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REGISTER NOW

To attend this program, please contact Mindy Gollin at mgollin@salveohcgroup.com to RSVP by 7/09/2019 or register
online at: http://www.programrsvp.com/HEM-1205

Shire collects information to personalize certain aspects of Shire’s communication. The personally identifiable information you provided will only be used by Shire
to provide communications on its products and services. When you submit personally identifiable information, you consent to its disclosure and use for those
purposes. We may share your information with our partners who facilitate the delivery of this information. Shire will not sell or transfer your name or contact
information to any third party for their marketing use. If you ever decide that you do not wish to receive information from us regarding our programs and services,
contact us at Shire Customer Service, 1200 Lakeside Drive, Bannockburn, IL, 60015, or at 1-800-423-2090. The privacy statement in its entirety can be accessed

at https://www.shire.com/legal-notice/privacy-notice

Please see page 2 for Indications and Detailed Important Risk Information for FEIBA [Anti-Inhibitor Coagulant Complex], including

BOXED WARNING for Blood Clots.
Please see page 4 for Indications and Detailed Important Risk Information for OBIZUR [Antihemophilic Factor (Recombinant), Porcine Sequence].

This is a non-CME program sponsored by Shire US Inc. Shire is prohibited from providing meals to prescribers that are licensed by the

State of Minnesota and healthcare professionals that are licensed by the State of Vermont. Prescribers licensed by the State of NJ may
not consume a Shire-offered meal in excess of $15. Invitees cannot bring guests. Shire will collect and report healthcare professional £h re

information concerning meals and other transfers of value pursuant to the Federal Sunshine Act and state laws.
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FEIBA [Anti-Inhibitor Coagulant Complex] Indications and Detailed Important Risk Information
Indications for FEIBA
FEIBA is an Anti-Inhibitor Coagulant Complex indicated for use in hemophilia A and B patients with inhibitors for:

- Control and prevention of bleeding episodes
- Perioperative management
- Routine prophylaxis to prevent or reduce the frequency of bleeding episodes.

FEIBA is not indicated for the treatment of bleeding episodes resulting from coagulation factor deficiencies in the absence of inhibitors
to coagulation factor VIl or coagulation factor IX.

Detailed Important Risk Information for FEIBA

WARNING: EMBOLIC AND THROMBOTIC EVENTS

- Thromboembolic events have been reported during post-marketing surveillance following infusion of FEIBA,
particularly following the administration of high doses (above 200 units per kg per day) and/or in patients
with thrombotic risk factors.

- Monitor patients receiving FEIBA for signs and symptoms of thromboembolic events.

CONTRAINDICATIONS
FEIBA is contraindicated in patients with:

- History of anaphylactic or severe hypersensitivity reactions to FEIBA or any of its components, including factors of the kinin
generating system

- Disseminated intravascular coagulation (DIC)
- Acute thrombosis or embolism (including myocardial infarction)

WARNINGS AND PRECAUTIONS

Thromboembolic events (including venous thrombosis, pulmonary embolism, myocardial infarction, and stroke) can occur, particularly following
the administration of high doses (>200 units/kg/day) and/or in patients with thrombotic risk factors.

Patients with DIC, advanced atherosclerotic disease, crush injury, septicemia, or concomitant treatment with recombinant factor Vlla have
an increased risk of developing thrombotic events due to circulating tissue factor or predisposing coagulopathy. Potential benefit of treatment
should be weighed against potential risk of these thromboembolic events.

Infusion should not exceed a single dose of 100 units/kg and daily doses of 200 units/kg. Maximum injection or infusion rate must not exceed
2 units/kg/minute. Monitor patients receiving >100 units/kg for the development of DIC, acute coronary ischemia and signs and symptoms of
other thromboembolic events. If clinical signs or symptoms occur, such as chest pain or pressure, shortness of breath, altered consciousness,
vision, or speech, limb or abdomen swelling and/or pain, discontinue FEIBA and initiate appropriate diagnostic and therapeutic measures.

Safety and efficacy of FEIBA for breakthrough bleeding in patients receiving emicizumab has not been established. Cases of thrombotic
microangiopathy (TMA) were reported in a clinical trial where subjects received FEIBA as part of a treatment regimen for breakthrough
bleeding following emicizumab treatment. Consider the benefits and risks with FEIBA if considered required for patients receiving emicizumab
prophylaxis. If treatment with FEIBA is required for patients receiving emicizumab, the hemophilia treating physician should closely monitor for
signs and symptoms of TMA. In FEIBA clinical studies TMA has not been reported.

Hypersensitivity and allergic reactions, including severe anaphylactoid reactions, can occur. Symptoms include urticaria, angioedema,
gastrointestinal manifestations, bronchospasm, and hypotension. Reactions can be severe and systemic (e.g., anaphylaxis with urticaria
and angioedema, bronchospasm, and circulatory shock). Other infusion reactions, such as chills, pyrexia, and hypertension have also been
reported. If signs and symptoms of severe allergic reactions occur, immediately discontinue FEIBA and provide appropriate supportive care.

Because FEIBA is made from human plasma it may carry a risk of transmitting infectious agents, e.g., viruses, the variant Creutzfeldt-Jakob
disease (vCJD) agent and, theoretically, the Creutzfeldt-Jakob disease (CJD) agent.

FEIBA contains blood group isohemagglutinins (anti-A and anti-B). Passive transmission of antibodies to erythrocyte antigens,

e.g., A, B, D, may interfere with some serological tests for red cell antibodies, such as antiglobulin test (Coombs test). hlre
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ADVERSE REACTIONS

Most frequently reported adverse reactions observed in >5% of subjects in the prophylaxis trial were anemia, diarrhea, hemarthrosis, hepatitis
B surface antibody positive, nausea, and vomiting.

Serious adverse reactions seen are hypersensitivity reactions and thromboembolic events, including stroke, pulmonary embolism and deep
vein thrombosis.

DRUG INTERACTIONS

Consider possibility of thrombotic events when systemic antifibrinolytics such as tranexamic acid and aminocaproic acid are used with FEIBA.
No adequate and well-controlled studies of combined or sequential use of FEIBA and recombinant factor Vlla, antifibrinolytics, or emicizumab,
have been conducted. Use of antifibrinolytics within approximately 6 to 12 hours after FEIBA is not recommended.

Clinical experience from an emicizumab clinical trial suggests that a potential drug interaction may exist with emicizumab.

Please see FEIBA full Prescribing Information, including BOXED WARNING on Embolic and Thrombotic Events

Please see page 4 for Indication and Detailed Important Risk Information
for OBIZUR [Antihemophilic Factor (Recombinant), Porcine Sequence]. £h|re
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OBIZUR [Antihemophilic Factor (Recombinant), Porcine Sequence] Important Information

Indication
OBIZUR, Antihemophilic Factor (Recombinant), Porcine Sequence, is a recombinant DNA derived, antihemophilic factor indicated for the
treatment of bleeding episodes in adults with acquired hemophilia A.

Limitations of Use:
- Safety and efficacy of OBIZUR has not been established in patients with baseline anti-porcine factor VIl inhibitor titer greater than 20 BU
- OBIZUR is not indicated for the treatment of congenital hemophilia A or von Willebrand disease

Detailed Important Risk Information

CONTRAINDICATIONS
OBIZUR is contraindicated in patients who have had life-threatening hypersensitivity reactions to OBIZUR or its components
(including traces of hamster proteins).

WARNINGS and PRECAUTIONS

Hypersensitivity Reactions

Hypersensitivity reactions can occur with OBIZUR. OBIZUR contains trace amounts of hamster proteins. Early signs of allergic reactions,
which can progress to anaphylaxis, include angioedema, chest-tightness, dyspnea, hypotension, wheezing, urticaria, and pruritus. Immediately
discontinue administration and initiate appropriate treatment if allergic or anaphylactic-type reactions occur.

Inhibitory Antibodies

Inhibitory antibodies to OBIZUR have occurred. Monitor patients for the development of antibodies to OBIZUR by appropriate assays. If the
plasma factor VIlI level fails to increase as expected, or if bleeding is not controlled after OBIZUR administration, suspect the presence of an
anti-porcine factor VIII antibody. If such inhibitory antibodies to anti-porcine factor VIII are suspected and there is a lack of clinical response,
consider other therapeutic options.

Monitoring Laboratory Tests
- Perform one-stage clotting assay to confirm that adequate factor VIII levels have been achieved and maintained

- Monitor factor VIII activity 30 minutes and 3 hours after initial dose
- Monitor factor VIII activity 30 minutes after subsequent doses

- Monitor the development of inhibitory antibodies to OBIZUR. Perform a Nijmegen Bethesda inhibitor assay if expected plasma factor VIl
activity levels are not attained or if bleeding is not controlled with the expected dose of OBIZUR. Use Bethesda Units (BU) to report
inhibitor levels

ADVERSE REACTIONS
Common adverse reactions observed in greater than 5% of subjects in the clinical trial were development of inhibitors to porcine factor VIII.

Please click here for OBIZUR full Prescribing Information.
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