HIGHLIGHTS OF PRESCR IBING INFORMATION

These highlights do not include all the information needed to use
TANZEUM safely and effectively. See fuprescribing information for
TANZEUM .

TANZEUM (albiglutide) for injection, for subcutaneous use
Initial U.S. Approval: 2014

WARNING: RISK OF THY ROID C-CELL TUMORS
See full prescribing information for complete boxed warning.

1 Carcinogenicity of albiglutide could not be assessed in rodents,
but other glucagonlike peptide-1 (GLP-1) receptor agonists have
caused thyroidC-cell tumors in rodents at clinically relevant
exposures. Human relevance of GLA receptor-agonistinduced
C-cell tumors in rodents has not been determined. It is unknown
whether TANZEUM causes thyroid Gcell tumors, including
medullary thyroid carcinoma (MTC), in humans. (5.1, 13.1)

1 TANZEUM is contraindicated in patients with a personal or
family history of MTC or in patients with Multiple Endocrine
Neoplasia syndrome type 2 (MEN 2). Counsel patients regarding
the potential risk of MTC and symptoms of tyroid tumors. (4.1,
5.1)

RECENT MAJOR CHANGES

Contraindications (4) 8/2017
Warnings and Precautions (5.4) 8/2017
Warnings and Precautionscute Kidney Injury(5.5) 12/2017

INDICATIONS AND USAGE

TANZEUM is a GLR1 receptor agonishdicated as andjunct to diet and
exercise to improve glycemic control in adults with type 2 diabetes mellitus.

@

Limitations of Use:
1 Not recommended as firfihe therapy for patients inadequately controlled
on diet and exercise. (1, 5.1)
1 Has not been studied in patte with a history of pancreatitis. Consider
other antidiabetic therapies in patients with a history of pancreatitis. (1, 5.2)
1 Not for treatment of type 1 diabetes mellitus or diabetic ketoacidosis. (1)
1 Not for patients with prexisting severe gastrointesl disease. (1)
1 Has not been studied in combination with prandial insulin. (1)

------------------------- DOSAGE AND ADMINISTRATION
1 Administer once weekly at any time of day, without regard to meals. (2.1)
1 Inject subcutaneously in the abdomen, thigh, or upper arm. (2.1)

1 Initiate at 30mg subcutaneously once weekly. Dose can be increased to
50mg once weekly in patients requiring additional glycemic control. (2.1)

1 If a dose is missed, administer withiml8ys of missed dose. (2.1)

9 See Full Prescribing Information and Patientrdmstions for Use for
reconstitution of lyophilized powder and administration. (2.4, 2.5, 17)

----------------------- DOSAGE FORMS AND STRENGTHS ------nnnmmmmeeemmnav
For injection: 30mg or 50mg in a singledose Pen. (3)

CONTRAINDICATIONS

1 TANZEUM is contraindicated in patients with a persondionily history
of medullary thyroid carcinoma or in patients with Multiple Endocrine
Neoplasia syndrome type 2)(4

1 TANZEUM is contraindicated in patients with a pregrious
hypersensitivity reaction to albiglutide or any of the productmaments.
(4,5.9

------------------------- WARNINGS AND PRECAUTIONS ----------nmmmmmmmeemeeee

9 Thyroid GCell Tumors:See Boxed Warning. (5.1)

1 AcutePancreatitisDiscontinue promptly if suspected. Do not restart if
confirmed. Consider other antidiabetic therapies in patients with a history
of pancreatitis. (5.2)

1 Hypoglycemia Can occur when used in combination with insulin
secretagogues (e.g., sulfonylureas) or insulin. Consider lowering
sulfonylurea or insulin dosage when starting TANZEUM. (5.3)

1 Hypersensitivity Reaction8erious hypersensitivity reactions (e.g.,
argioedema) have occurrediscontinue TANZEUMandpromptlyseek
medical advice(5.4)

1 Acute Kidney Injury Postmarketingaseof worsening renal function and
acute renal injury, some requiring hemodialysis, have occuvteditor
renal function in patientsith renal impairment reporting severe adverse
gastrointestinal reactiorand alvise patients to avoid fluid depletia.5)

1 Macrovascular Outcome$here have been no clinical trials establishing
conclusive evidence of macrovascular risk reduction WANZEUM.

(5.6)

ADVERSE REACTIONS
Adverse reactionsrpor t ed i n O5% OTANFEWM i ent s
and more frequently than in patients on placebo were upper respiratory
tract infection, diarrhea, nausea, injection site reaction, cough, back pain,
arthralgia, sinusitis, and influenza. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact
GlaxoSmithKline at 1-888-825-5249 or FDA at :800-FDA-1088 or
www.fda.gov/medwatch

DRUG INTERACTIONS
TANZEUM delays gastric emptying. May impact absorption of concomitantly
adminstered oral medications. (7)

------------------------- USE IN SPECIFIC POPULATIONS -----------m-mmmmememeeae
1 PregnancyTANZEUM may cause fetal harm; only use if potential benefit
justifies potential risk to fetus. (8.1)
1 Acute Kidney Injury No dosage adjustment recommended. Monitor renal
function in paténts with renal impairment reporting severe adverse
gastrointestinal reactions. (5.5, 8.6)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.
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FULL PRESCRIBING INFORMATION

WARNING: RISK OF THYROID C -CELL TUMORS

1 Carcinogenicity of albiglutide could not be assessed in rodents, but other glucagbke
peptide-1 (GLP-1) receptor agonists have caused thyroid €ell tumors in rodents at
clinically relevant exposures. Human relevance of GLR receptoragonistinduced G
cell tumors in rodents has not been determined. It is unknown whether TANZEUM
causes hiyroid C-cell tumors, including medullary thyroid carcinoma (MTC), in
humans[see Warnings and Precautions (5.1), Nonclinical Toxicology (13.1)]

1 TANZEUM is contraindicated in patients with a personal or family history of MTC or
in patients with Multiple E ndocrine Neoplasia syndrome type 2 (MEN 2). Counsel
patients regarding the potential risk of MTC with the use of TANZEUM and inform
them of the symptoms of thyroid tumors (e.g., mass in the neck, dysphagia, dyspnea,
persistent hoarseness). Routine monitang of serum calcitonin or using thyroid
ultrasound monitoring is of uncertain value for early detection of MTC in patients
treated with TANZEUM [see Contraindications (4.1), Warnings and Precautions (5.1)]

1 INDICATIONS AND US AGE

TANZEUM is indicated asraadjunct to diet and exercise to improve glycemic control in adults
with type 2 diabetes mellitysee Clinical Studies (14)].

Limitations of Use:

1 TANZEUM is not recommended as fiigte therapy for patients inadequately controlled on
diet and exercisedrause of the uncertain relevance of the rodecglQumor findings to
humans. Prescribe TANZEUM only to patients for whom the potential benefits are
considered to outweigh the potential rjske Warnings and Precautions (5.1)]

1 TANZEUM has not been stiied in patients with a history of pancreatjise Warnings and
Precautions (5.2)]Consider other antidiabetic therapies in patients with a history of
pancreatitis.

1 TANZEUM is not indicated in the treatment of patients with type 1 diabetes mellitas or f
the treatment of patients with diabetic ketoacidoBfNZEUM is not a substitute for insulin
in these patients.

1 TANZEUM has not been studied in patients with severe gastrointestinal disease, including
severe gastroparesis. The use of TANZEUM is naimenended in patients with pre
existing severe gastrointestinal diseps® Adverse Reactions (6.1)].

1 TANZEUM has not been studied in combination with prandial insulin.



2 DOSAGE AND ADMINIS TRATION
2.1 Dosage

The recommended dosageT®NZEUM is 30mg onceweekly given as a subcutaneous
injection in the abdomen, thigh, or upper arm region. The dosage may be increasedjto 50
once weekly if the glycemic response is inadequate.

TANZEUM may be administered at any time of day without regard to meals. Insatigntpg to
administelTANZEUM once a week on the same day each week. The day of weekly
administration may be changed if necessary as long as the last dose was administered 4 or more
days before.

If a dose is missed, instruct patients to administer asaopossible within 8ays after the
missed dose. Thereafter, patients can resume dosing on their usual day of admini§itason.
more than 3lays after the missed dose, instruct patients to wait until their next regularly
scheduled weekly dose.

2.2  Concomitant Use with an Insulin Secretagogue (e.g., Sulfonylurea) or with Insulin

When initiatingTANZEUM, consider reducing the dosage of concomitantly administered insulin
secretagogues (e.g., sulfonylureas) or insulin to reduce the risk of hypoglysem/arnings
and Precautions (5.3)]

2.3  Reconstitution of the Lyophilized Powder

The lyophilized powder contained within the Pen must be reconstituted prior to administration.
See Patient Instructions for Use for complete administration instructionglustnations. The
instructions may also be found at www.TANZEUM.cdnstruct patients as follows:

Pen Reconstitution
a) Hold the Pen body with the clear cartridge pointing up to see the [1] in the number window.

b) To reconstitute the lyophilized powder witietdiluent in the Pen, twist the clear cartridge on
the Pen in the direction of the arrow until
[2] is seen in the number window. This mixes the diluent with the lyophilized powder.

c) Slowly and gently rockhe Pen sid¢o-side 5 times to mix the reconstituted solution of
TANZEUM. Advise the patient to not shake the Pen hard to avoid foaming.

d) Wait 15minutes for the 3@ng Pen and 3fhinutes for the 50ng Pen to ensure that the
reconstituted solution is mixed

Preparing Pen for Injection

e) Slowly and gently rock the Pen sitleside 5 additional times to mix the reconstituted
solution.

f) Visually inspect the reconstituted solution in the viewing window for particulate matter. The
reconstituted solution will be ylelw in color. After reconstitution, use TANZEUM within
8 hours.



g) Holding the Pen upright, attach the needle to the Pen by pushing it straight down until there
is a click and the needle snaps into place. Gently tap the clear cartridge to bring large bubbles
to the top.

SeeDosage and Administration (2.8r important administration instructions, including the
injection procedure.

Alternate Method of Reconstitution (Healthcare Professional Use Only)

The Patient Instructions for Use provide directions forpiagent to wait 13ninutes for the 30
mg Pen and 3finutes for the 50ng Pen after the lyophilized powder and diluent are mixed to
ensure reconstitution.

Healthcare professionals may utilize the following alternate method of reconstitution. Because
this method relies on appropriate swirling and visual inspection of the solution, it should only be
performed by healthcare professionals.

a) Follow Step A (Inspect Your Pen and Mix Your Medication) in the Instructions for
Use. Make sure you have:

1 Inspected the Peor [1] in the number window and expiration date.

T Twisted the clear cartridge until [ 2] appe
is heard. This combines the medicine powder and liquid in the clear cartridge.

b) Hold the Pen with the clear cartridge poigtump and maintain this orientation
throughout the reconstitution.

c) Gently swirl the Pen in small circular motions for at least one minute. Avoid
shaking as this can result in foaming, which may affect the dose.

d) Inspect the solution, and if needed, contitmugently swirl the Pen until all the
powder is dissolved and you see a clear yellow solution that is free of particles. A
small amount of foam, on top of the solution at the end of reconstitution, is normal.

1 For 30mg Pen: Complete dissolution usually ocwithin 2minutes but may
take up to Sninutes, as confirmed by visual inspectitor a clear yellow
solution free of particles.

1 For 58mg Pen: Complete dissolution usually occurs withimiutes but may
take up to 10ninutes.

e) After reconstitution, cotinue to follow the steps in the Instructions for Use, starting
at Step B: Attach the Needle.

24  Important Administration Instructions
Instruct patients as follows:
1 The pen should be used within 8 hours of reconstitution prior to attaching the needle.

1 After attaching the supplied needle, remove air bubbles by slowly twisting the Pen until you
see the [3] in the number window. At the same time, the injection button will be
automatically released from the bottom of the Pen.

4



1 Use immediately after the needieattached and primed. The product can clog the needle if
allowed to dry in the primed needle.

1 After subcutaneously inserting the needle into the skin in the abdomen, thigh, or upper arm
region, press the injection button. Hold the injection button yntilu  hear a fAcl i ¢c k0O
hold the button for 5 additional seconds to deliver the full dose.

When usingTANZEUM with insulin, instruct patients to administer as separate injections and to
never mix the products. It is acceptable to infp&BNZEUM and insllin in the same body region
but the injections should not be adjacent to each other.

When injecting in the same body region, advise patients to use a different injection site each
week. TANZEUM must not be administered intravenously or intramuscularly.

3 DOSAGE FORMS AND STRENGTHS

TANZEUM is supplied as follows:

1 For injection: 36mg lyophilized powder in a singlgose Pen (pen injector) for
reconstitution.

1 For injection: 50mg lyophilized powder in a singlgose Pen (pen injector) for
reconstitution.

4 CONTRAINDICATIONS
1 Medullary Thyroid Carcinoma

TANZEUM is contraindicated in patients with a personal or family historpedullary thyroid
carcinoma M TC) or in patients wittMultiple Endocrine Neoplasia syndrome typeVZEN 2)
[see Warnings and Precautiofs.1)].

i Hypersensitivity

TANZEUM is contraindicated in patients with a prior serious hypersensitivity reaction to
albiglutide or to any of the product compone@srious hypersensitivity reactions including
angioedema have been reported with TANZE{#deWarnings and Precautions (5.4)]

5 WARNINGS AND PRECAUTIONS
5.1 Risk of Thyroid C-Cell Tumors

Carcinogenicity of albiglutide could not be assessed in rodents due to the rapid development of
drug-clearing, antdrug antibodie$see Nonclinical Toxicology @.1)]. Other GLP1 receptor
agonists have caused dastated and treatmdrdurationdependent thyroid €ell tumors
(adenomas or carcinomas) in rodents. Human relevance oflG&&eptoragonistinduced G

cell tumors in rodents has not been determinad.ubknown whether TANZEUM causes

thyroid Gcell tumors, including MTC, in humarsee Boxed Warning, Contraindications (4.1)]

Across 8 Phase lll clinical tria[see Clinical Studies (14)MTC was diagnosed in 1 patient
receiving TANZEUM and 1 patiemeceiving placebo. Both patients had markedly elevated
serum calcitonin levels at baseline. Cases of MTC in patients treated with liraglutide, another

5



GLP-1 receptor agonist, have been reported in the postmarketing period; the data in these reports
are ingifficient to establish or exclude a causal relationship between MTC and @Gdeptor
agonist use in humans.

TANZEUM is contraindicated in patients with a personal or family history of MTC or in patients
with MEN 2. Counsel patients regarding the potémisk for MTC with the use of TANZEUM

and inform them of symptoms of thyroid tumors (e.g., a mass in the neck, dysphagia, dyspnea, or
persistent hoarseness).

Routine monitoring of serum calcitonin or using thyroid ultrasound is of uncertain value for earl
detection of MTC in patients treated with TANZEUM. Such monitoring may increase the risk of
unnecessary procedures due to the low specificity of serum calcitonin testing for MTC and a

high background incidence of thyroid disease. Significantly elevatesinscalcitonin may

indicate MTC and patients with MTC usually have calcitonin valuesng®o. If serum

calcitonin is measured and found to be elevated, the patient should be further evaluated. Patients
with thyroid nodules noted on physical examinatiomeck imaging should also be further

evaluated.

5.2  Acute Pancreatitis
In clinical trials, acute pancreatitis has been reported in association with TANZEUM.

Across 8 Phase lll clinical tria[see Clinical Studies (14)pancreatitis adjudicated as likely
related to therapy occurred more frequently in patients receiving TANZEUM (6 of 2,365 [0.3%)])
than in patients receiving placebo (0 of 468 [0%]) or active comparators (2 of 2,062 [0.1%)]).

After initiation of TANZEUM, observe patients carefully for signsdasymptoms of pancreatitis
(including persistent severe abdominal pain, sometimes radiating to the back and which may or
may not be accompanied by vomitinff)pancreatitis is suspected, promptly discontinue
TANZEUM. If pancreatitis is confirmed, TANZEUMhould not be restarted.

TANZEUM has not been studied in patients with a history of pancreatitis to determine whether
these patients are at increased risk for pancreatitis. Consider other antidiabetic therapies in
patients with a history of pancreatitis.

5.3  Hypoglycemia with Concomitant Use of Insulin Secretagogues or Insulin

The risk of hypoglycemia is increased whgRkNZEUM is used in combination with insulin
secretagogues (e.g., sulfonylureas) or insulin. Therefore, patients may require a lower dose of
sulfonylurea or insulin to reduce the risk of hypoglycemia in this sgte®Posage and
Administration (2.2)Adverse Reactions (6.1)]

5.4  Hypersensitivity Reactions

Serious hypersensitivity reactions (including angioedema and generalized pruritastandh
dyspnea) have been reported with TANZEUM. If hypersensitivity reactions occur, discontinue
use of TANZEUM,; treat promptly per standard of care, and monitor until signs and symptoms
resolve. Do not use in patients with a previous hypersensitaaigtion to TANZEUM[see
Contraindications (4)]



Anaphylaxis and angioedema have been reported with otherlGé&€eptor agonists. Use

caution in a patient with a history of anaphylaxis or angioedema with anothet @deptor
agonist because it is unkmo whether such patients will be predisposed to these reactions with
TANZEUM.

5.5 Acute Kidney Injury

There have been postmarketing cases of worsening renal function and acute kidney injury in
patients treated with TANZEUM, some of which required hemosislysome of the
postmarketing events were reported in the absence of gastrointestinal adverse @atiions
patients without known underlying renal disease

In a trial of TANZEUM in patients with renal impairmefsee Clinical Studies (14.3)the

frequency of such gastrointestinal reactions increased as renal function dgssiaédse in

Specific Populations (8.6)Because these reactions may worsen renal function, use caution
when initiating or escalating doses of TANZEUM in patients with renal immeant and/or in

those reporting severe gastrointestinal symptoms. Advise patients treated with TANZEUM of the
potential risk of dehydration in relation to gastrointestinal side effects and to take precautions to
avoid fluid depletiorijsee Use in Specifieopulations (8.6)].

5.6  Macrovascular Outcomes

There have been no clinical trials establishing conclusive evidence of macrovascular risk
reduction with TANZEUM

6 ADVERSE REACTIONS

The following serious reactions are described below or elsewhere in sueilpirey information:
1 Risk of Thyroid GCell Tumorgsee Warnings and Precautions (5.1)]

1 Acute Pancreatitisee Warnings and Precautions (5.2)]

1 Hypoglycemia with Concomitant Use of Insulin Secretagogues or IfsenWarnings and
Precautions (5.3)]

1 Hypersensitivity Reactionfsee Warnings and Precautions (5.4)]
1 Renal Impairmenfsee Warnings and Precautions (5.5)]
6.1  Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in thelinical trials of a drug cannot be directly compared with rates in the clinical
trials of another drug and may not reflect the rates observed in practice.

Pool of Placeba&ontrolled Trials

The data in Table 1 are derived from 4 placebntrolled trials. ANZEUM was used as
monotherapy in 1 trial and as add therapy in 3 trialgsee Clinical Studies (14)[These data
reflect exposure of 923 patients to TANZEUM and a mean duration of exposure to TANZEUM
of 93weeks. The mean age of participants wagesss, 1% of participants were Agars or

older and 53% of participants were male. The population in these studies was#8%43%
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African/African American, 7% Asian, and 29% Hispanic/LatiAbbaseline, the population had
type 2 diabetes for an average/gears and had a mean HbAlc of 8.1%. At baseline, 17% of
the population in these studies reported peripheral neuropathy and 4% reported retinopathy.
Baseline estimated renal function was normal or mildly impaired (eGFR:60in/1.73m?)

in 91% of thestudy population and moderately impaired (eGFR 30 tmbBnin/1.73m?) in

9%.

Table 1 shows common adverse reactions excluding hypoglycemia associated with the use of
TANZEUM in the pool of placebaontrolled trials. These adverse reactions were notiprase
baseline, occurred more commonly on TANZEUM than on placebo, and occurred in at least 5%
of patients treated with TANZEUM.

Table 1. Adverse Reactins in PlacebeCont r ol | ed Tri als Reported
Treated with TANZEUM 2
Placebo TANZEUM
(n=468) (n=923)
Adverse Reaction % %
Upper respiratory tract infection 13.0 14.2
Diarrhea 10.5 13.1
Nausea 9.6 111
Injection site reactich 2.1 10.5
Cough 6.2 6.9
Back pain 5.8 6.7
Arthralgia 6.4 6.6
Sinusitis 5.8 6.2
Influenza 3.2 5.2

Adverse reactions reported inclutt®seoccurring with the use of glycemic rescue
medications which includeahetformin (17% for placebo and 10% for TANZEY&ind
insulin (24% for placebo and 14% for TANZEUM).

b See below for other events of injection site reactions reported.

Gastrointestinal Adverse Reactioris:the pool of placebaontrolled trials, gastrointestinal
complaints occurred more frequently amguagients receiving TANZEUM (39%) than patients
receiving placebo (33%). In addition to diarrhea and nausea (see Table 1), the following
gastrointestinal adverse reactions also occurred more frequently in patients receiving
TANZEUM: vomiting (2.6% versus.2% for placebo versus TANZEUM), gastroesophageal
reflux disease (1.9% versus 3.5% for placebo versus TANZEUM), and dyspepsia (2.8% versus
3.4% for placebo versus TANZEUM). Constipation also contributed to the frequently reported
reactionslin the group teated with TANZEUM, investigators graded the severity ofgattions

as fimi 1l do in 56% of cases
Discontinuation due to Gl adverse reactions occurred in 2% of individuals on TANZEUM or
placebo.

Injection Site Reactiondn the pool of placeboontrolled trials, injection site reactions occurred
more frequently on TANZEUM (18%) than on placebo (8%). In addition to therfiejaction

site reaction (see Table 1), the following other types of injectsite reactions also occurred

more frequently on TANZEUM: injection site hematoma (1.9% versus 2.1% for placebo versus

8
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TANZEUM ), injection site erythema (0.4% versus 1.7% for placebo versus TANZEUM),

injection site rash (0% versus 1.4% for placebo ver&ANZEUM), injection site

hypersensitivity (0% versus 0.8% for placebo versus TANZEUM), and injection site hemorrhage
(0.6% versus 0.7% for placebo versus TANZEUM). Injection site pruritus also contributed to the
frequently reported reactionshe majorityd i nj ecti on site reactions
investigators in both groups (73% for TANZEUM versus 94% for placebo). More patients on
TANZEUM than on placebo: discontinued due to an injection site reaction (2% versus 0.2%),
experienced more than 2aaions (38% versus 20%), had a reaction judged by investigators to

be Aimoderateodo or h,amdvequired dcaloRsysemiv teeatrmamtor thedo)
reactions (36% versus 11%).

Pool of Placeboand ActiveControlled Trials

The occurrence of adkse reactions was also evaluated in a larger pool of patients with type 2
diabetes participating infflacebe and activecontrolled trialsThese trials evaluated the use of
TANZEUM as monotherapy, as ata therapy to oral antidiabetic agents, and ascedherapy

to basal insulirjsee Clinical Studies (14)]n this pool, a total of 2,116 patients with type 2
diabetes were treated with TANZEUM for a mean duration of/@&ks. The mean age of
patients treated with TANZEUM was %gars 1.5% of the popul#on in these studies was
75years or older and 51% of participants were male. Faglyt percent of patients were white,
15% African/African American, 9% Asian, and 26% were Hispanic/Latino. At baseline, the
population had diabetes for an average pédts and had a mean HbAlc of 8.2%. At baseline,
21% of the population reported peripheral neuropathy and 5% reported retinopathy. Baseline
estimated renal function was normal or mildly impaired (eGFRmBONIN/1.73m?) in 92% of

the population and moderatémpaired (eGFR 30 to 6@1L/min/1.73m?) in 8% of the

population

In the pool of placebaand activecontrolled trials, the types and frequessof common adverse
reactions excluding hypoglycemia were similar to those listed in Table 1.

Other Adverse Ractions

HypoglycemiaThe proportion of patients experiencing at least one documented symptomatic
hypoglycemic episode on TANZEUM and the proportion of patients experiencing at least one
severe hypoglycemic episode on TANZEUM in clinical trigkse Clinial Studies (14)]s

shown in Table 2. Hypoglycemia was more frequent when TANZEUM was added to
sulfonylurea or insulifisee Warnings and Precautions (5.3)]



Table 2. Incidence (%) of Hypoglycemia in Clinical Trials of TANZEUM?

TANZEUM
Monotherapy® Placebo 30 mg Weekly
(52 Weeks) n=101 n=101
Documented symptomatic 2% 2%
Severé - -
In Combination with Metformin Trial Placebo TANZEUM
(104 Weeks) n=101 n =302
Documented symptomatic 4% 3%
Severe - -
In Combination with Pioglitazone + Placebo TANZEUM
Metformin (52 Weeks) n=151 n =150
Documented symptomatic 1% 3%
Severe - 1%
In Combination with Metformin and Placebo TANZEUM
Sulfonylurea (52 Weeks) n=115 n=271
Documented symptomatic 7% 13%
Severe - 0.4%
In Combination with Insulin Lispro TANZEUM
Insulin Glargine (26 Weeks) n=281 n =285
Documented symptomatic 30% 16%
Severe 0.7% -
In Combination with Insulin Glargine TANZEUM
Metformin + Sulfonylurea (52 Weeks) n=241 n = 504
Documented symptomatic 27% 17%
Severe 0.4% 0.4%
In Combination with OADs in Renal Sitagliptin TANZEUM
Impairment (26 Weeks) n = 246 n =249
Documented symptomatic 6% 10%
Severe 0.8% -

OAD = Oral antidiabetic agents.

& Data presented are to the primary endpoint and include only events occurtiregapy with
randomized medications and excludes events occurring after use of glycemic rescue

medications (i.e., primarily metformin or insulin).

In this trial, no documented symptomatic or severe hypoglycemasaeported for
TANZEUM 50 mg and these d¢ia are omitted from the table.

¢ Pl asma gl ucos e mgdlandpresenceat hipoghyce@i ymptoms.

(sitagliptin).

Pneumoniain the pool of 7 placeband activecontrolled trials, the adverse reaction of
pneumonia was reported more frequently in patients receiving TANZEUM (1.8%) than in

1C

Event requiring another person to administer a resuscitative action.
¢ Rate of documented symptomatic hypoglycemia for active controls 18¥eglide) and 2%




patients in the altomparators group (0.8%). Mocases of pneumonia in the group receiving
TANZEUM were serious (0.4% for TANZEUM versus 0.1% for all comparators).

Atrial Fibrillation/ Flutter: In the pool of 7 placeb@and activecontrolled trials, adverse

reactions of atrial fibrillation (1.0%) andre flutter (0.2%) were reported more frequently for
TANZEUM than for all comparators (0.5% and 0%, respectivéylhoth groups, patients with

events were generally male, older, and had underlying renal impairment or cardiac disease (e.g.,
history of arhythmia, palpitations, congestive heart failure, cardiomyopathy, etc.).

Appendicitis:In the pool of placebcand activecontrolled trials, serious events of appendicitis
occurred in 0.3% of patients treated with TANZEUM compared with 0% among all cdonsara

Consistent with the high homology of albiglutide with human @l fhe majority of patients
(approximately 79%) with antlbiglutide antibodies also tested positive for-&sitiP-1
antibodies; none were neutralizing. A minority of patients (appraeiyna7%) who tested
positive for antialbiglutide antibodies also transiently tested positive for antibodies to human
albumin.

The detection of antibody formation is highly dependent on the sensitivity and specificity of the
assay. Additionally, the obsaxd incidence of antibody (including neutralizing antibody)

positivity in an assay may be influenced by several factors including assay methodology, sample
handling, timing of sample collection, concomitant medications, and underlying disease. For
these rasons, the incidence of antibodies to albiglugdenot be directly compared witie

incidence of antibodies of other products.

Liver Enzyme Abnormalitiesn the pool of placebaand activecontrolled trials, a similar
proportion of patients experiencatlleast one event of alanine aminotransferase (ALT) increase
of 3-fold or greater above the upper limit of normal (0.9% and 0.9% for all comparators versus
TANZEUM). Three subjects on TANZEUM and one subject in theathparator group
experienced at lsaone event of ALT increase of-i6ld or greater above the upper limit of
normal In one of the 3 cases an alternate etiology was identified to explain the rise in liver
enzyme (acute viral hepatitis). In one case, insufficient information was obtaiesthblish or
refute a drugelated causality. In the third caséevation in ALT (10 times the upper limit of
normal) was accompanied by an increase in total bilirubin (4 times the upper limit of normal)
and occurred 8ays after the first dose ®#ANZEUM. The etiology of hepatocellular injury was
possibly related to TANZEUM but direct attribution to TANZEUM was confounded by the
presence of gallstone disease diagnosed on ultrasound 3 weeks after the event.

Gamma Glutamyltransferase (GGT) Increasethe pool of placeba@ontrolled trials, the
adverse event of increased GGT occurred more frequently in the group treated with TANZEUM
(0.9% and 1.5% for placebo versus TANZEUM).

Heart Rate Increasdn the pool of placebaontrolled trials, mean heart ratepatients treated
with TANZEUM was higher by an average of 1 tb@am compared with mean heart rate in
patients treated with placebo across study visits. Thetkenng clinical effects of the increase in
heart rate have not been establisfsed Warnings ad Precautions (5.6)]
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6.2 Immunogenicity

Consistent with the potentially immunogenic properties of protein and peptide pharmaceuticals,
patients treated with TANZEUM may develop aailtbiglutide antibodies. The detection of

antibody formation is highly geendent on the sensitivity and specificity of the assay.

Additionally, the observed incidence of antibody (including neutralizing antibody) positivity in

an assay may be influenced by several factors including assay methodology, sample handling,
timing of sample collection, concomitant medications, and underlying disease. For these reasons,
the incidence of antibodies to albiglutide in the studies described below cannot be directly
compared with the incidence of antibodies in other studies or to othercgsodu

In the pool of 7 placeband activecontrolled trials, 116 (5.5%) of 2,098 patients exposed to
TANZEUM tested positive for antalbiglutide antibodies at any time during the trials. None of
these antibodies were shown to neutralize the activitybaglatide in an in vitro bioassay.

6.3  Postmarketing Experience

The following adverse reactions have been identified duringgmsbval use cf ANZEUM.
Because these reactions are reported voluntarily from a population of uncertain size, it is not
always possible to reliably estimate their frequency or establish a causal relationship to drug
exposure.

Angioedema.

7 DRUG INTERACTIONS

TANZEUM did not affect the absorption of orally administered medications tested in clinical
pharmacology studies to anyritially relevant degrefsee Clinical Pharmacology (12.3)]
However, TANZEUM causes a delay of gastric emptying, and thereby has the potential to
impact the absorption of concomitantly administered oral medications. Caution should be
exercised when oral d&ations are concomitantly administered with TANZEUM.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Pregnancy Category C

There are no adequate and weghtrolled studies of TANZEUM in pregnant women.

Nonclinical studies have shown reproductive toxicity, ot teratogenicity, in mice treated with
albiglutide at up to 39 times human exposure resulting from the maximum recommended dose of
50 mg/week, based on AU[See Nonclinical Toxicology (13.1, 13.3)JANZEUM should not

be used during pregnancy unless éxpected benefit outweighs the potential risks.

Due to the long washout period for TANZEUM, consider stopping TANZEUM at |le@strith
before a planned pregnancy.

There are no data on the effects of TANZEUM on human fertility. Studies in mice showed no
effects on fertility[see Nonclinical Toxicology (13.1)[The potential risk to human fertility is
unknown.
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8.3  Nursing Mothers
There are no adequate data to support the use of TANZEUM during lactation in humans.

It is not known if TANZEUM is excreted intouman milk during lactation. Given that
TANZEUM is an albumirbased protein therapeutic, it is likely to be present in human milk.
Decreased body weight in offspring was observed in mice treated with TANZEUM during
gestation and lactatigsee NonclinicallToxicology (13.3)] A decision should be made whether
to discontinue nursing or to discontinue TANZEUM, taking into account the importance of the
drug to the mother and the potential risks to the infant.

8.4 Pediatric Use

Safety and effectiveness of TANZBUhave not been established in pediatric patients (younger
than 18years).

8.5 Geriatric Use

Of the total number of patients N2,365) in 8 Phase Il clinical trials who received
TANZEUM, 19% ( = 444) were 65ears and oldeand <3% 1t = 52) were 75/ears and older
No overall differences in safety or effectiveness were observed between these patients and
younger patients, but greater sensitivity of some older individuals cannot be ruled out.

8.6  Renal Impairment

Of the total number of patients @N2,365) in 8 Phase lll clinical trials who received
TANZEUM, 54% = 1,267) had mild renal impairment (eGFR 60 tan89min/1.73m?), 12%
(n=275) had moderate renal impairment (eGFR 30 tmBAnin/1.73m?), and 1% = 19) had
severe renal impairment (eGHR to <30mL/min/1.73m?).

No dosage adjustment is required in patients with mild (eGFR 60rtd_88in/1.73m?),
moderate (eGFR 30 to $8L/min/1.73m?), or severe (eGFR 15 to <&GL/min/1.73m?) renal
impairment.

Efficacy of TANZEUM in patients with typ 2 diabetes and renal impairment is described
elsewhergsee Clinical Studies (14.3)[There is limited clinical experience in patients with

severe renal impairment (19 subjects). The frequency of Gl events increased as renal function
declined. For patidgs with mild, moderate, or severe impairment, the respective event rates
were: diarrhea (6%, 13%, 21%), nausea (3%, 5%, 16%), and vomiting (1%, 2%, 5%). Therefore,
caution is recommended when initiating or escalating doses of TANZEUM in patients with renal
impairmentand/or in those reporting severe gastrointestinal sympjeseswWarnings and

Precautions (5.5), Clinical Pharmacology (12.3)]

10 OVERDOSAGE

No data are available with regard to overdosage in humans. Anticipated symptoms of an
overdose may beegsere nausea, vomiting, and headache.

In the event of an overdose, appropriate supportive treatment should be initiated as dictated by
the patientdos clinical signs and symptoms. A
these symptoms may be nssary, taking into account the htfée of TANZEUM (5 days).
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11 DESCRIPTION

TANZEUM is a GLR1 receptor agonist, a recombinant fusion protein comprised of 2 tandem
copies of modified human GLP genetically fused in tandem to human albumin. The human
GLP-1 fragment sequencei 736 has been modified with a glycine substituted for the naturally
occurring alanine at position 8 in order to confer resistance to dipeptidylpeptidase N\(PPP
mediated proteolysis. The human albumin moiety of the recombinaoi footein, together

with the DPPIV resistance, extends the héfe allowing onceweekly dosing. TANZEUM has

a molecular weight of 72,97altons.

TANZEUM is produced by a strain &accharomyces cerevisiawdified to express the
therapeutic protein.

TANZEUM 30-mg Pen for injection (for subcutaneous use) containsm@.8ophilized
albiglutide and 0.6®1L Water for Injection diluent designed to deliver a dose ahgdn a
volume of 0.5mL after reconstitution.

TANZEUM 50-mg Pen for injection (for swoitaneous use) contains ®ig lyophilized
albiglutide and 0.6®1L Water for Injection diluent designed to deliver a dose ahfln a
volume of 0.5mL after reconstitution.

The lyophilized powder of both dose strengths is white to yellow in color arsbiyent is a
clear and colorless solution. The reconstituted solution is yellow in color.

Inactive ingredients include 1%8M mannitol, 0.01% (w/w) polysorbate 80, &M sodium
phosphate, and 117M trehalose dihydrate. TANZEUM does not contain a preses:at
12 CLINICAL PHARMACO LOGY

12.1 Mechanism of Action

TANZEUM is an agonist of the GL-R. receptor and augments glucaspendent insulin
secretion. TANZEUM also slows gastric emptying.

12.2 Pharmacodynamics

TANZEUM lowers fasting glucose and reduces pastdial glucose excursions in patients with

type 2 diabetes mellitus. The majority of the observed reduction in fasting plasma glucose occurs
after a single dose, consistent with the pharmacokinetic profile of albiglutide. In a Phase I trial

in Japanesegtients with type 2 diabetes mellitus who received TANZEUMN8Q a reduction

(22%) in postprandial glucose AWG nywas observed at steady state (W&&kcompared with
placebo following a mixed meal.

A single dose of TANZEUM 5@ng subcutaneous (S@id not impair glucagon response to low
glucose concentrations.

Gastric Motility

TANZEUM slowed gastric emptying compared with placebo for both solids and liquids when
albiglutide 100mg (2 times the maximum approved dosage) was administered as a singlte dose
healthy subjects.
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Cardiac Electrophysiology

At doses up to the maximum recommended dosen@®) TANZEUM does not prolong QTc to
any clinically relevant extent.

12.3 Pharmacokinetics

Absorption

Following SC administration of a single-8fg dose to subgs with type 2 diabetes mellitus,
maximum concentrations of albiglutide were reached at 3iyS postosing. The mean peak
concentration (&axy) and mean area under the themncentration curve (AUC) of albiglutide

were 1.74mcg/mL and 46%ncg.h/mL, repectively, following a single dose of &ty albiglutide

in subjects withtype 2 diabetes mellitus. Steastate exposures are achieved following 4 to

5 weeks of oncaveekly administration. Exposures at theri and 56mg dose levels were
consistent witta doseproportional increase. Similar exposure is achieved with SC
administration of albiglutide in the abdomen, thigh, or upper arm. The absolute bioavailability of
albiglutide following SC administration has not been evaluated.

Distribution

The mean estiate of apparent volume of distribution of albiglutide following SC administration
is 11L. As albiglutide is an albumin fusion molecule, plasma protein binding has not been
assessed.

Metabolism

Albiglutide is a protein for which the expected metabolitwpaty is degradation to small
peptides and individual amino acids by ubiquitous proteolytic enzymes. Classical
biotransformation studies have not been performed. Because albiglutide is an albumin fusion
protein, it likely follows a metabolic pathway simikar native human serum albumin which is
catabolized primarily in the vascular endothelium.

Elimination

The mean apparent clearance of albiglutide im&7 with an elimination halfife of
approximately Slays, making albiglutide suitable for oraeeklyadministration.

Specific Populations

Age, Gender, Race, and Body Weidddased on the population pharmacokinetic analysis with
data collected from 1,113 subjects, age, gender, race, and body weight had no clinically relevant
effect on the pharmacokinetio§ albiglutide.

PediatricPatients No pharmacokinetic data are available in pediatric patients.

Patients withRenallmpairment In a population pharmacokinetic analysis including a Phase Il
trial in patients with mild, moderate, and severe renal impaitnegposures were increased by
approximately 30% to 40% in severe renal impairment compared with those observed in type 2
diabetic patients with normal renal function.

Patients withHepaticlmpairment No clinical trials were conducted to examine the affef
mild, moderate, or severe hepatic impairment on the pharmacokinetics of albiglutide.
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Therapeutic proteinsuch aslbiglutideare catabolized by widely distributed proteolytic
enzymes, which are not restricted to hepatic tissue; therefore, charggsatic function are
unlikely to have any effect on the eliminationadibiglutide

Drug InteractiorStudies

In multiple-dose, drugdrug interaction trials no significant change in systemic exposures of the
coadministered drugs were observed, except agtatin (see Table 3Vhenalbiglutidewas
coadministered with simvastatinfx of simvastatin and its active metabolite simvastatin acid
was increased by approximately 18% and 98%, respectively. In the same trial, AUC of
simvastatin decreased by 40% aidC of simvastatin acid increased by 36%. Clinical
relevance of these changes has not been estab(stedable 3)

Additionally, no clinically relevant pharmacodynamic effects on luteinizing hormone, fellicle
stimulating hormone, or progesterone wensayved when albiglutide and a combination oral
contraceptive werecadministered. Albiglutide did not significantly alter the pharmacodynamic
effects of warfarin as measured by the international normalized ratio (INR).

Table 3. Effect of Albiglutide on Systemic Exposure ofCoadministered Drugs

Geometric Mean Ratio
Dose of (Ratio +/- Coadministered Drug)
Coadministered | Coadministered Dose of No Effect=1
Drug Drug? TANZEUM Analyte AUC (90% CI)® Cmax (90% CI)
No dose adjustments o€ocadministered drug required for the following:
. _ 50 mgquw for Simvastatin 0.60 (0.521 0.69) | 1.18 (1.02 1.38)
Simvastatin 80 mg . ] )
5 weeks Simvastatin acid| 1.36 (1.19" 1.55) | 1.98 (1.75 2.25)
. 50 mgqw for o . .
Digoxin 0.5mg Digoxin 1.09 (1.0L 1.18) | 1.11(0.98 1.26)
5 weeks
0.035 mg ethinyl Norethindrone | 1.00 (0.96/ 1.04) | 1.04 (0.98 1.10)
Oral estradiol and | 50 mgqw for
contraceptive 0.5mg 4 weeks | | evonorgestrel | 1.09 (1.06 1.14) | 1.20 (1.1 1.29)
norethindrone
_ 50 mgqw for R-Warfarin 1.02 (0.98 1.07) | 0.94 (0.89 0.99)
Warfarin 25 mg
5 weeks SWarfarin 0.99 (0.95 1.03) | 0.93 (0.87 0.98)

gw = Once weekly.
2 Single dose unless otherwise noted.
b AUCin for drugs given as a single dose and Alkj®r drugs given as multiple doses.
¢ Subjects receivelbw-dose oral contraceptive for two-2Ry treatment cycles (2lays
active/7 days placebo).

13

NONCLINICAL TOXIC OLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

As albiglutideis a recombinant protein, no genotoxicity studies have beencta
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Carcinogenicity of albiglutide could not be assessed in rodents due to the rapid development of
drugclearing, antidrug antibodies. Other GLP receptor agonists have caused thyroiceC

tumors in rodent carcinogenicity studies. Human relevah@.B-1 receptofagonistinduced

rodent thyroid Gcell tumors has not been determined.

In a mouse fertility study, males were treated with SC doses of 5, 15nuy/&f/day for ™days
prior to cohabitation with females and continuing through mating separate fertility study,
females were treated with SC doses of 1, 5, an§g/day for 7ays prior to cohabitation with
males and continuing through mating. Reductions in estrous cycles were observed at

50 mg/kg/day, a dose associated with maternatityx(body weight loss and reduced food
consumption). There were no effects on mating or fertility in either sex at doses up to

50 mg/kg/day (up to 39 times clinical exposure based on AUC).

133 Reproductive and Developmental Toxicity

In order to minimizehe impact of the druglearing, antdrug antibody responsegproductive
and developmental toxicity assessmentie mouse were partitioned to limit the dosing period
to no more than approximately #iaysin each study.

In pregnant mice given SC dosasl, 5, or 50ng/kg/day from gestation Dayt to 6, there were
no adverse effects on early embryonic development through implantatiomaykg/day (39
times clinical exposure based on AUC).

In pregnant mice given SC doses of 1, 5, onfgfdkg/day fromgestation Day6 through 15
(organogenesis), embryetal lethality (posimplantation loss) and bent (wavy) ribs were
observed at 5hg/kg/day (39 times clinical exposure based on AldQ)pse associated with
maternal toxicity (body weight loss and redddood consumptign

Pregnant mice were given SC doses of 1, 5, angdkg/day from gestation Day to 17.
Offspring of pregnant mice given 50g/kg/day (39 times clinical exposure based on AWC),
dose associated with maternal toxiciyad reduced bgdwveight preweaning, dehydration and
coldness, and a delay in balanopreputial separation.

Pregnant mice were given SC doses of 1, 5, anglkg/day from gestation Daib to lactation

Day 10. Increased mortality and morbidity were seen at aledes ragfxd/day) in lactating
females in mouse prand postnatal development studies. Mortalities have not been observed in
previous toxicology studies in ndactating or norpregnant mice nor in pregnant mice. These
findings are consistent with lactatial ileus syndrome which has been previously reported in
mice. Since the relative stress of lactation energy demands is lower in humans than mice and
humans have large energy reserves, the mortalities observed in lactating rofoguastionable
relevarceto humansThe offspring had decreased preaning body weight whicreversed
postweani ng i n mal es mdgkg/tay (.2 imed cénival éxmosure dased Orb
AUC) with no other effects on development. Low levels of albiglutide were detected in plasma
of offspring.

Lactating mice were given SC doses of 1, 5,(omg/kg/day from lactation Day7 to 21
(weaning) under conditions that limit the impact of lactational ileus (increased caloric intake and
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culling of Img/kgtday (esppsureshelavelmicaAUC) caused reduced weight
gain in the pups durintpe treatment period.

14 CLINICAL STUDIES

TANZEUM has been studied as monotherapy and in combination with metformin, metformin
and a sulfonylurea, a thiazolidinedione (with and without metformin), and insulin glargine (with
or without oral antdiabetic dugs). The efficacy of TANZEUM was compared with placebo,
glimepiride, pioglitazone, liraglutide, sitagliptin, insulin lispro, and insulin glargine.

Trials evaluated the use of TANZEUM 8ty and 50ng. Five of the 8 trials allowed optional
uptitration of TANZEUM from 30mg to 50mg if glycemic response with 3@g was
inadequate.

In patients with type 2 diabetes mellitus, TANZEUM produced clinically relevant reduction from
baseline in HbAlcompared with placebo. No overall differences in glycemic effeas®or

body weight were observed across demographic subgroups (age, gender, race/ethnicity, duration
of diabetes).

14.1 Monotherapy

The efficacy of TANZEUM as monotherapy was evaluated in-a&2k, randomized, double
blind, placebecontrolled, multicentetrial. In this trial, 296 patients with type 2 diabetes
inadequately controlled on diet and exercise were randomized (1:1:1) to TANZEWig ST
once weekly, TANZEUM 30ng SC once weekly uptitrated to 6@ once weekly at Weell,
or placeboThe mean agef participantavas 3 years 55% of patients were methe mean
duration of diabetes wasygars,and the mean baseline eGFR 84snL/min/1.73m?. Primary
and secondary efficacy results are presented in Balfiigure 1 shows the mean adjusted
changesn HbA1c from baseline across study visits.

Compared with placebo, treatment with TANZEUMB@ or 50mg resulted in statistically
significant reductions in HbAlc from baseline at Wé2k(see Table 4). The adjusted mean
change in weight from baseline didt differ significantly between TANZEUNH0.4 t0-0.9 kg)
and placebo-0.7 kg) at Weelb2.
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Table 4. Results at Week 52 (LOCH in a Trial of TANZEUM as Monotherapy

TANZEUM TANZEUM

Placebo 30 mg Weekly 50 mg Weekly
ITT 2(n) 99 100 97
HbA1c (%)
Baseline (mean) 8.0 8.1 8.2
Change at Week 82 +0.2 -0.7 -0.9
Difference from placedo95% CI) -0.8 (1.1,-0.6¥ -1.0 (1.3,-0.8¥F
Patients (%) achieving HbAlc <7% 21 49 40
FPG (mg/dL)
Baseline (mean) 163 164 171
Change at Week 82 +18 -16 -25
Difference from placeb95% CI) -34 (-46,-22Y -43 (-55,-31Y

2 Intentto-treat population. Last observation carried forward (LOCF) was used to impute

missing data. Data peenhset of rescue therapy are treated as missing. At B&zgkimary
efficacy data was imputed for 63%, 34%, and 41% of individuals randomized to placebo,
TANZEUM 30 mg, and TANZEUM 50ng, respectively

Least squares mean adjusted for baseline value and stratification factors.

¢ P <0.0001 for treatment difference.

b

Figure 1. Mean HbAlc Change from Baseline (ITT PopulatiorLOCF) in a Trial of
TANZEUM as Monotherapy
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B * P <0.0001 for TANZEUM versus comparator
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14.2 Combination Therapy
Add-On to Metformin

The efficacy of TANZEUM was evaluated in a 1@¢ek randomized, doubladind, multicenter
trial in 999 patients with typ 2 diabetes mellitus inadequately controlled on background
met f or mi n t megdaidyply thi§ tdal TANDEUM 30ng SC weekly (with optional
uptitration to 50mg weekly after a minimum of weeks) was compared with placebo, sitagliptin
100mg daly, or glimepiride 2mg daily (with optional titration to #g daily). The mean agef
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participantsvas % years 48% of patients were methe mean duration of type 2 diabetes was

6 years,and the mean baseline eGFR \8&8snL/min/1.73m?2. Results of thegimary and

secondary analyses are presented in Tabfegure 2 shows the mean adjusted changes in

HbAlc across study visits.

Reduction in HbAlc from baseline achieved with TANZEUM was significantly greater than
HbAlc reduction achieved with placebo, gligtin, and glimepiride at Week04 (see Table 5).
The difference in body weight change from baseline between TANZEUM and glimepiride was

significant at Weel 04.

Table 5. Results at Week 104 (LOCH in a Trial Comparing TANZEUM with Placebo as
Add-On Therapy in Patients Inadequately Controlled on Metformin

TANZEUM + Placebo Sitagliptin Glimepiride
Metformin + Metformin | + Metformin | + Metformin

ITT2(n) 297 100 300 302
HbAlc (%)
Baseline (mean) 8.1 8.1 8.1 8.1
Change at Week 104 -0.6 +0.3 -0.3 -0.4
Difference from placebo + metforn#i(©5% CI) -0.9 (1.16,-0.65¥
Difference from sitagliptin + metform?{(95% ClI) -0.4 (0.53,-0.17F
Difference from glimepiride + metformir{95% CI) | -0.3 (0.45,-0.09¥
Proportion achieving HbAlc <7% 39 16 32 31
FPG (mg/dL)
Baseline (mean) 165 162 165 168
Change at Week 104 -18 +10 -2 -8
Difference from placebo + metforn#i(©5% CI) -28 (-39,-16Y¥
Difference from sitagliptin + metform?{(95% ClI) -16 (-24,-8)°
Difference from glimepide + metformiri (95% CI) -10 (-18,-2)°
Body Weight (kg)
Baseline (mean) 90 92 90 92
Change at Week 104 -1.2 -1.0 -0.9 +1.2
Difference from placebo + metfornfi(©5% Cl) -0.2 (1.1, 0.7)
Difference from sitagliptin + metform?(95% ClI) -0.4 (1.0, 0.3)
Difference from glimepiride + metformir{95% CI) -2.4 3.0,-1.7¥F

2 Intentto-treat population. Last observation carried forward (LOCF) was used to impute
missing data. Data pesenhset of rescue therapy are treated as misaing/eek104, primary
efficacy data was imputed for 76%, 46%, 55%, and 51% of individuals randomized to
placebo, TANZEUM, sitagliptin, and glimepiride, respectively.

b |east squares mean adjusted for baseline value and stratification factors.

¢ P<0.0137 fo treatment difference.
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Figure 2. Mean HbA1c over Time (ITT PopulationLOCF) in a Trial Comparing
TANZEUM with Placebo as Add-On Therapy in Patients Inadequately Controlled on
Metformin
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Add-On to Pioglitazone

The efficacy of TANZEUM was evaluated in a-52ek randomized, doubldind, multicenter
trial in 299 patients with type 2 di abmgtes
daily (with or wintghlaly.tatiemts vdreorandomized © tecebvd 0
TANZEUM 30 mg SC weekly oplacebo.The mean agef participantsvas % years,60% of
patients were methe mean duration of type 2 diabetes wgs&s,and the mean baseline

eGFR wa$83 mL/min/1.73m?. Results of the primary and secondary analyses are presented in
Table6.

Compaed with placebo, treatment with TANZEUM resulted in a statistically significant
reduction in HbAlc from baseline at WegR (see Table 6). The adjusted mean change from
baseline in weight did not differ significantly between TANZEUM (+g3 and placebo
(+0.5kg) at Weelb2.
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Table 6. Results at Week 52 (LOCH in a Trial Comparing TANZEUM with Placebo as
Add-On Therapy in Patients Inadequately Controlled on Pioglitazone (wh or without
Metformin)

TANZEUM Placebo
+ Pioglitazone + Pioglitazone
(with or without (with or without
Metformin) Metformin)
ITT 2(n) 150 149
HbA1c (%)
Baseline (mean) 8.1 8.1
Change at Week 82 -0.8 -0.1
Difference from placebo + pioglitazdh@5% CI)| -0.8 (-0.95,-0.56¥
Proportion Achieving HbAlc <7% 44 15
FPG (mgdL)
Baseline (mean) 165 167
Change at Week 82 -23 +6
Difference from placebo + pioglitazdh@5% Cl) -30 (-39, -20Y

2 Intentto-treat population. Last observation carried forward (LOCF) was used to impute
missing data. Data peenhset of rescutherapy are treated as missing. At Wéek primary
efficacy data was imputed for 58% and 32% of individuals randomized to placebo and
TANZEUM, respectively.

b |east squares mean adjusted for baseline value and stratification factors.

¢ P <0.0001 for treahent difference.

Add-On to Metformin plus Sulfonylurea

The efficacy of TANZEUM was evaluated in a-82ek randomized, doubldind, multicenter
trial in 657 patients with type 2 diabetes mellitus inadequately controlled on metformin

( O1 ,ny @aily) and imepiride (4mg daily). Patients were randomized to receive
TANZEUM 30 mg SC weekly (with optional uptitration to 5@y weekly after a minimum of

4 weeks), placebo, or pioglitazone 8@ daily (with optional titration to 4Bhg/day).The mean
ageof partidpantswas % years,53% of patients were methe mean duration of type 2 diabetes
was 9years,and the mean baseline eGFR \84snL/min/1.73m?2. Results of the primary and
main secondary analyses are presented in Table

Treatment with TANZEUM resultenh statistically significant reductions in HbAlc from

baseline compared with placebo (see Table 7). Treatment with TANZEUM did not meetthe pre
specified, nornferiority margin (0.3%) against pioglitazone. In this trial, TANZEUM provided
less HbAlc reduain than pioglitazone and the treatment difference was statistically significant
(see Table 7). The change from baseline in body weight for TANZEUM did not differ
significantly from placebo but was significantly different compared with pioglitazone (see

Table 7).
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Table 7. Results at Week 52 (LOCH in a Trial Comparing TANZEUM with Placebo as
Add-On Therapy in Patients Inadequately Controlled on Metforminplus Sulfonylurea

TANZEUM Placebo Pioglitazone
+ Metformin + Metformin + Metformin
+ Glimepiride + Glimepiride | + Glimepiride
ITT2(n) 269 115 273
HbAlc (%)
Baseline (mean) 8.2 8.3 8.3
Change at Week 82 -0.6 +0.3 -0.8
Difference from placebo + met + gln©5% CI) -0.9 (1.07,-0.68¥f
Difference from pioglitazone + met + gl©5% CI) 0.25(0.10, 0.409
Proportion achieving HbAlc <7% 30 9 35
FPG (mg/dL)
Baseline (mean) 171 174 177
Change at Week 82 -12 +12 -31
Difference from placebo + met + glr©5% CI) -24 (-34,-14Ff
Difference from pioglitazone + met + gli©5% CI) 19(11, 27y
Body Weight (kg)
Baseline (mean) 91 90 91
Change at Week 82 -0.4 -0.4 +4.4
Difference from placebo + met + gl(©5% CI) -0.0 ¢0.9, 0.8)
Difference from pioglitazone + met + gl©5% CI) -4.9 (5.5,-4.2f

b
c

d

Intentto-treat pgulation. Last observation carried forward (LOCF) was used to impute
missing data. Data pesnset of rescue therapy are treated as missing. At Week 52, primary
efficacy data was imputed for 70%, 35%, and 34% of individuals randomized to placebo,
TANZEUM, and pioglitazongrespectively

Least squares mean adjusted for baseline value and stratification factors.

P <0.0001 for treatment difference.

Did not meet nosinferiority margin of 0.3%.

Combination Therapy: Activ€ontrolled Trial versus Liraglutel

The efficacy of TANZEUM was evaluated in a-@2ek, randomized, opdabel, liraglutide
controlled, norinferiority trial in 805 patients with type 2 diabetes mellitus inadequately
controlled on monotherapy or combination oral antidiabetic therapy (mmetfo
thiazolidinedione, sulfonylurea, or a combination of these). Patients were randomized to
TANZEUM 30 mg SC weekly (with uptitration to 56g weekly at Week) or liraglutide

1.8mg daily (titrated up from 0.61g at WeeKL, andfrom 1.2mg at WeekK). The mean agef
participantsvas56 years,50% of patients were methe mean duration of type 2 diabetes was
8 years,and the mean baseline eGFR W&snL/min/1.73m?. Results of the primary and main
secondary analyses are presented in Téble

The betwesr-treatment difference of 0.2% with 95% confidence interval (0.08, 0.34) between
TANZEUM and liraglutide did not meet the pspecified, norinferiority margin (0.3%). In this
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trial, TANZEUM provided less HbAlc reduction than liraglutide and the treatth#etence
was statistically significant (see Table 8).

Table 8. Results of Controlled Trial of TANZEUM versus Liraglutide at Week 32 (LOCP)

TANZEUM Liraglutide
ITT 2(n) 402 403
HbAlc (%)
Baseline (mean) 8.2% 8.2%
Change at Week 82 -0.8 -1.0
Diff erence from liraglutid®(95% CI) 0.2 (0.08, 0.34)
Proportion achieving HbAlc <7% 42% 52%
FPG (mg/dL)
Baseline (mean) 169 167
Change at Week 82 -22 -30
Difference from liraglutid®(95% CI) 8 (3, 14y
Body Weight (kg)
Baseline (mean) 92 93
Change at Week 82 -0.6 2.2
Difference from liraglutid®(95% CI) 1.6 (1.1, 2.19

2 Intentto-treat population. Last observation carried forward (LOCF) was used to impute
missing data. Data peenset of rescue therapy are treated as missing. At B&gkimary
efficacy data was imputed for 31% and 24% of individuals randomized to TANZEUM and
liraglutide respectively

Least squares mean adjusted for baseline value and stratification factors.

¢ Did not meet nosinferiority margin of 0.3%.

d P <0.005for treatment difference in favor of liraglutide.

b

Combination Therapy: Activ€ontrolled Trial versus Basal Insulin

The efficacy of TANZEUM was evaluated in a-B82ek, randomized (2:1), opdabel, insulin
glarginecontrolled, norinferiority trial in 735patients with type 2 diabetes mellitus

i nadequately cont r ongldalylwith or withaut sélfonylunéan Patifits 5 0 0
were randomized to receive TANZEUM 8ty SC weekly (with optional uptitration to 5@y
weekly) or insulin glargine (mediastarting dose of 10nits and titrated weekly per prescribing
information). The primary endpoint was change in HbAlc from baseline compared with insulin
glargine. The starting total daily dose of insulin glargine ranged between 2 andsidnedian
daily dose of 1Qunits) and ranged between 3 and 28fis (median daily dose of 3its) at
Week52. Sixtynine percent of patients treated with TANZEUM were uptitrated tm§&C
weekly. The mean agef participantsvas % years,56% of patients were methe mean

duration of type 2 diabetes way®@ars,and the mean baseline eGFR \B&snL/min/1.73m?.

Results of the primary and main secondary analyses are presented i@.Table

The betweettreatment difference of 0.1% with 95% confidence interfaD@%, 027%) for
TANZEUM and insulin glargine met the pspecified, norinferiority margin (0.3%). A mean
decrease in body weight was observed for TANZEUM compared with a mean increase in body
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weight for insulin glargine, and the difference in weight changestadstically significant (see

Table 9).

Table 9. Results at Week 52 (LOCH in a Trial Comparing TANZEUM with Insulin
Glargine as Add-On Therapy in Patients Inadequately Controlled on Metformin+

Sulfonylurea

TANZEUM Insulin Glargine
+ Metformin + Metformin
(with or without (with or without
Sulfonylurea) Sulfonylurea)
ITT 2(n) 496 239
HbA1lc (%)
Baseline (mean) 8.3 8.4
Change at Week 82 -0.7 -0.8
Difference from insulin glargirfg95% Cl) | 0.1(-0.04, 0.279
Proportion achieving HbAlc <7% 32 33
FPG (mg/dL)
Baseline (mean) 169 175
Change at Week 82 -16 -37
Difference from insulin glargirfg95% ClI) 21 (14, 29
Body Weight (kg)
Baseline (mean) 95 95
Change at Week 82 -1.1 1.6
Difference from insulin glargirfg95% Cl) -2.6 (3.2, -2.0¥

2 Intentto-treat population. Last observation carried forward (LOCF) was used to impute
missing data. Data peenset of rescue therapy are treated as missing. At B&zgkimary
efficacy data was imputed for 41% and 36% of individuals ranziesnio TANZEUM and
insulin glargine respectively.

Least squares mean adjusted for baseline value and stratification factors.

¢ Met noninferiority margin of 0.3%.

P <0.0001 in favor of insulin glargine.

¢ P <0.0001.
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Figure 3. Mean HbAl1c Change from Baeline (Completers) in a Trial Comparing
TANZEUM with Insulin Glargine as Add -On Therapy in Patients Inadequately Controlled
on Metformin (with or without a Sulfonylurea)

1.0
0.8
0.6

A7 TANZEUM (N= 496)
aii G ¢ Insulin glargine (N= 239)

Observed case

0.2

-0.0

-0.2

-04

-06

Change From Baseline in Mean HbA1c (%)

-0.8

-1.2

-14

R ) P 8 % L3 78 & 104
Time of Visits (Weeks;
Number of Subjects (Weska)

TANZEUM 482 466 454 269 381 291 261 234 208 182
Insulin glargine 231 220 213 121 181 152 141 129 113 102

Combination Therapy: Activ€ontrolled Trial versus Prandial Insulin

The efficacy 6 TANZEUM was evaluated in a 26eek, randomized, opdabel, multicenter,
nortinferiority trial in 563 patients with type 2 diabetes mellitus inadequately controlled on

i nsul i n gunits pegday).eatién® vére randomized to receive TANZEUMBGC

once weekly (with uptitration to 5@g if inadequately controlled after Wegkor insulin lispro
(administered daily at meal times, started according to standard of care and titrated to effect). At
Week?26, the mean daily dose of insulin glargine wasU for TANZEUM and 511U for

insulin lispro. The mean daily dose of insulin lispro at Waékvas 31U, and 51% of patients
treated with TANZEUM were on 5g weekly.The mean agef participantsvas % years,

47% of patients were methe mean duratn of type 2 diabetes was $&ars,and the mean

baseline eGFR wa#l mL/min/1.73m?. Results of the primary and main secondary analses
presented in Tabl#0. Figure 4 shows the mean adjusted changes in HbAlc from baseline across
study visits.

The betveentreatment difference 60.2% with 95% confidence interval}(32%, 0.00%)

between albiglutide and insulin lispro met the-ppecified norAnferiority margin (0.4%).

Treatment with TANZEUM resulted in a mean weight loss for TANZEUM compared with a

mean weight gain for insulin lispro, and the difference between treatment groups was statistically
significant (see Table 10).
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Table 10. Results at Week 26 (LOCH in a Trial Comparing TANZEUM with Insulin
Lispro as Add-On Therapy in Patients Inadequately Catrolled on Insulin Glargine

TANZEUM Insulin Lispro

+ Insulin Glargine + Insulin Glargine
ITT 2(n) 282 281
HbA 1c (%)
Baseline (mean) 8.5 8.4
Change at Week 26 -0.8 -0.7
Difference from insulin lisprd(95% CI) -0.2(-0.32, 0.00)
Proportion ahieving HbAc <7% 30% 25%
FPG (mg/dL)
Baseline (mean) 153 153
Change at Week 26 -18 -13
Difference from insulin lisprd(95% CI) -5 (-13, 3)
Body Weight (kg)
Baseline (mean) 93 92
Change at Week 26 -0.7 +0.8
leference from insulin lisprd(95% CI) -1.5 (2.1,-1.0f

Intentto-treat population. Last observation carried forward (LOCF) was used to impute
missing data. Data pesnhset of rescue therapy are treated as missing. At Week 26, primary
efficacy data was imputed for 29% and 29%efividuals randomized to TANZEUM and

insulin lisprg respectively

b | east squares mean adjusted for baseline value and stratification factors.

¢ Rules out a noinferiority margin of 0.4%.

d P <0.0001 for treatment difference.
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Figure 4. Mean HbAl1c Changdrom Baseline (ITT-LOCF population) in a Trial
Comparing TANZEUM with Insulin Lispro as Add -On Therapy in Patients Inadequately
Controlled on Insulin Glargine
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14.3 Type 2 Diabetes Mellitus Patients with Renal Impairment

The efficacy of TANZEUM was evalted in a 26week, randomized, doubldind, active
controlled trial in 486 patients with mild €n250), moderate (g 200), and severe renal
impairment (= 36) inadequately controlled on a current regimen of diet and exercise or other
antidiabetic therap Patients were randomized to receive TANZEUM3) SC weekly (with
uptitration to 50mg weekly if needed as early as Wdglor sitagliptin. Sitagliptin was dosed
according to renal function (108g, 50mg, and 25ng daily in mild, moderate, and seveeaal
impairment, respectivelyl-he mean agef participantsvas63 years,54% of patients were men,
the mean duration of type 2 diabetes wayddrs,and the mean baseline eGFR was

60 mL/min/1.73m?2.

Results of the primary and main secondary analysgzesented in Tablgl. Treatment with
TANZEUM resulted in statistically significant reductions in HbAlc from baseline at \B@ek
compared with sitagliptin (see Table 11).
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Table 11. Results at Week 26 (LOCH in a Trial Comparing TANZEUM with Sitagliptin
in Patients with Renal Impairment

TANZEUM Sitagliptin
ITT 2(n) 246 240
HbA1lc (%)
Baseline (mean) 8.1 8.2
Change at Week 26 -0.8 -0.5
Difference from sitagliptii(95% CI) -0.3 (0.49,-0.15¥
Proportion achieving HbAlc <7% 43% 31%
FPG (mg/dL)
Baseline (mean) 166 165
Change at Week 26 -26 -4
Difference from sitagliptii(95% CI) -22 (-31,-13f
Body Weight (kg)
Baseline (mean) 84 83
Change at Week 26 -0.8 -0.2
Difference from sitagliptifh(95% CI) -0.6 (1.1,-0.1)

2 Intentto-treat population. Last observation carried forward (LOCF) was used to impute
missing data. Data peenhset of rescue therapy are treated as missing. At B&pkmary
efficacy data was imputed for 17% and 25% of individuals randomized to TANZEUM and
sitagliptin, respectively

b |east squares mean adjusted for baseline value and stratification factors.

¢ P <0.0003 for treatment difference.

d P =0.0281 for treatment difference.

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

TANZEUM is available in thdollowing strengths and package size:

30-mg singledose Pen (NDC 017386601):

1 carton of 4 (containing four 2§auge, 5mm, thinwall needles): NDC 01736635

50-mg singledose Pen (NDC 017386701):

1 carton of 4 (containing four 2§auge, 5mm, thinwallneedles): NDC 017886735

16.2 Storage and Handling

1 Prior to dispensingStore Pens in the refrigerator at 36°F to 46°IE(® 8 C). Pens may be
stored refrigerated until the expiration date.

1 Following dispensingStore Pens in the refrigerator at 366F6°F (2C to 8 C). Patients
may store Pens at room temperature not to exceed 86%) (R0 up to 4weeks prior to use.
Store Pens in the original carton until use.

I Do not freeze.
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1 Do not use past the expiration date.

I Use within 8hours after reconstition.

17 PATIENT COUNSELIN G INFORMATION

Advise the patient to read the FEapproved patient labeling (Medication Guide and Instructions
for Use). The Medication Guide is contained in a separate leaflet that accompanies the product.

1 Instruct patients to relethe Instructions for Use including the Frequently Asked Questions
before starting therapy and to read again each time before injecting the dose. Instruct patients
on proper use, storage, and disposal of thdgEmHow Supplied/Storage and Handling
(162), Patient Instructions for Use]

1 Inform patients about sethanagement practices, including the importance of proper storage
of TANZEUM, injection technique, timing of dosage of TANZEUM and concomitant oral
drugs, and recognition and management of hyymaghia.

1 Inform patients that thyroid €ell tumors have been observed in rodents treated with some
GLP-1 receptor agonists, and the human relevance of this finding has not been determined.
Counsel patients to report symptoms of thyroid tumors (e.g., ailuthp neck, dysphagia,
dyspnea, or persistent hoarseness) to their phygssa@Boxed Warning, Warnings and
Precautions (5.1)]

1 Advise patients that persistent, severe abdominal pain that may radiate to the back and which
may (or may not) be accompaadiby vomiting is the hallmark symptom of acute
pancreatitis. Instruct patients to discontinue TANZEUM promptly and to contact their
physician if persistent, severe abdominal gaiours[see Warnings and Precautions (5.2)]

1 The risk of hypoglycemia is ineased when TANZEUM is used in combination with an
agent that induces hypoglycemia, such as sulfonylurea or insulin. Instructions for
hypoglycemia should be reviewed with patients and reinforced when initiating therapy with
TANZEUM, particularly when concoitantly administered with a sulfonylurea or insulin
[see Warnings and Precautions (5.3)]

1 Inform patients that serious hypersensitivity reactions have been reported with use of
TANZEUM. Advise patients on the symptoms of hypersensitivity reactions amdahg8iem
to stop taking TANZEUM and seek medical advice promptly if such symptoms [seeur
Warnings and Precautions (5.4)]

1 Advise patients of the potential risk of dehydration in relation to gastrointestinal side effects
and to take precautions to agidiuid depletionsee Warnings and Precautions (5.5)]

1 Instruct patients to read the Medication Guide before starting TANZEUM and to read again
each time the prescription is renewed. Instruct patients to inform their doctor or pharmacist if
they develop my unusual symptom, or if any known symptom persists or worsens.

1 Inform patients not to take an extra dose of TANZEUM to make up for a missed dose. If a
dose is missed, instruct patients to take a dose as soon as possible datysrager the
missed dos. Instruct patients to then take their next dose at their usual weekly time. If it has
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been longer than @ays after the missed dose, instruct patients to wait and take TANZEUM
at the next usual weekly time.

Trademark is owned by or licensed to the G3&ug of companies.

Manufactured byslaxoSmithKline LLC
Wilmington, DE 19808

U.S. Lic. No. 1727

Marketed byGlaxoSmithKline

Research Triangle Park, NC 27709
©2017GSK group of companias its licensor
TNZ:8PI
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MEDICATION GUIDE
TANZEUM (TAN-zee-um)
(albiglutide)
for injection, for subcutaneous use

Read this Medication Guide before you start using TANZEUM and each time you get a refill. There may
be new information. This information does not take the place of talking to your healthcare provider about
your medical condition or your treatment.

What is the most important information | should know about TANZEUM?

TANZEUM may cause serious side effects, including:

1 Possible thyroid tumors, including cancer. Tell your healthcare provider if you get a lump or
swelling in your neck, hoarseness, trouble swallowing, or shortness of breath. These may be
symptoms of thyroid cancer. In studies with rats and mice, medicines that work like TANZEUM
caused thyroid tumors, including thyroid cancer. It is not known if TANZEUM will cause thyroid tumors
or a type of thyroid cancer called medullary thyroid carcinoma (MTC) in people.

1 Do not use TANZEUM if you or any of your family have ever had a type of thyroid cancer called
medullary thyroid carcinoma (MTC) or if you have an endocrine system condition called Multiple
Endocrine Neoplasia syndrome type 2 (MEN 2).

What is TANZEUM?

TANZEUM is an injectable prescription medicine that may improve blood sugar (glucose) in adults with

type 2 diabetes mellitus, and should be used along with diet and exercise.

1 TANZEUM is not recommended as the first choice of medicine for treating diabetes.

1 Itis not known if TANZEUM can be used in people who have had pancreatitis.

1 TANZEUM is not a substitute for insulin and is not for use in people with type 1 diabetes or people
with diabetic ketoacidosis.

1 TANZEUM is not recommended for use in people with severe stomach or intestinal problems.

1 Itis not known if TANZEUM can be used with mealtime insulin.

1 Itis not known if TANZEUM is safe and effective for use in children under 18 years of age.

Who should not use TANZEUM?

Do not use TANZEUM if:

1 you or any of your family have ever had a type of thyroid cancer called medullary thyroid carcinoma
(MTC) or if you have an endocrine system condition called Multiple Endocrine Neoplasia syndrome
type 2 (MEN 2).

1 you are allergic to albiglutide or any of the ingredients in TANZEUM. Seei Wh at are t he
side effects oSeetheehNdbBEHEM@dication Guide for a complete list of ingredients
in TANZEUM.

What should I tell my healthcare provider before using TANZEUM?

Before using TANZEUM, tell your healthcare provider if you:

1 have or have had problems with your pancreas, kidneys, or liver.

1 have severe problems with your stomach, such as slowed emptying of your stomach (gastroparesis)
or problems with digesting food.

1 have any other medical conditions.

1 are pregnant or plan to become pregnant. It is not known if TANZEUM will harm your unborn baby.
Tell your healthcare provider if you become pregnant while using TANZEUM.

1 are breastfeeding or plan to breastfeed. It is not known if TANZEUM passes into your breast milk.
You and your healthcare provider should decide if you will use TANZEUM or breastfeed.
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Tell your healthcare provider about all the medicines you take, including prescription and over-the-
counter medicines, vitamins, and herbal supplements. TANZEUM may affect the way some medicines
work and some medicines may affect the way TANZEUM works.

Before using TANZEUM, talk to your healthcare provider about low blood sugar and how to
manage it. Tell your healthcare provider if you are taking other medicines to treat diabetes including
insulin or sulfonylureas.

Know the medicines you take. Keep a list of them to show your healthcare provider and pharmacist when
you get a new medicine.

How should | use TANZEUM?

1 Read the Instructions for Use including the Frequently Asked Questions that comes with TANZEUM
the first time you give yourself an injection and again each time you give yourself an injection.

1 Use TANZEUM exactly as your healthcare provider tells you to.

1 Your healthcare provider should show you how to use TANZEUM before you use it for the first
time.

1 TANZEUM is injected under the skin (subcutaneously) of your stomach (abdomen), thigh, or upper
arm. Do not inject TANZEUM into a muscle (intramuscularly) or vein (intravenously).

1 Use TANZEUM 1 time each week on the same day each week at any time of the day.

1 You may change the day of the week as long as your last dose was given 4 or more days before.

1 If you miss a dose of TANZEUM, take the missed dose of TANZEUM within 3 days after your usual
scheduled day. If more than 3 days have gone by since your missed dose, wait until your next
regularly scheduled weekly dose. Do not take 2 doses of TANZEUM within 3 days of each other.

1 TANZEUM may be taken with or without food.

1 TANZEUM should be injected within 8 hours after mixing your medicine.

1 TANZEUM should be injected right after you attach the needle.

1  When using TANZEUM with insulin, you may inject these medications in the same area of your body,
but do not inject them right next to each other.

1 Do not mix insulin and TANZEUM together in the same syringe.

1 Change (rotate) your injection site with each weekly injection. Do not use the same site for each

injection.
1 If you take too much TANZEUM, call your doctor or go to the nearest emergency room right away.
Do not share your TANZEUM pen or needles with another person. You may give another person an
infection or get an infection from them.
Your dose of TANZEUM and other diabetes medicines may need to change because of:
change in level of physical activity or exercise, weight gain or loss, increased stress, illness, change in
diet, or because of other medicines you take.

What are the possible side effects of TANZEUM?

TANZEUM may cause serious side effects, including:

1T See fiwhat is the most important information |

1 inflammation of your pancreas (pancreatitis). Stop using TANZEUM and call your healthcare
provider right away if you have severe pain in your stomach area (abdomen) that will not go away,
with or without vomiting. You may feel pain from your abdomen to your back.

1 low blood sugar (hypoglycemia). Your risk for getting low blood sugar may be higher if you use
TANZEUM with another medicine that can cause low blood sugar, such as a sulfonylurea or insulin.

Signs and symptoms of low blood sugar may include:
o dizziness or light-headedness 0 blurred vision 0 anxiety, irritability, or mood changes
0 sweating 0 slurred speech o hunger
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o confusion or drowsiness 0 shakiness o feeling jittery
o headache o fast heart beat 0 weakness

1 serious allergic reactions. Stop using TANZEUM and get medical help right away if you have any
symptoms of a serious allergic reaction including:
o swelling of your face, lips, tongue or throat o fainting or feeling dizzy
0 problems breathing or swallowing o very rapid heartbeat
0 severe rash or itching
1 kidney injury. Worsening kidney function and kidney injury have happened in people with kidney
problems and in people without kidney problems, who have taken TANZEUM. Diarrhea, nausea, and
vomiting may cause a loss of fluids (dehydration) which may cause kidney function to get worse. Tell
your healthcare provider if you have diarrhea, nausea, or vomiting. Drink plenty of fluids to help
reduce your risk of dehydration during treatment with TANZEUM.
The most common side effects of TANZEUM may include:

0 upper respiratory tract infection 0 back pain

o diarrhea 0 joint pain

0 nausea o inflammation of the sinuses
0 reactions at your injection site o flu symptoms

0 cough

Talk to your healthcare provider about any side effect that bothers you or does not go away. These are
not all the possible side effects of TANZEUM.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-
1088.

General information about the safe and effective use of TANZEUM.

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not
use TANZEUM for a condition for which it was not prescribed. Do not give TANZEUM to other people,
even if they have the same symptoms that you have. It may harm them.

This Medication Guide summarizes the most important information about TANZEUM. If you would like
more information, talk with your healthcare provider. You can ask your pharmacist or healthcare provider
for information about TANZEUM that is written for health professionals.

What are the ingredients in TANZEUM?

Active Ingredient: albiglutide

Inactive Ingredients: mannitol, polysorbate 80, sodium phosphate, and trehalose dihydrate. TANZEUM
does not contain a preservative.

Manufactured by GlaxoSmithKline LLC Wilmington, DE 19808

U.S. Lic No. 1727

Marketed by GlaxoSmithKline Research Triangle Park, NC 27709
Trademark is owned by or licensed to the GSK group of companies.
©2017 GSK group of companies or its licensor.

TNZ:6MG

For more information, go to www.TANZEUM.com or call 1-888-825-5249.

This Medication Guide has been approved by the U.S. Food and Drug Administration. Revised: December 2017
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INSTRUCTIONS FOR USE

TANZEUM ® (TAN -zee -um)
(albiglutide)

for injection, for subcutaneous use

TANZEUM (albiglutide) Pen 30 mg
Use 1 Time Each Week

Read all the instructions including the Frequently
Asked Questions and follow the steps below to mix
the medicine and prepare the pen for injection.

Keep these instructions and use them each time
you prepare your medicine.

Failure to follow Steps A to C in the correct
order may result in damage to your pen.

Information About This Pen
U This medicine is injected 1 time each week.

U The pen has medicine powder in 1 compartment
and water in another compartment. At the end of
Step A, you will need to mix them together by

( Viewing Window &
. Number 3:
T Large air bubbles
A are removed,
the injection button
q pops out, and the pen
C.Ieaw IB < is ready for injection.
Cartridge g Number 2:
lﬂ ( Medicine powder
= | and water are mixed.
’ Wait 15 minutes,
; then attach needle.
. N
Number o (Numben:
Window | Pen is ready to
= begin. Medicine
;.’f' powder and water
£8Q are in separate
g R compartments
Pen £ g in the clear cartridge.
Body { 3
g

Injection Button*
*Injection Button is inside the pen
K until the pen is ready for injection. j

twisting the pen, then wait for 15 minutes for

the medicine and water to fully mix.
& cauTION:
Do not allow the pen If stored in refrigerator, allow
to freeze. Throw to sit at room temperature for
away the  pen if 15 minutes before starting
frozen. Step A.

Do not attach the needle until
Step B. Dispose of the pen
right away after injecting. Do
not recap, remove, or reuse the
needle.

Before you  Begin: Wash Your Hands, Gather and Inspect Your Supplies

u Wash your hands.

a Take a pen and new needle out of the box and check the label on your pen to make

sure it is your prescribed dose of medicine.

u Gather a clean, empty cup to hold the pen while the medi

timer to measure the time while the medicine mixes, and a large
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pen di s p o skispasing®dkYeur dsed Pens and Needles 0 at the end of thes
instructions.

Outer Tanzeum® 30mg Disposable Pen
[ cap
Inner M ™ (YTanzeum®
J l Needle = D = a o{ﬁlbigluﬁde) for injection
Cap
%?— Needle

Aponor [ Tab

attach needle until instructed in Step B.

Clean, Empty Cup Clock Timer Large Sharps Container
i_‘

u Make sure that you have all of the supplies listed above (pen, needle, cup, timer,
sharps container).
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STEP A
Inspect Your Pen and Mix Your Medicin e

Inspect Your Pen

a Check the expiration date on the pen. Do not use if expired.

Check expiration date.

—ENE |

u Check that the pen has a [1] in the number window.

Do not useifthe [1] is not showing.
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Twist Pen to Mix Your Medicine

i

i

the number window

With your other hand,

the arrow (clockwise)

[2] in the number window

cartridge.

unt il

you

twist the clear cartridge

feel

Hold the pen body with the clear cartridge pointing up so that you

see the [1]in

several times in the direction of

and

hear

t he

. This will mix the medicine powder and liquid in the clear

Slowly and gently rock the pen side to side (like a windshield wiper)

th e medicine.

Do not

shake the pen hard to avoid foaming; it may affect your dose.

& Do not shake

the pen

Wait for Medicine to Dissolve

i

i

hard.

5 Times

peeethdicl|l i c ko

5 times to mix

Place the pen into the clean, empty cup to keep the clear cartridge pointing up.

Set the clock timer for

You must wait 15 minut es for the medicine to dissolve before continuing to Step B.

15
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minutes.
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STEP B

Attach the Needle and Prepare the Pen for Injection

After the 15 minute wait, wash your hands and finish the rest of the steps right away.

Inspect Your Dissolved Medicine

a Again, slowly an d gently rock the pen side to side (like a windshield wiper) 5 times
to mix the medicine again. Do not shake the pen hard to avoid foaming; it may affect
your dose.

< 5Times

Repeat rocking.

& Do not shake
the pen hard.

a Look through the viewing window to check that the liquid in the cartridge is clear and
free of solid particles.

& If you still see

particles in
rticl do not use
particiles. ﬂ@ﬂ the pen.
a The liquid will have a yellow color and there will be large air bubbles  on top of the
liquid.
Attach the Needle
a Peel the tab from the outer needle cap.
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ua Hold the pen with the clear cartridge pointing up and push the needle stra ight down
onto the clear cartridge until you hear a #Aclick?o
place. This means the needle is attached.
“Click”
Push down firmly.
A Do not twist the
needle or attach
at an angle.
Tap for Air Bubbles
u With the needle point up, gently tap the clear cartridge 2to 3 timesto bring large
air bubbl es to the top.
Tap cartridge.
A Keep pen upright.
Small bubbles are okay and do not need to rise to the top.
Twist Pen to Prime the Needle
a After the needle is attached, slowly twist the clear cartridge several times in the
direction of the arrow (clockwise) until you feel and hear the pen fAclickéeethemd you

[3] in the number window . This removes the large air bubbles from the clear
cartridge. The injection button will also pop out from the bottom of the pen.
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STEP C
Remove Both Needle Caps and Inject Your Medicine
Remove Needle C  aps

u Carefully remove the outer needle cap, then the inner needle cap. A few drops of
liquid may come out of the needle. This is normal.

Step 1: Remove Step 2: Remove
Outer Needle Cap Inner Needle Cap

Il 5 Iz
Inject the Medicine

a Insert the needle into the skin on your abdomen, thigh, or upper arm and inject as
shown to you by your healthcare provider.

Injection Sites

—
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i

With your thumb, press the injection button slowly and steadily to inject your
medicine. The slower you press the button, the less pressure you will feel.

Keep the injection button pr essedAfterohearingthet i | you he

click, continue holding your thumb down on the button and then slowly count to
5 to deliver the full dose of the medicine.

Then slowly
count to 5.

& Inject slowly and steadily. After hearing
the “click”, count to 5 to deliver the full dose.

After hearing the fAclicko am dultheneeadle aut obyaur y
skin.

Disposing of Your Used Pen s and Needles

i

i

Do not recap the needle or remove needle from the pen.

Put your used needles and pens in an FDA -cleared sharps disposal container right away
after use. Do not throw away (dispose of) loose needles and pens in your
household trash.
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