
Type 2 diabetes mellitus (T2DM) 
affects approximately 23 million 
people in the United States.1 In 

T2DM, the body’s ability to maintain 
blood glucose homeostasis is impaired, 
leading to hyperglycemia.2 According 
to the Centers for Disease Control and 
Prevention (CDC), in 2009, approxi-
mately 58% of patients who had T2DM 
also had hyperlipidemia.3 

To help patients better manage their 
low-density lipoprotein cholesterol 
(LDL-C) and glycated hemoglobin (A1C) 
levels, the marketer of Welchol (cole-
sevelam hydrochloride) has launched an 
innovative program to help keep patients 
on their LDL-C and A1C medications 
by enabling them to save money on mul-
tiple prescriptions and providing valuable 
resources and tools to help get them to 
their LDL-C and A1C goals.

Welchol: A Second-Generation 
Bile Acid Sequestrant
Welchol, a bile acid sequestrant (BAS), 
is the first and only add-on to a statin 
and metformin that is approved by the 
FDA as an adjunct to diet and exercise 
to lower both LDL-C and A1C levels in 
adults with primary hyperlipidemia and 
T2DM.4 Welchol is a second-generation 
BAS that is a specifically engineered, 
high-capacity bile acid sequestrant that 
is not systemically absorbed or metabo-
lized by the liver or kidneys. Currently, 
its exact mechanism for lowering serum 
glucose is unknown.

Clinical Efficacy and Safety of 
Welchol 
Patients With Hyperlipidemia  
The efficacy and safety of Welchol, 
alone or in combination with atorvas-
tatin 10 mg, was assessed in a 4-week, 
randomized, double-blind, placebo-con-
trolled study.5 At the end of 4 weeks, 
Welchol combination therapy (3.8 g 

plus atorvastatin 10 mg) showed a 48% 
reduction in LDL-C level (mean change 
from baseline), which was statistically 
significant to atorvastatin 10 mg alone 
(P <.01).5 The change from baseline in 
LDL-C level with Welchol combina-
tion therapy was not statistically sig-
nificantly different from that observed 
with atorvastatin 80 mg (Figure 1).5 In 
addition, there was an 11% increase 
from baseline in median high-density 
lipoprotein cholesterol (HDL-C) level 
with Welchol combination therapy  
(3.8 g plus atorvastatin 10 mg).5 Welchol 
is not indicated to increase HDL-C lev-
els, and T2DM was not an inclusion cri-
terion for this study. The most commonly 
reported adverse events were flatulence 
(26%) and constipation (21%) in the 
Welchol plus atorvastatin 10 mg group, 
and infection (24%) in the Welchol 3.8 g 
alone group.

Patients with T2DM on Metformin 
Therapy
The efficacy and safety of Welchol was 
assessed in a 26-week, double-blind, 
placebo-controlled study.6 Patients with 
T2DM and inadequate glycemic control 
(A1C level 7.5%-9.5%) were random-

ized to receive Welchol 3.8 g/day (n = 
159) or placebo (n = 157) on top of their 
preexisting metformin-based combina-
tion therapy. 

At week 26, Welchol, when added to 
preexisting metformin combination ther-
apy, was associated with a significant 
reduction in mean A1C level compared 
with placebo-controlled preexisting met-
formin combination therapy (P <.001).6 

The mean treatment difference in A1C 
level between these 2 groups was -0.6% 
(Figure 2).4 In patients taking metformin 
combination therapy, Welchol was also 
associated with a significant reduction 
in mean LDL-C level (P <.001).4 The 
mean treatment difference in LDL-C 
level was -22% with Welchol plus com-
bination therapy (n = 59) compared 
with placebo plus combination therapy 
(n = 65). The most common treatment-
emergent adverse event occurring in 
greater than 5% of patients was con-
stipation.6 Welchol may increase the 
exposure of coadministered metformin 
extended release (ER). Patients receiv-
ing concomitant metformin ER and cole-
sevelam should be monitored for clinical 
response, as is usual with the use of 
antidiabetes drugs.
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FiGurE 1: WElChol PluS AtorvAStAtin 10 mG rEduCEd ldl-C lEvEl 
ComPArABlE to AtorvAStAtin 80 mG4,5

aP <.0001 vs baseline

-48%
DECREASE IN

LDL-C
    MEAN CHANGE FROM BASELINE
 (Mean baseline 184 mg/dL)

(P = Not significant)
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the Addvantage Program: 
Patient Savings and resources 
to help Get Patients to Goal
The marketer of Welchol (colesevelam 
HCl) has created an innovative patient 
support program that encourages patients 
to stay on therapy and helps them control 
their out-of-pocket costs for not just 
Welchol, but also their statin and/or 
metformin. The ADDvantage Program 
is designed so that when an add-on agent 
is needed for additional lowering of a 
patient’s LDL-C level and/or A1C level, 
pharmacists can fill Welchol as an add-
on agent to their statin and/or metformin, 
give them up to $25 off their Welchol 
prescription, and may be able to give that 
patient their generic statin and/or gener-
ic metformin for free with their next 
12 prescriptions of Welchol (assumes 
less than $10 for their statin and less 
than $10 for their metformin). Savings 
on statin and metformin are not avail-
able for patients in Massachusetts and 
Michigan. The ADDvantage Program 
may promote patients’ persistency, as 
research has shown that patients enrolled 
in the ADDvantage Program filled 2 

additional Welchol prescriptions over 
the course of 12 months. Pharmacists can 
encourage their patients to enroll in the 
ADDvantage Program by visiting www.   
WelcholProgram.com, or pharmacists 
can order brochures for their pharmacy 
by visiting www.addvantagesavingsof-
fer.com.a

Patients can receive up to $25 off 
each of their next 12 prescriptions of 
Welchol (colesevelam HCl). In addition, 
patients can receive up to an additional 
$10 off their statin and/or metformin 
prescription for an additional $20 in 
savings (applies to both generic and 
brand-name medications).b For instance, 
once a patient has filled his/her Welchol 
prescription (which must be done 
first), a patient can then present their 
ADDvantage Program Card the same 
day or any time over the next 30 days to 
receive up to $10 off each prescription of 
their statin and/or metformin. The 3 pre-
scriptions do not have to be filled at the 
same time, but the Welchol prescription 
must be filled first. 

In addition, by enrolling in the 
ADDvantage Program, patients can 
use the ADDvantage Program Progress 
Tracker, a helpful tool for patients to 
keep track of their exercise, diet, weight 
changes, and medication schedule. 
Results can be printed off the com-

puter and shared with their health care 
professionals. Patients enrolled in the 
ADDvantage Program will also receive 
helpful information, such as advice on 
healthy eating and lifestyle changes, 
exercise tips, and low-fat recipes. 

With 2 available formulations 
(Welchol Tablets or Welchol for Oral 
Suspension), Welchol provides 2 dif-
ferent dosing options for the appropri-
ate adult patients with hyperlipidemia 
and T2DM who could benefit from 
reductions in LDL-C and A1C levels. 
Make sure to discuss the different dos-
ing options with patients and make sure 
they are aware of all the benefits the 
ADDvantage Program offers, including 
extra savings for patients taking a statin 
and/or metformin, savings on Welchol, 
and the various resources available for 
those in the ADDvantage Program. 
Welchol is not for everyone, especially 
those with a history of intestinal block-
age, those with blood triglyceride levels 
of greater than 500 mg/dL, or a history 
of pancreatitis (inflammation of the pan-
creas) due to high triglyceride levels.4 

Please see Important Information about 
Welchol on the next page.

How to Obtain Cards and Brochures 
for Your Pharmacy
To obtain cards and brochures to give to 
your patients, visit www.addvantagesav-
ingsoffer.com, enter in your pharmacist 
ID number and shipping information, 
and request the number of cards you 
would like to receive.

Welchol: Providing valuable 
resources and Cost Savings to 
help Get Patients to Goal
With the ADDvantage Program, Welchol 
provides an innovative support system to 
help patients save money and may help 
get them to their LDL-C and A1C goals. 
Through this initiative, the marketer of 
Welchol is helping to lower patients’ 
out-of-pocket costs not just on Welchol, 
but also on their statin and/or metformin 
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anot all patients are eligible. Patients are not eligible if their prescriptions are paid for by any state or federally funded programs, including, but not limited to, Medicare or 
Medicaid, Medigap, Veterans Affairs, Department of Defense, or TRICARE/CHAMPUS, or if they do not live in the United States or Puerto Rico. Copay savings offer 
for a statin and/or metformin not valid in Michigan and Massachusetts; or where such savings offers are taxed, restricted, or prohibited by law. See WelcholProgram.
com for offers and complete details.
bThe Welchol prescription must be filled first. The statin and/or metformin prescriptions can be filled the same day as the Welchol prescription or any time within the 
first 30 days after the Welchol prescription has been filled (meaning you do not have to fill all 3 medications at the same time).

FiGurE 2: WElChol ProvidEd A SiGniFiCAnt mEAn trEAtmEnt rEduCtion 
in A1C lEvEl WhEn AddEd to PrEEXiStinG mEtFormin ComBinAtion 
thErAPy4,6

Welchol added after 90 days
(Mean baseline 8.1%) 

NO WASHOUT– 

P <.001

-0.6%
MEAN TREATMENT 
DIFFERENCE IN 

A1C

 Welchol + metformin monotherapy resulted in a mean 
treatment difference in A1C of –0.5%, N = 155 (Welchol  
n = 79, placebo n = 76).4

•  The most common treatment-emergent adverse event in 
≥5% of patients was constipation6

•  Welchol was not associated with weight gain, and 
incidence of hypoglycemia was comparable to placebo6

Welchol has been shown to increase levels of metformin 
when coadministered with metformin extended release (ER).

a Welchol has not been studied in combination with all antidiabetic agents.
bWelchol (n = 69) vs placebo (n = 76).

Demand more from your statin add-on.
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(generic or branded). Savings on statin 
and metformin are not available for 
patients in Massachusetts and Michigan. 
When patients enroll in the program, 
they will have the added benefits of a 
portfolio of resources that, in addition 
to cost savings, include a patient support 
program with various online resources. 
Visit www.addvantagesavingsoffer 
.com and order your ADDvantage 
cards for your pharmacy today!

important Safety information 
About Welchol (colesevelam 
hCl) 
Indications 
Welchol is indicated as an adjunct to diet 
and exercise to: 
•  reduce elevated low‐density lipoprotein 

cholesterol (LDL‐C) in patients with 
primary hyperlipidemia (Fredrickson 
Type IIa) as monotherapy or in com-
bination with an hydroxymethylgluta-
ryl‐coenzyme (HMG CoA) reductase 
inhibitor (statin). 

•  improve glycemic control in adults 
with type 2 diabetes mellitus.

Important Limitations of Use 
•  Welchol should not be used for glyce-

mic control in type 1 diabetes or for the 
treatment of diabetic ketoacidosis. 

•  Welchol has not been studied in type 2 
diabetes as monotherapy or in combina-
tion with a dipeptidyl peptidase 4 inhibi-
tor and has not been extensively studied 
in combination with thiazolidinediones. 

•  Welchol has not been studied in 
Fredrickson Type I, III, IV, and V 
dyslipidemias. 

Contraindications 
Welchol is contraindicated in individu-
als with a history of bowel obstruction, 
those with serum triglyceride (TG) con-
centrations of >500 mg/dL, or with a 
history of hypertriglyceridemia‐induced 
pancreatitis. 

Warnings and Precautions 
The effect of Welchol on cardiovascular 
morbidity and mortality has not been 
determined. 

Welchol can increase serum TG con-
centrations particularly when used in 
combination with sulfonylureas or insu-
lin. Caution should be exercised when 

treating patients with TG levels >300 
mg/dL. 

Welchol may decrease the absorption 
of fat-soluble vitamins A, D, E, and K. 
Patients on vitamin supplements should 
take their vitamins at least 4 hours prior 
to Welchol. Caution should be exercised 
when treating patients with a susceptibil-
ity to vitamin K or fat-soluble vitamin 
deficiencies. 

Caution should also be exercised 
when treating patients with gastropare-
sis, gastrointestinal motility disorders, 
a history of major gastrointestinal tract 
surgery, and when treating patients with 
dysphagia and swallowing disorders. 

Welchol interacts with some drugs. 
Drugs with a known interaction with 
colesevelam (cyclosporine, glimepiri-
de, glipizide, glyburide, levothyroxine, 
olmesartan medoxomil, oral contracep-
tives [ethinyl estradiol, norethindrone], 
and metformin extended release [ER]) 
should be administered at least 4 hours 
prior to Welchol. Drugs that have not 
been tested for interaction with cole-
sevelam, especially those with a nar-
row therapeutic index, should also be 
administered at least 4 hours prior to 
Welchol. Alternatively, the physician 
should monitor drug levels of the co‐
administered drug. 

To avoid esophageal distress, Welchol 
for Oral Suspension should not be taken 
in its dry form. 

Due to tablet size, Welchol for Oral 
Suspension is recommended for, but not 
limited to, any patient who has difficulty 
swallowing tablets. 
Phenylketonurics: Welchol for Oral 
Suspension contains 48 mg phenylala-
nine per 3.75 gram dose. 

Adverse Reactions 
In clinical trials, the adverse reactions 
observed in ≥2% of patients, and more 
commonly with Welchol than placebo, 
regardless of investigator assessment of 
causality seen in: 
•  Adults with Primary Hyperlipidemia 

were: constipation (11.0% vs 7.0%), 
dyspepsia (8.3% vs 3.5%), nausea 
(4.2% vs 3.9%), accidental injury 
(3.7% vs 2.7%), asthenia (3.6% vs 
1.9%), pharyngitis (3.2% vs 1.9%), 
flu syndrome (3.2% vs 3.1%), rhinitis 
(3.2% vs 3.1%), and myalgia (2.1% 
vs 0.4%). 

•  Adult patients with Type 2 Diabetes 
were: constipation (8.7% vs 2.0%), 
nasopharyngitis (4.1% vs 3.6%), dys-
pepsia (3.9% vs 1.4%), hypoglyce-
mia (3.0% vs 2.3%), nausea (3.0% 
vs 1.4%), and hypertension (2.8% vs 
1.6%). 

Post‐marketing experience: Due to the 
voluntary nature of these reports it is not 
possible to reliably estimate frequency 
or establish a causal relationship: 
•  Increased seizure activity or decreased 

phenytoin levels have been reported in 
patients receiving phenytoin concomi-
tantly with Welchol. 

•  Reduced International Normalized 
Ratio (InR) has been reported in 
patients receiving warfarin concomi-
tantly with Welchol. 

•  Elevated thyroid-stimulating hormone 
(TSH) has been reported in patients 
receiving thyroid hormone replace-
ment therapy. 

•  Dysphagia has been reported with both 
tablet and oral suspension formula-
tions. 

Pregnancy 
Welchol is Pregnancy Category B.

Please see the Brief Summary 
of the Prescribing information 
for Welchol on adjacent pages. 
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WELCHOL (colesevelam hydrochloride)
Initial U.S. Approval: 2000

BRIEF SUMMARY: See package insert for full prescribing information.

1  INDICATIONS AND USAGE
      1.1  Primary Hyperlipidemia
      WELCHOL is indicated as an adjunct to diet and exercise to reduce ele-

vated low-density lipoprotein cholesterol (LDL-C) in adults with primary
hyperlipidemia (Fredrickson Type IIa) as monotherapy or in combination
with an hydroxymethyl-glutaryl-coenzyme A (HMG CoA) reductase
inhibitor (statin).

      WELCHOL is indicated as monotherapy or in combination with a statin to
reduce LDL-C levels in boys and postmenarchal girls, 10 to 17 years of
age, with heterozygous familial hypercholesterolemia if after an adequate
trial of diet therapy the following findings are present:

      a. LDL-C remains ≥ 190 mg/dL or
      b. LDL-C remains ≥ 160 mg/dL and 
      •  there is a positive family history of premature cardiovascular disease or
      •  two or more other CVD risk factors are present in the pediatric patient.
      Lipid-altering agents should be used in addition to a diet restricted in satu-

rated fat and cholesterol when response to diet and non-pharmacological
interventions alone has been inadequate [See Clinical Studies (14.1) in the
full prescribing information].

      In patients with coronary heart disease (CHD) or CHD risk equivalents such
as diabetes mellitus, LDL-C treatment goals are < 100 mg/dL. An LDL-C goal
of < 70 mg/dL is a therapeutic option on the basis of recent trial evidence.
If LDL-C is at goal but the serum triglyceride (TG) value is > 200 mg/dL,
then non-HDL cholesterol (non-HDL-C) (total cholesterol [TC] minus high
density lipoprotein cholesterol [HDL-C]) becomes a secondary target of
therapy. The goal for non-HDL-C in persons with high serum TG is set at
30 mg/dL higher than that for LDL-C.

      1.2  Type 2 Diabetes Mellitus
      WELCHOL is indicated as an adjunct to diet and exercise to improve

glycemic control in adults with type 2 diabetes mellitus [See Clinical Stud-
ies (14.2) in the full prescribing information].

      Diabetes mellitus is considered a CHD risk equivalent. In addition to
glycemic control, intensive lipid control is warranted [See Indications and
Usage (1.1) and Warnings and Precautions (5.2)]. 

      1.3  Important Limitations of Use
      •  WELCHOL should not be used for the treatment of type 1 diabetes or for

the treatment of diabetic ketoacidosis.
      •  WELCHOL has not been studied in type 2 diabetes as monotherapy or in

combination with a dipeptidyl peptidase 4 inhibitor and has not been
extensively studied in combination with thiazolidinediones.

      •  WELCHOL has not been studied in Fredrickson Type I, III, IV, and V 
dyslipidemias.

      •  WELCHOL has not been studied in children younger than 10 years of age
or in pre-menarchal girls.

4  CONTRAINDICATIONS
      WELCHOL is contraindicated in patients with
      •  A history of bowel obstruction [See Warnings and Precautions (5.4)]
      •  Serum TG concentrations >500 mg/dL [See Warnings and Precautions

(5.2)]
      •  A history of hypertriglyceridemia-induced pancreatitis [See Warnings

and Precautions (5.2)]
5  WARNINGS AND PRECAUTIONS

      5.1  General
      The effect of WELCHOL on cardiovascular morbidity and mortality has not

been determined.

      5.2  Serum Triglycerides 
      WELCHOL, like other bile acid sequestrants, can increase serum TG 

concentrations. 
      WELCHOL had small effects on serum TG (median increase 5% compared to

placebo) in trials of patients with primary hyperlipidemia [See Adverse Reac-
tions (6.1) and Clinical Studies (14.1) in the full prescribing information].  

      In clinical trials in patients with type 2 diabetes, greater increases in TG
levels occurred when WELCHOL was used in combination with sulfonyl -
ureas (median increase 18% compared to placebo in combination with 
sulfonylureas) and when WELCHOL was used in combination with insulin
(median increase 22% compared to placebo in combination with insulin)
[See Adverse Reactions (6.1) and Clinical Studies (14.2) in the full pre-
scribing information]. Hypertriglyceridemia of sufficient severity can cause
acute pancreatitis. The long-term effect of hypertriglyceridemia on the risk
of coronary artery disease is uncertain. In patients with type 2 diabetes,
the effect of WELCHOL on LDL-C levels may be attenuated by WELCHOL’s
effects on TG levels and a smaller reduction in non-HDL-C compared to the
reduction in LDL-C. Caution should be exercised when treating patients with
TG levels greater than 300 mg/dL. Because most patients in the WELCHOL

clinical trials had baseline TG <300 mg/dL, it is unknown whether patients
with more uncontrolled baseline hypertriglyceridemia would have greater
increases in serum TG levels with WELCHOL. In addition, the use of WELCHOL
is contraindicated in patients with TG levels >500 mg/dL [See Contraindica-
tions (4)]. Lipid parameters, including TG levels and non-HDL-C, should be
obtained before starting WELCHOL and periodically thereafter. WELCHOL
should be discontinued if TG levels exceed 500 mg/dL or if the patient
develops hypertriglyceridemia-induced pancreatitis [See Adverse Reactions
(6.1)].

      5.3  Vitamin K or Fat-Soluble Vitamin Deficiencies Precautions
      Bile acid sequestrants may decrease the absorption of fat-soluble vitamins

A, D, E, and K. No specific clinical studies have been conducted to evaluate
the effects of WELCHOL on the absorption of co-administered dietary or
supplemental vitamin therapy. In non-clinical safety studies, rats administered
colesevelam hydrochloride at doses greater than 30-fold the projected human
clinical dose experienced hemorrhage from vitamin K deficiency. Patients
on oral vitamin supplementation should take their vitamins at least 4 hours
prior to WELCHOL. Caution should be exercised when treating patients 
with a susceptibility to deficiencies of vitamin K (e.g., patients on warfarin,
patients with malabsorption syndromes) or other fat-soluble vitamins.

      5.4  Gastrointestinal Disorders
      Because of its constipating effects, WELCHOL is not recommended in

patients with gastroparesis, other gastrointestinal motility disorders, and in
those who have had major gastrointestinal tract surgery and who may be
at risk for bowel obstruction. Because of the tablet size, WELCHOL Tablets
can cause dysphagia or esophageal obstruction and should be used with
caution in patients with dysphagia or swallowing disorders. To avoid
esophageal distress, WELCHOL for Oral Suspension should not be taken in
its dry form. Always mix WELCHOL for Oral Suspension with water, fruit
juice, or diet soft drinks before ingesting.

      5.5  Drug Interactions
      WELCHOL reduces gastrointestinal absorption of some drugs. Drugs with

a known interaction with colesevelam should be administered at least 
4 hours prior to WELCHOL. Drugs that have not been tested for interaction
with colesevelam, especially those with a narrow therapeutic index, should
also be administered at least 4 hours prior to WELCHOL. Alternatively, the
physician should monitor drug levels of the co-administered drug [See
Drug Interactions (7) and Clinical Pharmacology (12.3) in the full prescrib-
ing information].

      5.6  Phenylketonurics
      WELCHOL for Oral Suspension contains 24 mg phenylalanine per 1.875 gram

packet and 48 mg phenylalanine per 3.75 gram packet [See Description
(11) in the full prescribing information].

6  ADVERSE REACTIONS
      6.1  Clinical Studies Experience
      Because clinical studies are conducted under widely varying conditions,

adverse reaction rates observed in the clinical studies of a drug cannot be
directly compared to rates in clinical studies of another drug and may not
reflect the rates observed in practice.

      In the lipid-lowering trials, 807 adult patients received at least one dose of
WELCHOL (total exposure 199 patient-years). In the type 2 diabetes trials,
566 patients received at least one dose of WELCHOL (total exposure 209
patient-years).

      In clinical trials for the reduction of LDL-C, 68% of patients receiving 
WELCHOL vs. 64% of patients receiving placebo reported an adverse reac-
tion. In clinical trials of type 2 diabetes, 60% of patients receiving WELCHOL
vs. 56% of patients receiving placebo reported an adverse reaction. 

      Primary Hyperlipidemia: In 7 double-blind, placebo-controlled, clinical tri-
als, 807 patients with primary hyperlipidemia (age range 18-86 years, 50%
women, 90% Caucasians, 7% Blacks, 2% Hispanics, 1% Asians) and ele-
vated LDL-C were treated with WELCHOL 1.5 g/day to 4.5 g/day from 4 to
24 weeks. 

Table 1
Placebo-Controlled Clinical Studies of WELCHOL for Primary Hyperlipidemia:
Adverse Reactions Reported in ≥ 2% of Patients and More Commonly than in
Patients Given Placebo, Regardless of Investigator Assessment of Causality
                                                                           Number of Patients (%)
                                                                        WELCHOL             Placebo
                                                                          N = 807               N = 258
Constipation                                                      89 (11.0)              18 (7.0)
Dyspepsia                                                         67   (8.3)             9 (3.5)
Nausea                                                              34   (4.2)              10 (3.9)
Accidental injury                                               30   (3.7)             7 (2.7)
Asthenia                                                            29   (3.6)             5 (1.9)
Pharyngitis                                                        26   (3.2)             5 (1.9)
Flu syndrome                                                    26   (3.2)             8 (3.1)
Rhinitis                                                              26   (3.2)             8 (3.1)
Myalgia                                                             17   (2.1)             1 (0.4)



      Pediatric Patients 10 to 17 Years of Age: In an 8-week double-blind,
placebo-controlled study boys and post-menarchal girls, 10 to 17 years of
age, with heterozygous familial hypercholesterolemia (heFH) (n=192), were
treated with WELCHOL tablets (1.9-3.8 g, daily) or placebo tablets [See
Clinical Studies (14.1) in the full prescribing information].

Table 2
Placebo-Controlled Clinical Study of WELCHOL for Primary Hyperlipidemia 

in heFH Pediatric Patients: Adverse Reactions Reported in ≥2% of Patients and
More Commonly than in Patients Given Placebo, Regardless of Investigator 

Assessment of Causality
                                                                           Number of Patients (%)
                                                                        WELCHOL              Placebo
                                                                          N = 129                 N = 65
Nasopharyngitis                                                  8 (6.2)                  3 (4.6)
Headache                                                            5 (3.9)                  2 (3.1)
Fatigue                                                                5 (3.9)                  1 (1.5)
Creatine Phosphokinase Increase                       3 (2.3)                  0 (0.0)
Rhinitis                                                                3 (2.3)                  0 (0.0)
Vomiting                                                              3 (2.3)                  1 (1.5)

      The reported adverse reactions during the additional 18-week open-label
treatment period with WELCHOL 3.8 g per day were similar to those during
the double-blind period and included headache (7.6%), nasopharyngitis
(5.4%), upper respiratory tract infection (4.9%), influenza (3.8%), and nau-
sea (3.8%) [See Clinical Studies (14.1) in the full prescribing information].

      Type 2 Diabetes Mellitus: The safety of WELCHOL in patients with type 2
diabetes mellitus was evaluated in 4 double-blind, 12-26 week, placebo-
controlled clinical trials. These trials involved 1128 patients (566 patients
on WELCHOL; 562 patients on placebo) with inadequate glycemic control
on metformin, sulfonylurea, or insulin when these agents were used alone
or in combination with other anti-diabetic agents. Upon completion of the
pivotal trials, 492 patients entered a 52-week open-label uncontrolled
extension study during which all patients received WELCHOL 3.8 g/day while
continuing background treatment with metformin, sulfonylurea, or insulin
alone or in combination with other anti-diabetic agents. 

      A total of 6.7% of WELCHOL-treated patients and 3.2% of placebo-treated
patients were discontinued from the diabetes trials due to adverse reactions.
This difference was driven mostly by gastrointestinal adverse reactions
such as abdominal pain and constipation. 

      One patient in the pivotal trials discontinued due to body rash and mouth
blistering that occurred after the first dose of WELCHOL, which may repre-
sent a hypersensitivity reaction to WELCHOL.

Table 3
Placebo-Controlled Clinical Studies of WELCHOL Add-on Combination 

Therapy with Metformin, Insulin, Sulfonylureas: Adverse Reactions Reported
in ≥2% of Patients and More Commonly than in Patients Given Placebo, 

Regardless of Investigator Assessment of Causality
                                                                           Number of Patients (%)
                                                                       WELCHOL                Placebo
                                                                         N = 566                  N = 562
Constipation                                                      49 (8.7)                  11 (2.0)
Nasopharyngitis                                                23 (4.1)                  20 (3.6)
Dyspepsia                                                         22 (3.9)                  8 (1.4)
Hypoglycemia                                                   17 (3.0)                  13 (2.3)
Nausea                                                              17 (3.0)                  8 (1.4)
Hypertension                                                    16 (2.8)                  9 (1.6)

      Hypertriglyceridemia: Patients with fasting serum TG levels above 500 mg/dL
were excluded from the diabetes clinical trials. In the phase 3 diabetes 
trials, 637 (63%) patients had baseline fasting serum TG levels less than
200 mg/dL, 261 (25%) had baseline fasting serum TG levels between 200
and 300 mg/dL, 111 (11%) had baseline fasting serum TG levels between
300 and 500 mg/dL, and 9 (1%) had fasting serum TG levels greater than
or equal to 500 mg/dL. The median baseline fasting TG concentration for
the study population was 172 mg/dL; the median post-treatment fasting
TG was 195 mg/dL in the WELCHOL group and 177 mg/dL in the placebo
group. WELCHOL therapy resulted in a median placebo-corrected increase
in serum TG of 5% (p=0.22), 22% (p<0.001), and 18% (p<0.001) when
added to metformin, insulin and sulfonylureas, respectively [See Warnings
and Precautions (5.2) and Clinical Studies (14.2) in the full prescribing
information]. In comparison, WELCHOL resulted in a median increase in
serum TG of 5% compared to placebo (p=0.42) in a 24-week mono therapy
lipid-lowering trial [See Clinical Studies (14.1) in the full prescribing 
information].

      Treatment-emergent fasting TG concentrations ≥500 mg/dL occurred in
4.1% of WELCHOL-treated patients compared to 2.0% of placebo-treated
patients. Among these patients, the TG concentrations with WELCHOL
(median 604 mg/dL; interquartile range 538-712 mg/dL) were similar to
that observed with placebo (median 644 mg/dL; interquartile range 

574-724 mg/dL). Two (0.4%) patients on WELCHOL and 2 (0.4%) patients
on placebo developed TG elevations ≥1000 mg/dL. In all WELCHOL clinical
trials, including studies in patients with type 2 diabetes and patients with
primary hyperlipidemia, there were no reported cases of acute pancreatitis
associated with hypertriglyceridemia. It is unknown whether patients with
more uncontrolled, baseline hypertriglyceridemia would have greater
increases in serum TG levels with WELCHOL [See Contraindications (4)
and Warnings and Precautions (5.2)].

      Cardiovascular adverse events: During the diabetes clinical trials, the inci-
dence of patients with treatment-emergent serious adverse events involving
the cardio vascular system was 3% (17/566) in the WELCHOL group and
2% (10/562) in the placebo group. These overall rates included disparate
events (e.g., myocardial infarction, aortic stenosis, and bradycardia); there-
fore, the significance of this imbalance is unknown.

      Hypoglycemia: Adverse events of hypoglycemia were reported based on
the clinical judgment of the blinded investigators and did not require con-
firmation with fingerstick glucose testing. The overall reported incidence of
hypoglycemia was 3.0% in patients treated with WELCHOL and 2.3% in
patients treated with placebo. No WELCHOL treated patients developed
severe hypoglycemia. 

      6.2  Post-marketing Experience
      The following additional adverse reactions have been identified during post-

approval use of WELCHOL. Because these reactions are reported voluntarily
from a population of uncertain size, it is generally not possible to reliably
estimate their frequency or establish a causal relationship to drug exposure.

      Drug Interactions with concomitant WELCHOL administration include:
      •  Increased seizure activity or decreased phenytoin levels in patients receiv-

ing phenytoin. Phenytoin should be administered 4 hours prior to WELCHOL.
      •  Reduced International Normalized Ratio (INR) in patients receiving war-

farin therapy. In warfarin-treated patients, INR should be monitored 
frequently during WELCHOL initiation then periodically thereafter.

      •  Elevated thyroid-stimulating hormone (TSH) in patients receiving thyroid
hormone replacement therapy. Thyroid hormone replacement should be
administered 4 hours prior to WELCHOL [See Drug Interactions (7)].

      Gastrointestinal Adverse Reactions
      Bowel obstruction (in patients with a history of bowel obstruction or resec-

tion), dysphagia (tablet and oral suspension formulations) or esophageal
obstruction (occasionally requiring medical intervention), fecal impaction,
pancreatitis, abdominal distension, exacerbation of hemorrhoids, and
increased transaminases.

      Laboratory Abnormalities
      Hypertriglyceridemia

7  DRUG INTERACTIONS
      Table 4 lists the drugs that have been tested in in vitro binding, in vivo

drug inter action studies with colesevelam and/or drugs with postmarketing
reports consistent with potential drug-drug interactions. Orally adminis-
tered drugs that have not been tested for interaction with colesevelam,
especially those with a narrow therapeutic index, should also be adminis-
tered at least 4 hours prior to WELCHOL. Alternatively, the physician should
monitor drug levels of the co-administered drug.

Table 4
Drugs Tested in In Vitro Binding or In Vivo Drug Interaction Testing 

or With Post-Marketing Reports 
Drugs with a known interaction with        cyclosporinec, glimepiridea, 
colesevelam: Decrease in exposure of     glipizidea, glyburidea, levothyroxinea, 
coadministered drug                                 olmesartan medoxomila, and oral 

                                                                   contraceptives containing ethinyl 
                                                                   estradiol and norethindronea

Drugs with a known interaction with        metformin extended release (ER)d

colesevelam: Increase in exposure of 
coadministered drug 
Drug(s) with postmarketing reports         phenytoina, warfarinb

consistent with potential drug-drug
interactions when coadministered with 
WELCHOL
Drugs that do not interact with                    aspirin, atenolol, cephalexin, 
colesevelam based on in vitro or                ciprofloxacin, digoxin, enalapril,
in vivo testing                                           fenofibrate, lovastatin, metformin,

metoprolol, phenytoina, pioglitazone,
rosiglitazone, quinidine, repaglinide,
sitagliptin, valproic acid, verapamil,
warfarinb

a Should be administered at least 4 hours prior to WELCHOL
b No significant alteration of warfarin drug levels with warfarin and WELCHOL coadminis-

tration in an in vivo study which did not evaluate warfarin pharmacodynamics (INR).
[See Post-marketing Experience (6.2)]

c Cyclosporine levels should be monitored and, based on theoretical grounds, cyclosporine
should be administered at least 4 hours prior to WELCHOL.

d Patients receiving concomitant metformin ER and colesevelam should be monitored for
clinical response as is usual for the use of anti-diabetes drugs. 



      In an in vivo drug interaction study, WELCHOL and warfarin coadministration
had no effect on warfarin drug levels. This study did not assess the effect of
WELCHOL and warfarin coadministration on INR. In post-marketing reports,
concomitant use of WELCHOL and warfarin has been associated with
reduced INR. Therefore, in patients on warfarin therapy, the INR should be
monitored before initiating WELCHOL and frequently enough during early
WELCHOL therapy to ensure that no significant alteration in INR occurs.
Once the INR is stable, continue to monitor the INR at intervals usually rec-
ommended for patients on warfarin [See Post-marketing Experience (6.2)].

8  USE IN SPECIFIC POPULATIONS
      8.1  Pregnancy
      Pregnancy Category B. There are no adequate and well-controlled studies

of colesevelam use in pregnant women. Animal reproduction studies in
rats and rabbits revealed no evidence of fetal harm. Requirements for vita-
mins and other nutrients are increased in pregnancy. However, the effect of
colesevelam on the absorption of fat-soluble vitamins has not been studied
in pregnant women. This drug should be used during pregnancy only if
clearly needed.  

      In animal reproduction studies, colesevelam revealed no evidence of fetal
harm when administered to rats and rabbits at doses 50 and 17 times the
maximum human dose, respectively. Because animal reproduction studies
are not always predictive of human response, this drug should be used in
pregnancy only if clearly needed.

      8.3  Nursing Mothers
      Colesevelam hydrochloride is not expected to be excreted in human milk

because colesevelam hydrochloride is not absorbed systemically from the
gastrointestinal tract.

      8.4  Pediatric Use
      The safety and effectiveness of WELCHOL as monotherapy or in combina-

tion with a statin were evaluated in children, 10 to 17 years of age with
heFH [See Clinical Studies (14.1) in the full prescribing information]. The
adverse reaction profile was similar to that of patients treated with placebo.
In this limited controlled study, there were no significant effects on growth,
sexual maturation, fat-soluble vitamin levels or clotting factors in the ado-
lescent boys or girls relative to placebo [See Adverse Reactions (6.1)].

      Due to tablet size, WELCHOL for Oral Suspension is recommended for 
use in the pediatric population. Dose adjustments are not required when
WELCHOL is administered to children 10 to 17 years of age. 

      WELCHOL has not been studied in children younger than 10 years of age
or in pre-menarchal girls.

      8.5  Geriatric Use
      Primary Hyperlipidemia: Of the 1350 patients enrolled in the hyperlipidemia

clinical studies, 349 (26%) were ≥65 years old, and 58 (4%) were ≥75 years
old. No overall differences in safety or effectiveness were observed between
these subjects and younger subjects, and other reported clinical experience
has not identified differences in responses between the elderly and younger
patients, but greater sensitivity of some older individuals cannot be ruled out.

      Type 2 Diabetes Mellitus: Of the 1128 patients enrolled in the four diabetes
studies, 249 (22%) were ≥65 years old, and 12 (1%) were ≥75 years old. 
In these trials, WELCHOL 3.8 g/day or placebo was added onto background
anti-diabetic therapy. No overall differences in safety or effectiveness were
observed between the elderly and younger patients, but greater sensitivity of
some older individuals cannot be ruled out.

      8.6  Hepatic Impairment
      No special considerations or dosage adjustments are recommended when

WELCHOL is administered to patients with hepatic impairment.

      8.7  Renal Impairment
      Type 2 Diabetes Mellitus: Of the 1128 patients enrolled in the four diabetes

studies, 696 (62%) had mild renal insufficiency (creatinine clearance 
[CrCl] 50-<80 mL/min), 53 (5%) had moderate renal insufficiency (CrCl 
30-<50 mL/min), and none had severe renal insufficiency (CrCl <30 mL/min),
as estimated from baseline serum creatinine using the Modification of Diet
in Renal Disease (MDRD) equation. No overall differences in safety or
effectiveness were observed between patients with CrCl <50 mL/min (n=53)
and those with a CrCl ≥50 mL/min (n=1075).

10  OVERDOSAGE
      Doses of WELCHOL in excess of 4.5 g/day have not been tested. Because

WELCHOL is not absorbed, the risk of systemic toxicity is low. However,
excessive doses of WELCHOL may cause more severe local gastrointesti-
nal effects (e.g., constipation) than recommended doses. 

17  PATIENT COUNSELING INFORMATION
      Dosing: Patients should be advised to take WELCHOL Tablets with a meal

and liquid. WELCHOL can be taken as 6 tablets once daily or 3 tablets
twice daily. Patients should be advised to take WELCHOL for Oral Suspension
as one 3.75 gram packet once daily or one 1.875 gram packet twice daily.
To prepare, empty the entire contents of one packet into a glass or cup.
Add ½ to 1 cup (4 to 8 ounces) of water, fruit juice, or diet soft drinks. Stir
well and drink. WELCHOL for Oral Suspension should be taken with meals.
To avoid esophageal distress, WELCHOL for Oral Suspension should not
be taken in its dry form. Always mix WELCHOL for Oral Suspension with
water, fruit juice, or diet soft drinks before ingesting [See Dosage and
Administration (2) in the full prescribing information].

      Drug interactions: Drugs with a known interaction with colesevelam (e.g.,
cyclosporine, glimepiride, glipizide, glyburide, levothyroxine, olmesartan
medoxomil, oral contraceptives) should be administered at least 4 hours
prior to WELCHOL. In an in vivo drug interaction study, there was no signif-
icant effect on the bioavailability of phenytoin; however, due to its narrow
therapeutic index and post-marketing reports consistent with potential
drug-drug interactions, phenytoin should be administered at least 4 hours
prior to WELCHOL. Drugs that have not been tested for interaction with
colesevelam, especially those with a narrow therapeutic index, should also
be administered at least 4 hours prior to WELCHOL. Alternatively the physi-
cian should monitor blood levels of the coadministered drug. Patients
receiving concomitant metformin ER and colesevelam should be monitored
for clinical response as is usual for the use of anti-diabetes drugs [See
Drug Interactions (7)].

      Gastrointestinal: WELCHOL can cause constipation. WELCHOL is contra -
indicated in patients with a history of bowel obstruction. WELCHOL is not
recommended in patients who may be at risk of bowel obstruction, includ-
ing patients with gastroparesis, other gastrointestinal motility disorders, 
or a history of major gastrointestinal surgery. Patients should be instructed
to consume a diet that promotes bowel regularity. Patients should be
instructed to promptly discontinue WELCHOL and seek medical attention if
severe abdominal pain or severe constipation occurs. Because of the tablet
size, WELCHOL Tablets can cause dysphagia or esophageal obstruction
and should be used with caution in patients with dysphagia or swallowing
disorders. To avoid esophageal distress, WELCHOL for Oral Suspension
should not be taken in its dry form. Always mix WELCHOL for Oral 
Suspension with water, fruit juice, or diet soft drinks before ingesting 
[See Warnings and Precautions (5.4)].

      Hypertriglyceridemia and pancreatitis: Patients should be instructed to
discontinue WELCHOL and seek prompt medical attention if the hallmark
symptoms of acute pancreatitis occur (e.g., severe abdominal pain with or
without nausea and vomiting) [See Warnings and Precautions (5.2)].

      17.1 Primary Hyperlipidemia: 
      Patients should be advised to adhere to their National Cholesterol Education

Program (NCEP)-recommended diet. 

      17.2 Type 2 Diabetes Mellitus: 
      General: Patients should be advised that it is important to adhere to

dietary instructions, a regular exercise program, and regular testing of
blood glucose.

      Hypertriglyceridemia and cardiovascular disease: Patients receiving a
sulfonyl urea or insulin should be informed that WELCHOL may increase
serum triglyceride concentrations and that the long-term effect of hyper-
triglyceridemia on the risk of coronary artery disease is uncertain [See
Warnings and Precautions (5.2)].
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