase 1/2 clinical trial

Plinabulin was studied in the 163-patient Phase 2 portion of a Phase 1/2 trial in combination with docetaxel

in patients with advanced NSCLC, which had progressed after at least one round of prior chemotherapy and was

considered to be unresectable, locally advanced or metastatic. Results of this trial showed that the tolerability of

the combination of Plinabulin (20 mg/m2 or 30 mg/m2) on days one and eight of a 21-day chemotherapy cycle,

and docetaxel (75 mg/m2) on day one of the 21-day chemotherapy cycle, was generally greater than the

tolerability of docetaxel (75 mg/m2) alone on day one of a 21-day cycle. The primary endpoint of this trial was

overall survival and the secondary endpoints were duration of response, response rate and progression-free

survival.

The table below is a summary of certain data derived from the Phase 2 portion of the Phase 1/2 trial. Each

figure represents the percentage of the total number of patients per arm, represented by ‘‘n,’’ who experienced

each corresponding event. In this clinical trial, grade 3 and 4 neutropenia occurred in 26% of patients in the

docetaxel monotherapy arm, but only in 7% of patients in the Plinabulin plus docetaxel arm (both 20 mg/m2 and

30 mg/m2 doses of Plinabulin combined). The reduction in grade 3 and 4 neutropenia in the Plinabulin plus

docetaxel arm was observed across all four treatment cycles.

Certain Events
Plinabulin + Docetaxel

(n=90)
Docetaxel

(n=73)

Grade 3 and 4 Neutropenia . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 7% (p=0.002) 26%

Use of G-CSF . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 10% 30%

Sepsis . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 0% 3.6%

Severe infections . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 0% 3.6%

Docetaxel dose reduction due to toxicity . . . . . . . . . . . . . . . . . . . . . . . . . . . . 6.7% 19.2%

The data for patients at each of the 20 mg/m2 and 30 mg/m2 doses of Plinabulin for grade 4 neutropenia are

shown in the table below.

The impact of Plinabulin was particularly pronounced in the first cycle of treatment. On day eight after

treatment (but before the second dose of Plinabulin) 33.3% of patients in the docetaxel monotherapy arm

experienced grade 4 neutropenia, compared to 4.6% of patients in the 20 mg/m2 Plinabulin plus docetaxel arm,
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and the difference was highly statistically significant with a p-value of 0.00026. The measure of statistical

significance, or ‘‘p-value,’’ measures the probability that a set of clinical results are not due to chance.

Accordingly, the smaller the ‘‘p-value,’’ the smaller the chance that the results are due to chance and the higher

the statistical significance of the results. The FDA generally requires that the results of clinical trials reach a

‘‘p-value’’ of .05 or less, meaning that there is a 5% (5 in 100) or less chance that the trial results were due to

chance or random events. We believe the highly statistically significant data derived from the 20 mg/m2

Plinabulin plus docetaxel arm will also support our Phase 2/3 trials as described below, where patients will

receive the same dose of Plinabulin.

More patients in the docetaxel monotherapy arm required treatment with G-CSF than patients in the

Plinabulin plus docetaxel arm, and no patients in the Plinabulin plus docetaxel arm experienced sepsis or severe

infections. In addition, fewer patients in the Plinabulin plus docetaxel arm required their dose of docetaxel to be

reduced than those patients in the docetaxel monotherapy arm.

In addition, Plinabulin did not add additional toxicity to docetaxel’s side effects, which include, but are not

limited to, nausea, fatigue, diarrhea, constipation, anorexia, alopecia, anemia, headache, dizziness, and

leukopenia. Severe transient hypertension, a transient increase in blood pressure, did occur in approximately 20%

of patients who received a 30 mg/m2 dose of Plinabulin and in approximately 5% of patients who received a 20

mg/m2 dose of Plinabulin. Some patients were treated with an anti-hypertensive drug such as a calcium channel

blocker, and all cases of transient hypertension resolved on the same day as they occurred. Tumor pain observed

in patients receiving Plinabulin was treated with standard pain management regimens. Intestinal obstruction

observed in patients receiving Plinabulin was monitored by radiographic or ultrasound studies.

The table below compares the percentage of NSCLC patients who experienced grade 3 and 4 neutropenia

during treatment with (i) docetaxel alone (100 mg/m2) as reported in a separate study conducted by others,

(ii) docetaxel (100 mg/m2) plus G-CSF (150 �g/m2) as reported in a separate study conducted by others,

(iii) docetaxel alone (75 mg/m2) as reported in a separate study conducted by others, (iv) docetaxel alone

(75 mg/m2) in the Phase 2 portion of our Phase 1/2 trial described above and (v) docetaxel (75 mg/m2) plus

Plinabulin (20 mg/m2 or 30 mg/m2) without using any G-CSF in the Phase 2 portion of our Phase 1/2 trial

described above. In each case, ‘‘n’’ refers to the number of patients treated.

These comparisons are not based on a head-to-head study of G-CSF and Plinabulin in combination with

docetaxel for prevention of neutropenia. As a result, the data derived from these separate clinical studies may not

be comparable and would not form a basis for marketing Plinabulin, if approved. However, we believe, based on

the data below, that Plinabulin may be as effective as G-CSF for the prevention of docetaxel-induced grade 3 and

4 neutropenia.

Percentage of Pa�ents Experiencing Grade 3 and 4 Neutropenia� 

Neutropenia Docetaxel 

100 

(n=49)* 

Docetaxel 

100 

+ G-CSF 

(n=60)** 

Docetaxel 75  

  

(n=55)* 

Docetaxel 75 

 

(n=51) *** 

 

Docetaxel 75  + 

Plinabulin  

 

(n=81)*** 

Grade 3/4 85.7% 41% 67.3% 66.7%  11.5 % 

† This comparison does not reflect a head-to-head study of G-CSF and Plinabulin for the prevention of docetaxel-induced grade 3 and 4
neutropenia. Please see ‘‘Risk Factors—Risks Related to Our Industry, Business and Operation—We may be limited in the promotional
claims we can make and may not be able to use information about competing therapies to promote or market Plinabulin, if approved,
without incurring significant regulatory or enforcement risks’’ for additional information.

* Shepherd et al J Clin Oncol 2000;18:2095-2103.

** Alexopoulos Cancer Chemother Pharmacol 1999;43:25.

*** Phase 2 portion of our Phase 1/2 trial described above.
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We believe that Plinabulin may be able to prevent neutropenia caused by treatment with different

myelosuppresive chemotherapeutic agents. For example, studies in animals showed that the addition of Plinabulin

to myelosuppressive chemotherapeutic agents other than docetaxel, such as cyclophosphamide, also resulted in

statistically significant reduction in the loss of absolute neutrophil counts.

Phase 2/3 trials in severe neutropenia

Based on the preliminary safety and efficacy profile observed in the Phase 1/2 trial in NSCLC and feedback

we received from the FDA in September 2016, we plan to enroll patients two Phase 2/3 trials of Plinabulin for

the reduction of chemotherapy-induced severe neutropenia in the United States, Europe, Israel, Australia and

China. We are currently conducting a Phase 2/3 trial and plan to enroll approximately 200 patients of Plinabulin

in combination with docetaxel in patients with solid tumors. Patients will be randomized 1:1 and receive on day

one of a 21-day chemotherapy cycle a 75 mg/m2 dose of docetaxel in combination with either 20 mg/m2

Plinabulin or pegfilgrastim control.

The objective of the Phase 2 portion of the Phase 2/3 trials is the generation of pharmacokinetic and

pharmacodynamic, or pharma PK/PD, data, wherein PK represents plasma concentrations of Plinabulin at

different Plinabulin dose levels (5 mg/m2, 10 mg/m2 and 20 mg/m2 dose levels), in order to confirm the optimal

dose of Plinabulin. Based upon the preliminary data observed in the Phase 1/2 trial in NSCLC, and pending the

outcome of the Phase 2 portion of the trials, we expect to evaluate the 20 mg/m2 dose of Plinabulin in the

Phase 3 portion of the trials.

The primary endpoint of the trial is expected to be non-inferiority compared to standard of care of

pegfilgrastim in the duration of chemotherapy-induced severe neutropenia in the first cycle of chemotherapy. We

expect secondary endpoints will include:

• the incidence of chemotherapy-induced severe neutropenia in subsequent cycles;

• the incidence of severe neutropenia associated with fever and infections;

• the incidence and duration of hospitalization due to neutropenia associated with fever;

• the incidence of antibiotic use; and

• the incidence, occurrence and severity of bone pain.

We expect to obtain initial results for the Phase 2 portion of this trial in the second half of 2017 and obtain

interim data for the Phase 3 portion of this trial in the first half of 2018. If the interim data for the Phase 3

portion of the Phase 2/3 trial demonstrates non-inferiority in the duration of severe neutropenia in the first cycle

of chemotherapy, the trial will be completed without evaluating secondary endpoints. In the event that the interim

results do not demonstrate non-inferiority, we expect to continue to fully enroll all patients as planned and report

the final data in the first half of 2019.

In addition, we also plan to initiate in the first half of 2017 a Phase 2/3 trial in approximately 200 patients

of Plinabulin in combination with a myelosuppresive chemotherapeutic regimen composed of three agents, TAC,

in patients with solid tumors. The design of this trial will be substantially similar to the ongoing trial of

Plinabulin in combination with docetaxel. However, this trial will be powered to measure superiority. We expect

to complete this trial in the first half of 2019. We believe that successful outcomes in both Phase 2/3 trials will

support a broad indication for Plinabulin of prevention of severe, grade 4 neutropenia induced by

myelosuppressive chemotherapy.

Plinabulin in advanced NSCLC

Data from the Phase 2 portion of the Phase 1/2 trial in NSCLC also suggest that the addition of Plinabulin

to a standard regimen of docetaxel may increase anti-tumor activity compared to docetaxel monotherapy in a

subset of NSCLC patients with measurable lung lesions. Based on these findings, in June 2016, we initiated a

550-patient trial in the United States, China and Australia of Plinabulin in combination with docetaxel in patients

with advanced NSCLC. On February 23, 2017, we presented the data from the Phase 2 portion of the Phase 1/2

trial in NSCLC at the ASCO-SITC Immuno-Oncology Symposium.
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NSCLC disease overview

According to the National Cancer Institute, approximately 220,000 patients are diagnosed with lung cancer

in the United States per year. These lung cancers are typically divided into two groups based upon the histologic

appearance of the tumor cells—small cell and NSCLC, which are treated with distinct chemotherapeutic

approaches. NSCLC accounts for approximately 87% of lung cancer cases. The prognosis for patients with lung

cancer is poor with five-year survival rates of only 17.7%. Lung cancer is the leading cause of cancer death in

the United States, and a global health problem with approximately 1.8 million cases diagnosed per year.

Approximately one-third of lung cancer patients worldwide are in China, with approximately 700,000 cases of

lung cancer diagnosed in China in 2015.

Lung cancer is typically diagnosed relatively late in its clinical course after it has metastasized to other

tissues in the body. In these advanced cases, treatment is not curative and patients are generally treated with

systemic therapies. Initial therapy is often based on broad chemotoxic drugs such as cisplatin. Most patients,

however, do not obtain a long-term benefit with the overall increase in survival associated with the use of these

drugs being only two months. Additional treatments fall into several general categories:

• other chemotoxic agents, such as docetaxel or pemtrexed;

• inhibitors of intracellular enzymes that have specific mutations in genes, including EGFR kinases;

• agents that disrupt blood vessel formation in tumors, such as ramucirumab; and

• checkpoint inhibitors, such as nivolumab.

While each of these therapies may provide significant benefit, they are also associated with specific

limitations. Docetaxel, for example, leads to neutropenia in up to 40% of patients. Kinase inhibitors such as

erlotinib, which targets EGFR are only effective in a subset of approximately 10% of patients who happen to

have activating mutations in these kinases, and virtually all patients who initially respond to these inhibitors

ultimately develop resistance. Ramucirumab, which is an antiangiogenic agent that prevents or slows the

formation of new blood vessels, leads to an increase in overall survival when used in combination with

docetaxel. However, lung cancers are highly vascularized and bevacizumab use in NSCLC is associated with a

significant risk of fatal bleeding in the lung. Finally, checkpoint inhibitors such as nivolumab have demonstrated

remarkable activity in NSCLC but that activity is limited to 20% of patients. Thus, despite the availability of

multiple drugs to treat NSCLC, we believe there is still a great need for novel therapies in NSCLC.

Phase 1/2 in advanced NSCLC

The primary purpose of the Phase 2 portion of the Phase 1/2 trial was to evaluate the potential anticancer

effect of Plinabulin in combination with docetaxel compared to docetaxel monotherapy. The trial enrolled 163

NSCLC patients in the United States, Australia, Argentina, Chile, Brazil and India. Patients enrolled in the trial

had unresectable, locally advanced or metastatic cancers, meaning that in some patients the disease had spread to

adjacent lymph nodes if not throughout the body. In such patients there may not be measurable lesions in the

lungs.

The trial did not meet the primary endpoint of a statistically significant improvement in overall survival for

Plinabulin in combination with docetaxel compared to docetaxel monotherapy. However, we identified a subset

of patients with measurable lung lesions in which the addition of Plinabulin to docetaxel may increase anti-tumor

activity compared to docetaxel monotherapy. The overall survival of the subset of patients with measurable lung

lesions is shown below in a plot referred to as a Kaplan-Meier plot. Each vertical drop in the curve represents

the recorded death of one or more patients. If a patient withdraws from the trial, is lost to follow up, or survives

beyond the end of the trial, that patient is ‘‘censored’’ and denoted by a vertical line on the curve at the time of

the last reliable assessment of that patient. All patients in either trial either died or were censored. In this subset

analysis, patients in the Plinabulin plus docetaxel arm had a median overall survival of 11.3 months, while those

treated with docetaxel alone had a median overall survival of 6.7 months. Additionally, the Plinabulin plus

docetaxel cohort had an objective response rate of 18.4% compared to 10.5% for the docetaxel monotherapy arm.

This subset included only 38 patients from each arm and did not reach statistical significance (p value = 0.29).

We believe that this was due to the small number of patients in each arm. Additionally, the data showed that

patients in the Plinabulin plus docetaxel arm had an overall survival period of between 6.7 and 15.1 months,
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while those treated with docetaxel alone had an overall survival period of between 6.0 and 9.8 months. This data
had a 95% confidence level, or CL, meaning that if the same patient population were to be sampled numerous
times, the overall survival period of each sample would fall within these suggested ranges approximately 95% of
the time.

(30 mg)

Studies in animals have shown that Plinabulin destabilizes the tubulin network in cells lining blood vessels
in tumors, resulting in the selective collapse of these blood vessels and subsequent tumor destruction. We believe
that Plinabulin's immune-enhancing and vascular-targeting mechanisms will target small and large measurable
lung lesions and NSCLS tumors, thus allowing Plinabulin to exert its multiple mechanisms of action to treat
NSCLC.

Our clinical strategy in advanced NSCLC

We believe that our combined United States and China development strategy provides significant advantages
including the ability to conduct trials in China with quicker enrollment and lower costs, an expedited approval
process, and access to China's fast growing cancer market. We believe our specific advantages in Plinabulin
trials can serve as a template for future trials. We are pioneering a new model for drug development that we
believe will lead to a sustainable advantage. Our model is efficient in three ways:

· Efficient clinical development. Trials can be conducted in parallel in the United States and in China. In
China, we conduct all of our trials under U.S. GCP guidelines but at lower cost than we would incur in
the United States. We expect to benefit from fast-track regulatory status in China based on the ability
to file as a Category 1 drug because Plinabulin has never before been approved and we expect to
manufacture the drug for trials in China. Additionally, we are eligible for an accelerated review track
for approval based on a prestigious `̀ Thousand Talent Innovator'' award granted to our CEO, Dr. Lan
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