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Cholelitisisr Cholelitiasis Monfor
of cholelithiasis are suspected. Gallstones may occur; consider periodic monitoring. (5.1)

‘Table 2: Adverse Reactions in LANREOTIDE ACETATE-Treated Patients at an Incidence Greater
Group Versu 1and2

In Study 3, development. assessed using a
assay. In patients with GEP NETS receiving Lanreonde Injection, the incidence of anti-lanreotide
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Sroqtesson toe suma g L o Imx Bzl (-5 e, cholthi, hdominal s, e nd ecton st a1, | Gernteotna dsrders P 7 P o Hypersensitvy:angioedema and anaphlaxis
DOSAGE AND ‘ Injection site reactions: injection site abscess
GEP-NET (>10%): abdominal pain, musculoskeletal pain, vomiting, heacache, injecton site Diarthea 8 8 155 a7
Administration 2.1): rezclion, hyperglycemia, hypertension, and cholelrias’s. (6.1) 7 DRUG INTERACTIONS
For deep subcutaneous injecton only. Inc.at FoA Gt Abdominal pain 3 20 7 19 7.1 Insulin and Oral Hypoglycemic Drugs
« Intended for adminiteation by a healthcare provider T-800-FOA-1088 or Lanrealide, ke somalostatin and other somatostatin analogs, nfibits the secretion of nsulin and
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1 INDICATIONS AND USAGE
11 Acromegaly

Lanreotide Injection is Incicated for the long-tem treatment of acromegalic patients who have had
an inadequate response to surgery and/or radiotherapy, o for whom surgery and/or radiotherapy is
notan option.

The goal of Ireatment in acromegaly is 1o recuce growh hormone (GH) and insulin growth factor-1
(IGF-1) levels to normal.

12 Gastroenteropancreatic Neuroendocrine Tumors

Lanreotide Injection is indicated for the treatment of adult patients with unresectable, wel o
moderately_differentiated, locally advanced or metastatic

In patients without underling cardiac disease, Lanreotide Injection may lead 1o a decrease in heart

ate without necessarly reaching the threshold of bradycardia. In patients suffering from carciac

disorders prior to Lanreolide Injection treatment,sinus bradycarcia may occur. Care should be taken

when initiating reatment with Lanreotide Inection in patients with bracycardia.

54 Thyroid Function Abnormalities

Slgit dcrsses n iAo e so0 e e wih vt 1t acromegal

palient 19%).

where clncally indicated.

55 Monitoring: Laboratory Tests

Acromagaly: Serum GH and IGF-1 levels are useful markers of the disease and the effectiveness of
2.

tumors (GEP-NETs) to improve progression-free survival.
2 DOSAGE AND ADMINISTRATION

21 Important Administration Instructions

« For deep subcutaneous inection only

* Lanreoti i for admin

provider.
= Refer to the Instructions For Use (IFU)for complte administraton instructions with ilstrations.
Pr n

treatment [see D

In clinical studies involving 416 acromegalic patients treated with Lanrectide Injection, cholelithiasis
and gallbladder sludge were reported in 20% of the patients. Among 167 acromegalic pafients reated
with Laneotide Injection who underwent routine evaluation with gallbladder ultrasound, 17% had
gallstones at baseline. New cholelithiasis was reported in 12% of patients. Cnolelthiasis may be
elated to dose or duration of exposure fsee Warmings and Precautions (5. 1))

Injection Site Reactions

In the pooled clinical studies, Injection site pain (4%) and injection site mass (2%) were the most
frequently reported local adverse drug reactions that ocourred with the administration of Lanreotide
injection. In a specifc analysis, 20 of 413 patients (%) presented indurations at the Injection site.
Ijection site adverse reactions were more commonly reported soon fter the start of treatment and
were less commonly reported as treatment continued. Such adverse reactions were usually mild or
two subjects.

Inthe clnca sudie in acromegalic patens reated wilh Lanreotde jecion, adverss reactons of

abetes) were reported by 14% (47/332) of patients and

6 ADVERSEREACTIONS o vithdrawal
i i dotailin other soctions ~ Glucose Metabolism Adverse Reactions

ofthe labeling:

. Warnings. 1))

. [see Warnings 52)

. bnormaliti (5.3
* Thyrold Function Abnormalites (see Warnings and Precautions (5.4)]
61 Clinical Trials Experience

1. Remove Lanreotide Inection from [ llow to
come to room temperature.

2. Keep pouch sealed unti just prior to injection.

3. Product leftinits sealed pouch at room temperature (nol to exceed 104°F or 40°C) for up lo 72
hours may be returmed to the refrigerator for continued storage and use at a fater time.

4. Prior to administration, inspect the Lanreotide Inection syringe visuzlly for particuiate matter
and discoloration. Do not administer if particulate matter or discoloration is observed. The
content of the preflled syringe is a semi-solid phase having a gel-ike appearance, wilh viscous
characterlstics and a color varying from white to pale yellow. The supersaturated solution can also
contain micro bubbles that can clear up during injection. Thess differences are normal and do not
interfere with the quaity of the product

Administration

1. Slowly administer for 20 seconds as a deep subcutaneous njection in the superior external
quadrantof the buttock.

2. Alternate the injection site between the right and left sices from one injection to the next.

22 Recommended Dosage

Acromeqaly

The recommended starting dosage of Lanreotide Injecton is 90 mg given via the deep subcutaneous
route,at 4-week intervals for 3 months
After 3 months, the dosage may be adjusted as follows
GH greater than 1 ng/mL 1o ess than or equalto 2.5 ng/mL, IGF-1 normal, and ciinical symptoms
controlled: maintain Lanreotide Injection dosage at 90 mg every 4 weeks.
GH greater than 2.5 ng/ml, IGF-1 elevated, and/or ciinical symptoms uncontroled: increase
Lenreotice Injection dosage to 120 mg every 4 weeks.
GH less than or equal 10 1 ng/mL, IGF-1 normal, and ciinical symptoms controlled: reduce
Lanreotide Injection dosage to 60 mg every & weeks.
Tnereafter, the dosage should be adjusted according to the response of the patient as judged by a
reduction in serum GH and/or IGF-1 levels; and/or changes in symptoms of acromegly.
Patients who are controlled on Lanreotide Injection 60 or 90 mg may be considered for an extended
dosing interval of Lanreotide Injection 120 mg every 6 o 8 weeks. GH and IGF-1 levels should be
obtained 6 weeks after thi t
Continued monitoring of patient response with dosage adjustments for biochemical and cincal
‘symplom control, as necessary, is recommended.
Tumors (GEP-NETS)

The recommended dosage of Lanreotide Injecton is 120 mg administered every 4 weeks by deep
subcutaneous injection.
23 Dosage Adjustment in Renal Impairment
Acromegaly
The recommended starting dosage of Lanreotide Injection in acromegalic patients with moderate
or severe renal impairment (creatinine clearance less than 60 mLimi) is 60 mg via the deep

at 4-week intervals for 3
Administration (2.2, Use in Specifc Popuiatons (8.6).
24 Dosage Adjustment in Hepatic Impairment

“The recommended starting dosage of Lanreotide Injection in acromegalic patients vith moderate or
severe hepatic impaiment (Child-Pugh Class B or C) is 60 mg via the deep subcutaneous route at
4-week intervals for 3 months followed by dosage adjustment [see Dosage and Administration (2.2),
Use in Specific Populations (8.7).

3 DOSAGE FORMS AND STRENGTHS

Injection: 60 mg/0.2 mL, 90 mg/0.3 mL and 120 mg/0.5 mL sterile, single-dose, prefilled syringes
1o pale yellow, semi-soid

formulation
4 CONTRAINDICATIONS
Lanreotide Injection is conraindicated in patients with history of a hypersensidvit to lanreotide.

of lanveotide [see Adverse Reacions (6.3
5 WARNINGS AND PRECAUTIONS
51 Cholelithiasis and Complications of Cholelithiasis
Lanreotide Injection may reduce gallbadder motiity and lead to_galitone formation; therefore,
patients may need to be monitored periodiclly (see Adverse Reactons (5.1, Cical Pharmacology
(12.2)).
including cholecystits, cholangits, and pancreatitis, and requiring cholacystectomy in patients taking
Lanreotide Ijection. f complications of cholelthasis are suspected, discontinue Lanreatide Injection
‘and treat appropriately.

Hyperglycemia and Hypoglycemia
Pharmacological studies in animals and humans show that lanreotide, like somatostatin and other
somatostatin analogs, inhiits the Secretion of insulin and alucagon. Hence, patients treated with
jpsoniiet po ¢

Blood glucose levels should be monitored when lanreotide treatment is initated, or when the dose
is altered, hould be adjusted accordingly [ 1)

in the clinical trials of a drug cannot be directly compared t0 rates in the ciiical trials of another drug
and may not reflect the rates observed in practice.

Actomegaly

studies. One study was a fived-dose pharmacokinelic study. The other six stuies were open-label
or extension studies, one had a placebo-controlled, un-in period, and another had an active control.
The population was mainly Caucasian (329/353, 93%) with a median age of 53 years of age (ange
19 10 84 years). Fify-four subjects (13%) were age 66 1o 74 and 18 subjects (4.3%) were 75 years

were considered related to study drug in 7% (24/332) of patents jsee Warmings and Precautons (5.2}
Cardiac Adverse Reations
studie frequent
thyihm disorder. Al ather cardiac adverse rug reactons were observed i lss than 1% of panems
The rlafonshp o e events ( Lanrotde recton coui : o esiabised bosause many of
[see Warnir

A comparative echocardiography study of anreotide and another somatostatin aclog demnstated

new or the 2 treatments
over 1 year. The occurrenc of cnically signfcan mital requrgaton i, moderats or severe in
intensity) or of aiically signifcant aortc regurgitation (.e., a least mild n intensity) was low in both
groups of patients throughout the study.
Otter Adverse Reactions

embryo/fetal survival. A study in pregnant rabbits given subcutaneous injections of 0.45 mg/kg/day
(2 times the human the maximum 20 mg, based on

soft tissue abnormalites.
82 Lactation
Risk Summary

There is no information available on the presence of lanreotide in human milk, the effects of the drug

on the breastod infant or th effects of the crug on milk roduction. Stuis show that anveotids
into the mik of

specifc differences in lactation physiology, animal data may not reliably predict drug levels in human

milk. Because of the potential for serious adverse reactions in breastfed infants from Lanreoti

Injection, including effects on glucase metabolism and bradycardia, advise women not to breastieed

during treatment with Lanreotide Injection and for 6 months (6 half-lives) following the last dose.

83 Females and Males of Reproductive Potential

Infertlity

Femalgs
Based on results from animal studies conducted In femele rats, Lanrectide Injection may reduce
fertlty in females of reproductive potential [see Nonclinical Toxicology (13.1).
84 Pediatric Use

y Lan jection i pat
85 Geriatric U
No overal differences in safely or effectiveness were observed between elderly patients with
acromegaly compared with younger patients and other reported clinical experience has not identiied
diferences in responses between the clderly and younger patients, but greater sensitity of some
older individuals cannot be ruled out. Studies 3 and 4, conducted in patients with neuroendocrine
tumors, did not include sufficient numbers of patients aged 65 and over to determine whether they
respond diferenty fom younger patets

been established

of age and older For the most commonly occurring adverse reactions in the pooled analysis, diarthea, not identified dif in the elderly and
3 and cholelithiasis, there was no apparent trend for increasing incidence with age. GI disorders and youngsr patients. In ral, ction for J
for sex 211 females). Th renal and urinary disorders were more common in patiens vith documented hepatic impaimen; e low end of g range frequency of renal,or cardiac
e 912 m0 (e, 90 o e v o eap NGBS T ooy § W) o 385 S vy o o e gmilar function, and of concomnitant disease or ather drug therapy.
mg. Of the patients at baseline Tumors 86 Renal Impaiment
H]ng/mUof d ang/mLor Acromegaly

65),
qmler for 31% (82/265) of the patients.

“The safety of Lanreotide Injection 120 g for the treatment of patients with gastroenteropancreatic
trial.

The most than 5% of
Lenreotide Injection (N=416) in the overall pooled safety studies in acromegely patients were
gastrointestinal disorcers (iarthea, abdominal pain, nausea, constipaton, flatlence, vomitig, loos
stools),cholelthasis, and njection site reactons.

Tables 1 and 2 present adverse reaction data from cinical studies with Lanreatide Injecton in
acromegalic patiens. The tables include data fom a single clinical study and pooled deta from seven
clinical studies.

Adverse Reactions in Paralll Fixed-Dose Phase of Study 1

Patints n Study 3 were randomize o feceive Lantetide hjecton (V2101) o pacebo (N<103)
administered by deep subcutaneous injection once every 4 weeks. The data below reflect exposure
to Lanreotide Injection in 101 patients with GEP-NETS, incluging 67 patients exposed for at least 6
i and 72 ptiens expoed o teas 1 year 1meﬁ|ﬂn duration of exposure 22 months). Patients

Lanreotide has been studied In patients with end-stage renal function on dialysis, but has not
been studied in patients with mild, moderate, or severs renal impairment. It s recommended that
patients wilh moderale or severe renal impairmenl receive a starting dose of lanreolide of 60 mg.
Caution should be exercised when considering patients with moderate or severe renal impairment
for an extended dosing interval of Lanreotide In]ecmon 120 mg every 6 or 8 weeks [see Dosage and

e men
and 96% were Caucasian. E.gmy one percent of pausms (83/101) in the Lanreolide Injection arm
and 82% of patients (82/103) n the placsbo arm did not have disease progression within 6 months
of enroliment and had ot received prior therapy for GEP-NETs. The rates of discontinuation due to
adverse reactions were 5% (5/101 patients) in the Lanreotide Injection arm and

90, and 120 mg by
dose as reported during the irst 4 months (fxed-dose phase) o Study 1 [see Clinical Studies (14.1)]
are provided in Table 1.
Table 1: Adverse Reactions at an Incidence of Greater than 5% with LANREOTIDE ACETATE
Overall and Occurring at Higher Rate than Placebo: Placebo-Controlled and Fixed-Dose Phase

3% (3/103 patients) i the placebo arm.
Table 3 compares the adverse reactions reported vith an ncidence of 5% and greater In patients
recening Lanreofide Injection 120 mg administered every 4 weeks and reported more commonly
than placebo.

( )mm (

Tumors

No effect was observed in total clearance of lanreotide in patients with mild to moderate renal
impairment receiving Lanreotide Injection 120 mg. Patients with severe renal impairment were not
studied [see Ciinical Pharmacology (12.3).

87 Hepatic Impairment

Acromegaly

lanreotide of 60 m Cauﬁnn should be exermsed vmen cm\smenng patients with moderate or severe

of Study 1By Dose Tablo 3: Adverse Reactions Occurring in 5% and Greater of Lanreotide Acetate -Treated 120 mg every 6 or 8 weeks
Singlo-piing | "rtients and at a Higher Rate Than in Placebo- Troated Patients in Study 3 sto Dosago and dmitaton 2.1) and Dlln/val Fharmacalayy 123).
Double-Blind Phase Weeks 010 20 Adverse Reaction LANREOTIDE ACETATE 120 T NET) Tumors
Weeks 010 4 mg N=101 P’ s not
Body System | Placebo | LANREO- | LANREO- | LANREO- | LANREO- | LANREO- Any (%) | Severe* (%) | Any(%) | Severe™ (%) | 41  DESGRIPTION
=25 | TIDE TiDE TIDE TIDE TIDE Lanreotide Injection 60 my/0.2 mL, 90 mg/0.3 mL, and 120 mg/0.5 mL is & prolonged-release
‘Adverse Reactions 3 % %0 El .
Preferred Term ACETATE | ACETATE | ACETATE | ACETATE | ACETATE Any formulation for deep subcutaneous injection. It contains the drug substance fenreotde acetate, a
g"'fa‘;; ;f_';'}' m’—"sls) ‘(ﬁ'};‘# (ﬁ‘f":’" ‘Abdominal pain' ER & 24" 4 synthetic octapeptide wilh a biological activty similar o naturally occurring somatostatin, waer for
= = = = = Vuscoskekal - > = > injection and acetc acid (for pH adjustmen?).
New | N(&) NEo) N (&) Nk NCw) Lanreotide Injection is available as sterile, ready-to-use, smg\e dose prefilled syringes containing
Gastrointestinal | 1(4%) | 30 (36%) | 12(35%) | 21(56%) | 27(73%) | 60 (56%) Vomitng 19 7 & > uton of 24.6% w/
System
Disorders Headache 16 0 " ! Each syringe contains: LANREQTIDE LANREOTIDE  LANREOTIDE
Diarthea 0 26(31%) | 926%) | 15(42%) | 24(65%) | 48(45%) Injection ste reaction’ 15 0 7 0 ACETATE ACETATE ACETATE
Abdominalpain | 14%) | 6(%) | 3% | 607%) | 7(19%) | 16(15%) -
Fatulence 0 sem | 0% | 26% | 504w | 8% Fyperglycemiat 1 0 5 0 60mg/o2ml  90mgOImL 120 mg/0.5 mL
Apploatonsie |00 | 5@ | 3% [ 401 | sz | 1504 Hypertension® 1 T 5 0 Lanreotide acetate 899mg 1232 mg 156.6 mg
un]smm site Cholelthiasis - 1 7 0 Acetic Acid qs. qs. as.
/
reaction/ Dizziness 9 0 2 0 Water for injection 236.4mg 3241 mg 411.6mg
infiammation) Depression®
pressio 7 0 T 0 — ” P -
Liver and TAR) | 3@k | 9@o% | T(9% | 4(1%) | 20019%) fotal Weight 3289 mg 50.9 mg 5728 mg
Biliary System Dyspnea 6 0 1 0
isorders h Lanreotide acetate is a synthetic cyclical octapeptide analog of the natural hormone, somatostatin.
Crollihiass | 0 | 20w | sasw | eurm | s | 1aqsw | ddes prfaredlorms ofabdominal pn, abdomina pa upper e abdorinal ‘.’f‘:;'?l“;.n Lanveolide acetate s chemically Known as [cyclo S-SJ-3-(2-naphihyi)-D-alanyiL-cysteini-L-
Y Y & DA I-L-tysyl-Lvalyi-L-cysteinyl-Lt ide, acetate salt. s molecular weight i
Hoarl Rate 0| 800% | 7@ | 26% [ 504%) | 1403%) | o0 sec brotarred torms of infusion sie exravasaton, njoction site discomiort imction site o0 PIOPPYHLsyl-Lovalyl-L-ysteiny-L-threoninamide, acetate salt. ts molecular weightis
&Rhythm ole ; o scomfort, inectior 1096.34 (base) and its amino acid sequence is:
Disorders granuloma, njections site hematome, injection site hemrrhage, injection site induration, injection
Bradycardia 0 7% | 6(18%) | 26%) 265%) | 10(9%) s‘:e nass o P o ¢ ton .
ste reaction, .
RedBloodCell | 0| BMW | 2% | SO8 | 26% | 9E%) 4 jyudes prefered terms of diabetes melltus, glucose tolerance impaired, hypergycemia, fype 2 ! OO wherex 101020
Anemia 0 6(7%) 2(6%) | 5(14%) 2(5%) 9(8%) . Id'a‘b:les mellitus P P
hypertension,
Nttt & ® Includes preterred tarms of deprasslon, depressed mood The Lanreotide Injection In the prefilled syringe Is a white to pale yellow, semi-solid formulation
Disorders 3012%) | 13016% | 8@4%) | 9@5% | 4(11% | 21(0% | inciudes one or more serious adverse events (SAES) dofined as any event that results in deatn,is 12 CLINICAL PHARMACOLOGY
Weight lfe threatening, results in hospitaizaion or prolongation of hospitalizaton, results n persistent or 121 Mechanism of Action
decrease 0 7@% | 3@% | 4w | 26% | 9% significant disabilty, resuls in congenital anomaly/birh defect, or may jeopardize the patient and ~Lanreoide, the active component of Lanreotide acetate is an octapeptide analog of natural
A patent s counted nmy e fo cach body systom and preerred erm Ty requie el o st nenton o prevet m\eaf' :\‘e o:m»mes "s‘edm somatasain. The mechanm of 3ion of ot s bl ( be smiar o tat of vl
Di ~ of function or incapacitation
Ictionary = WHOART 62 Immunogenicity 122 Pharmacodynas

n Study 1, the advuse teactions of diarthea, abdominal pain, and flatulence inoreased In incidence
wihncreasig dose ofLnrotdeicton
-Term Clinial Trials

53 Cardiovascular Abnormalities
“The most common overall cardiac adverse reactions observed in three pooled Lanreotide Injection
cardiac studies in patents with mamegxly oo s bradyrda (12217, 5.5%) braycardia
(6/217,2.8%),

n81 greater tid
Injection in Study 3, th incidence of heart rate less than 60 bpm was 23% (19/81) as compered o
16% (15/94) of placebo treated patients; 10 patients (12%) had documented heart rates less than 60
bpm on more than one visi. The incidence of documented episodes of heart rate less than 50 bpm as
well as the incidence of bradycarcia reported as an adverse event was 1% in each treatment group.

Table 2 provides the most common adverse reactions (reater than 5%) that occured in 416
acromegalic patients treated vith Lanreotide Injection pooled from 7 studies compared to those
patients from the 2 effcacy studies (Studies 1 and 2). Patients with elevated GH and IGF-1 levels
were either naive to somatostati analog therapy or had undergone a 3-month washout [see Clinical
Studis (14.1).

As with all peptides, there is potential for immunogenicity. The detection of antibody formation is
highly dependent on the sensitvty and specifcity of the assay. Additonally,the observed incidence of
anibody (nluding neutralzing antibody) positiy in an assay may be ifuenced by several factors

Lanrectide hes a high affinity for human somatostatin receptors (SSTR) 2 and 5 and a reduced
binding affinity for human SSTR1, 3, and 4. Activity at human SSTR2 and 5 is the primary mechanism

including assay methodology, sample handiing,timing of medicatios
and underlying disease. For these reasons, comparison of the incidence of antibodies to lanreotide
in the studies described below with the incidence of antibodies in other studies or to other products
may be misleading.

Laboratory investigations of acromegalic patients treated with Lanreaide Injection n clnical studies
st at o g of s i v st any U pont et s o
(fess then 1% 10 4% of patients In ed).

ot appear to affect the effcacy or safety of Lanreotide Ijection.

exoctine, and
e primary pharmacodynamic effect of lanreotide i a reduction of GH and/or IGF-1 levels enabling
normalization of levels in acromegalic patients (see Cinical Studies (14.1). In actomegalic patients,
lanreotide reduces GH levels in a dose-dependent way. After a single injection of Lanreotide acetate,
plasma GH levels fall apidly and are maintzine for at least 28 days
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Lanreotide Injection

60 mg/0.2 mL,

and 120 mg/0.

« Changes in thyroid function. Lanreotide Injection can cause the thyroid gland to not
make enough thyroid hormanes that the body needs (nypothyroidism) in people who have
acromegaly, Tell your healthcare provider if you have signs and symptoms of low thyroid
hormones levels, including:

© fatigue © being coldall o the time~ © thinning, dry hair
© weight gain ©  constipation © decreased sweating
© apuftyface © dryskin © depression

The most common side effects of Lanreatide Injection in people with acromegaly include:
« darea 2

« stomach area (abdominal) pain « pan, itching, ora lump at the injectionsite
The most common side effects of Lanreotide Injoction in people with GEP-NETinclude:

« stomach area (abdominal) pain « headache

*  muscle and joint aches * pain, itching, or a lump at the injection site
:  omiing

Tell your
Lanotdo ncion, ncng

vl your s, i, mth or e

fight away if you h it fer receiving

« fushing or redness of your skin
« rash

« breathing probi

« fainting, dlzzinsss‘ eingIghteaded (ow bod prssre) « hives

« itching

These are notall the possible side effects of Lanreotide Injectio. Call your doctor for medical
iy por at .

Genera information abou the safe and effectve use of Laneatide Injecton.

but has no significant effect on the secretion of secretin. Lanreatide inhibits postprandial secretion of Baseline | _Before Before | LastValue | give | anreotide Injection i the refrigerator at 2°C to 8°C (36°F to 46°F). Protect from light
pancreti popsptde,gestri,and choecistoinn (CCK. I hllrysubecs ot produces a Tration 1 | - Ttration2 | Available | o ' oL oeckage.
esulting in transient, mild glucose infoerance. orgy | TEmesks) | (GZuweeks) | fgnel package.
Lanreotide innibits mezl-stimulaled pancreatic secretions, and reduces duodenal bicarbonate and 17 PATIENT COUNSELING INFORMATION
transient GH Aduise the patient to read the FDA-approved patient labeling (Patient Information).
Lnteotde s been shown 10 it galbiadder conaciy and il Secrean n eaty subjets " 2l
ece Wamings and Procautons @11 Median GH ngimL 1027 253 220 243 heir ey
Median % - 755 782 755 such
venous blood flow, but hzs no effect on basal or meal-stimulated renal blood flow. Lanreotide hs no Reduction
ffectonrenal pasma flow or renal vascular resistance. However, a ranient decrease in gomerviar [~ Choleltiass and Complcatons of Chelftiasis:
firation ate (GFR) and fitration s been observed afte 2 i anreotid. mpomsf galsones
3
In healthy subjects, non-significant reductions in glucagon levels were seen after lanreotide | Normal Number of 9 58 57 62
administration. In diabetic non-acromegalic subjects receiving a coninuous infusion (21-day) of Responders | (8%) (54%) (54%) (68%) mjﬂ‘;;i;’:e;‘:;;ﬂg;‘ﬁ o i ., sy, e 5 s e
Ienreofie, Serum glucose concentrations were temporerly decreased by 20% to 30% after the start )
and end of the infusion. Serum glucose concentrations retumed to norma levels within 24 hours. A d 7
significant decrease In insuln concentrations was recorded between basaline and Day 1 only se | Median 161 | ng/ml 750 | %0 316 3260 pa y conact thei i igns or symploms
Warnings and Precautons (5.2 16F-1 Reduction | Median % N 5230 Y P of hyper- or hypoglycenia fsee Warnings and Precautions (5.2).
Lanreotide inhbits the noctural increase in thyroid-stimulating hormone (TSH) seen in healtny Reduction brormai
subjects. L i icpatientstreat I basi 3 Advise patients to immediately contact heir healthcare provider i they experience bradycardia fsee
N . 1GF-1 Normal® + | Number of 0 4 45 4
Warnings and Precautions (5.4 Rosponders | 0% %) ) e Wamings and Precautions (5.3).
123 Pharmacokinetics GH<25ng/mL | (g Tnyroid Function Abnormaiiies
Lanreatide am;;mm’;“ :?’u ::s"“ T:g"y::::f”””‘” "‘19’3“:'":"9 “‘::;s"e"';ea'mﬁs:“; ";':S “:" Tho105, 2102, hge-adusied Aduise patients to contact thelr healthcare provider if they experience signs o symptoms of
= hypothyroidism fsee Wamings and Precautions (5.4

of the precipitated drug from the depot towards the surrounding tissues, followed by the absorption  *Last Observation Carred Forward ypolhyroidism fs o ulions (54].
tohe bloodsirea. Study2 Labormiory Tests o

i jabil ™ 4 ol uncor . y periodic
After a single, deep subcutaneous administration, the mean absolute bioavailabity of Lanretide K, open-Iabel, uncontrolled, 6 o TG v, i oot f creasing st o o o el range e

acetate in healthy subjects was 73.4, 69.0, and 78.4% for the 60 mg, 90 mg, and 120 mg doses,
respectively. Mean G values ranged from 4.3 10 8.4 ng/mL dullng the first day. Single-dose linearity

wilh respect 1o AUC and C, inter-subject variabiily. Lanreolide
acetate showed sustained release of lanreotide with a half-ife of 23 to 30 days. Mean serum
concentrations were > 1 ng/mL throughout 28 ays at 90 mg and 120 mg and > 0.9 ng/mL at 60 mg,
In studies evlualing excretion, <5% of lanreotide was excreted In urine and less than 0.5% was
recovered unchanged i feces, indicalive of some bilary excretion.

In a repeat-dose admiristration phermacokinetics (PK) study in acromegalic patients, rapid inial

1 concentraton 1.3 ime o eater than the upper it of e ol ge- djusted ange atets
recelving treatment with & somatostatin anelog (other than Laneotide Ijection) or & dopaminergic
agonist had to attain this IGF-1 concentraton after a washout period of up to 3 months.

Patients were initially enrolled in a 4-month, fixed-dose phase where they received 4 deep
subcutaneous infectons of Lanreotide Injection 90 m, at 4-week intervas. Patients then entered a

-1

atthe beginning of the dose-tiration phase and, f necessary,again after another & njections. Patiens
titrated up o the maximum dose (120 mo) were not allowed tottrate down again.
Atotal of 63 patents (38 males, 25 females) entered the fixed-dose phase of the trial and 57 patients.

Dosage and Administration (2.2)].
Lactation

notto treatme Lanreotide Injection and for
last dose (soe Use in Specific Populations (8.2).
Infertility
Aduise females o reproductive potentia of the potential for reduced fertiity from Lanreatide Ijection
[see Use i Specific Popuiations (3.3)).

release was seen giving peak levels during the first day after administration. At doses of Lanreotide  completed 48 weeks of freatment, Six patients withdrew ue to adverse reactions (3), other reasons. :,‘:"""';‘“""m’: . u"“l""'uzf"”" for:
acetate between 60 and 120 mg, linear pharmacokinetics were observed in acromeglic patients. At (2),or lack of efficacy (1). I e e A O amience Boulevard, Suite 300
feady state, mean G values were 3.8 = 0.5, 57 = 1.7, and 7.7 = 2.6 ng/m, ncreasing liearly  Aftor 48 weeks of troatment with Lanreotide Injoction at 4-week Intervals, 43% (27/63) of he  pogopi prefecture, Block No'5, wgmp,j 1 07059 !
with dose. The mean accumulation raio index was 2.7, which is i Ine with the range of values for the . acromegalic patients in this study achieved nom\al | oo adjusted IGF-1 concentrations. Mean I6F-1  poqopi 69300, ) '
hal-Ife of Lanreolide acetate. The steady state trough serum lanreotde in patients imitot oG
feciing Lanolce sclte ery 20 Gays were 1+ 03 25 + 0.9 410 36 = 1.0 1L AL 60 55+ 1.1t o st o movmel ot oo eeee
mg, 90 mg, and 120 mg oses, especively. A fmited inal bust ffect and a low peak-lo-rough 1o o marked docrease In
fluctuation (81% t0 108%) of the serum concentration at the plteau were observed. o G concontaons Th preerten o1 paots wihmean i conconatiens 05 2.5 )
For the same doses, smilar Values were obtained n cical studies after at least four edministralons  m_increased significanty from 35% to 7% after the fxed- dose phase and 85% at the end of the
(2309,3.2£1.1,and 4.0 = 1.4 ng/mL, respectively). study. At the end of treatment, 24/63 (38%) of patients had both normal GF-1 concentrations and a Patient Information
Pharmacokinetic data from studies evaluating extended dosing use of Lanreotide Ijection 120 mg  GH concentration of less than or equal to 2.5 ng/mi_ (see Table 5) and 17/63 patients (27%) had both Lanreotide (1an-REE-oh-tide)
demonstrated mean steady-state, C.y, values beteen 1.6 and 2.3 ng/m_ for the 8- and 6-week  normal IGF-1 concentrations and a GH concentration ofless than 1 ng/mL. (lanreotide) injection
reatment interval, respectivey. Tabl 5 OverallEficacy Resuls Based on GH and IGF1 Lovel by Teatment Phase in Study2 [~~~ pPop— pr—
iastroenteropancreatic Neuroendocrine Tumors - s u receive your i i
In patents with GEP-NETs treated with Lanreotide Injection 120 mg every 4 weeks, steady Bascline | _Bofore | actore , | astvalue 'y"ﬁfm" There may be "j::,'u':'“l,'“m’“’"’ This information :‘:ff":‘uf?:im” pace oftalking with
state concentrations were reached ater 4 1o 5 injections and the mean trough serum lanreoide (12wks) | (28 wks) s i X
concentrations at steady state ranged fom 5.3 10 8.6 ng/mL. Ne63 Ne63 N=59 N=63 What is Lanreotide Injection?
‘Speaific Populations Lanreotide Inj iption medicine used for:
Lanreolide Ijecton has nol been studied in speciic populations. However, the 16F-1 + tholong o teatment ofpool wih acromegalywhen
of lanratide i renal impaied, hepatio impaied, and geriatic subects were evaluated aftor Y Normal® ‘Number of 0 17 2 27 surgery or radiotherapy have ot worked well enough or
(IRF) at 7 meg/kg dose. Responders | (0%) (27%) (37%) (43%) O they ars not able to have surgery of radiotherapy
Geriatric (%) + the treatment of adults with a type of cancer known as neuroendocrine tumors, from the
Studies in healthy elderly subjects showed an 85% increase In half-ife and a 65% increase i mean | Modian IGF-1 | ng/mL 689.0 3820 3340 317.0 s ract or the pancreas (GEP-NETs) that has spread or cannot bs removed by
residence time (MRT) of lanreotide compared to those seen in healthy young subjects; however, there . '“k v i Lanreatce hioction s sae and efective i il
was no change i either AUC or o, of lanreotide in elderly as compared to healthy young subjects. IGF-1 Reduction | Median % - 410 510 503 s not known if Lanreotide Injection is safe and effective in children.
PK analysis in p Reduction
which included 122 patients aged 65 o 85 years wilh neuroendocrine tumors. e Do notreosive Lanretide Injsction f you are allergic t laneotide.
Renal Impairment pre—
An approximate 2-fold decrease in total serum clearance of lanreotide, with a consequent 2 fold 5.0 ng/mL Number of 40 59 57 62 e
' Responders |  (64%) (04%) 7% (08%) Before you receive Lanreotide In]wllon tell your healthcare provider about all of your
s il AU v ol Pl wth ey andwih mode s s medal condons, g 1o
when considering patints with moderate or severe renal mpaifment for an extended dosing nenal | 25 pg/mL ‘Nomber of 2 P 7 5 o v e blems
of Lanreotide Injection 120 mg every 6 or 8 weeks. Responders | (33%) (75%) (80%) (86 %) « have heart problems
Mild (CLcr 60-89 mL/min) or moderate (CLcr 30-59 mL/min) renal impairment has no effect on (%) * have
clearance of anrealide n patients with GEP-NET based on population PK analysis which induded 106 « have kidney problems
patients with mild and 59 patients with moderate renal impairment freated with Lanreotde Injection <1.0ng/mL ::;“P‘;m; N ”3“%, @ZM (3““%) ‘fﬁ,ﬂ « have ler Jr:blems
‘GEP-NET patients with severe renal impairment (CLer < 30 mL/min) were not studied. (%) * are pregnant or plan to become pregnant. It is not known if Lanreotide Injection will harm
Hepatic Impairment ‘your unborn baby
In subjects with moderate to severe hepatic impairment, a 30% reduction in clearance of lanreotide | _Median GH oMt 37 165 148 s . ae hrsasﬂsemnu or plan to breastfeed. It is not known if Lanreotide njection passes into your
was observed. " Wedian % - 632 667 7862 mamtk o Lamrectce mecton e & months afer
treatment with Lanreotide Injection 60 mg. Caution should be exercised when considering patints Reduction your last dose of Lanreotide Injection ) i
with moderate or severe hepatic impairment for an extended dosing interval of Lanreotide Injection - * are a female who can become pregnant. Lanreofide Injection may affect fertiity in females
120 mg every 6 or 8 weeks. 1GF-1 normal + | Number of 0 14 20 2 and may affect your abilty to become pregnant, Talk o your healticare provder i this is a
T sfec f heptic imaiment o dearance o aeote has ot been s i paents ity | G <2809l | fesponders | (0% (@2%) (04%) %) Telyou e foryou . o .
G about all
over-thecounter medicines, iamins, and heral supplement. Lanreotice jection 2nd olher
13 NONGLINICAL ToXIcOLOGY ! M&amusled medicines may affect each other,causing sde effects. Lanreotide Injection may affect the way
gen = 62, other medicines work, and other medicines may affect how Lanreotide Injection works. Your dose

Standard Ifetime carcinogenicity bioassays were conducted in mice and rets. Mice were given daily
‘subcutaneous doses of lanreotide at 0.5, 1.5, 5. 10, and 30 mg/kg for 104 weeks. Cutaneous anc
subcutaneous tumors of fibrous connective tissues at the injection stes wiere observed at the high
dose of 30 mg/ko/day. Fibrosarcomas in both genders and malignant fbrous histiocytomas were
observed in males at 30 mg/ka/day resulting in exposures 3 times mghev than th cincal therapeutic
based

. Last Observation Carried Forward
Examination of age and gender subgroups did not identity differences in response o Lanrectide

of Lanreotide Inection or your ather medicines may need to be changed.
Especially tell your healthcare provider ifyou take:

Injection among these subgrougs. The Ilmwed number of patients in the.
not in
142

exposure at the maximum therapeutic dose of
on the AU vales, it et e ey subcuanens oss of lameonae a0, 02,206 05 My
kg for 104 w tissues at the

the dose of 0.5 my/kg/day

The efficacy of Lantanids nfcton was establshed In a multcnter, andomized, double-bind,
placebo-controlld trial of well or , melastatic
or localy advanced, gmnemempameanc neuroendocrine tumors. Patients were required {0 heve

herapeuic exposre at 20 mg gven by montly Subcuteous necton.Th increased incidence of

injecton site tumors in rodents is likely related to the increased dosing frequency (daiy) in animals

compareg to monthly dosing in humens and therefore may not be clinicaly elevant.

Lanreotide was not genotosic in tests for gene mutations in a bacterial mutageniciy (Ames) assay.

or mouse lymphoma cell assay with or without metabolic activation. Lanreotide was ot genotoxic

in tests for the detection of chromosomal aberrations in 2 human lymphocyte and in vivo mouse

microncleus assay.

In a fertiity study conducted with lanreotide in rats, reduced female fecundity was observed at

estimated exposure corresponding to approximately 10-fold the plasma exposure at the MRHD of

120 mg. The fertilty of male rats was unaffected by the treatment up to an estimated exposure.
ately 11-fold the atthe MRHD of 120 mg.

14 CLINICAL STUDIES

141 Acromegaly

The effect of Lanreotide Ijection on reducing GH and IGF-evels and control of symptoms in patients

with zcromegaly was studied in 2 long-term, multple-dose, randomized, mu'tcenter studies

Studv 1.

Patients were randomized 1:1 to receive
Lanreotide Injection 120 mg (n=101) or placebo (1=103) every 4 weeks unil disese progression,
unacceptable toxicity, or @ maximum of 96 weeks of treatment. Randomization was strtified by the
presence or absence of prior therapy and by the presence or absence o disease progression within
6 months of enroliment. The major cfficacy outcome measure was progression-free survivl (PFS),
defined zs tine to assessed feview using
the Response Evaluation Criteia in Solid Tumors (RECIST 1.0)or death.

The median patient age was 63 years (range 30 to 92 years) and 95% were Caucasian. Disease
progression was present in nine of 204 patients (4.4%) in the 6 months prior to enroliment and 29

« insulin or other
« cyclosporine (Gengrar, Nearal, or Sendimmune)
« medicines thatlower your heartrate such as beta blockers

for purp tan those lsted i a Patient Information
leaflet. Do not receive Lanreotide Injectin for a condition for which it was not prescrived. You
can ask your healthcare provider for that s witten for
health professionals

What are the ingredients in unrooﬂﬂu Injection?
Active ingredient: lanreotide
Inactive ingredients: water o \meﬂlon ‘and acetic acid (for pH adjustment)
Manufactured by Pharmathen (ntemational A, Rodopi, Greece

la USA, Inc., p uite 300, Warren, NJ 07059
For @ call Cipla Ltd. at

Issued: 04/2024

“This Patient Information the U.S. Food and

‘SAP Code: 99349731

How will | receive Lanreatide Injection?

 You wil receive a Lanreotide Inection every 4 weeks in your healthcare provider’s offce

« Your healthcare provider may change your dose of Lanreotide Ijection or the length of time
between your injections. Your healthcare provider wiltell you how long you need to receive
Lanreotide Ijection

« Lanveotide Injection is injected deep under the skin of the upper outer area of your butock
Your injection site should change (alterate) between your right and left buttock from one
injection of Lanreotide Injection o the next

= During your reatment with Lanretide Injecton for acromegaly, your heahcare provider ey
do certan blood tests tosee if Lanreotide Injection is working

the pancrees,

patients Ninety discase in i do not dive a caror operate
. with the remainder orginating n the midgut (35%), hindgut (7%), or unknowin primary | machinery.
Tocation (13%). The majrity (59%) of the study population had grade 1 tumors. Baselne prognostic
characteristcs were similar between ams vith one exceplion; here were 33% of patients n the | What are the possible side effects of Lanreotide Inection? |
Lanreotide Injecton arm and 27% of patients in the placebo am who had hepatic involvement by
‘o of greater than 20%. . Tt co hagen fyou
but common side ffect in peop Injection and

‘What should | avoid while receiving Lanreotide Injection?
Lanreotide Inj dizziness. If you

Patients on the Lanrectide Injection arm had
patients receiving placebo (see Table 6 and Figure 1).

gely and GEP-NET.Your healthcare provider may check your gallladder before
and during treatment with Lanreotide Injection. Possible complications of galstones include

phase where they
injections for a i

‘This 1-year study included a 4-week, double-blind, placeb ksingle-blind,  Table 6: y 3 infection of the qall wn Tell your healthcare provider if
oo phas: anda 32k, open-abel,dose i prase,Patos i You g of galston
based on biochenical tests and medical istory, entered  12-week washout period if there was LANREOTIDE ACETATE Placebo O kdon s o per Tt s Somaenaea (ebdomen)
i log or i © yellowing of your skin and whites of your eyes
Upon entry, patients were randomly llocated o receive a single, deep subcutansous injection of n-10t n-103 © nausea
Lanetidenecto &0 90,or 120 mg o place, Four veeks e plnt nerd  fed- 6% | punper of s ) 2617% 60 (5.3%) © sudden pain n your right shoulder or between your shoulder blades
4 © fever with chils
Wedian PFS (months)(95% Ci) NET (NE, NE) 166 (11.2.22.1) « Changes in your blood sugar or low blood sugar. I
L d-wook intrals. During e cose o phas of the suc, o dose was e twice (every [~ = PyTE— tostyour biood sugar as your Drovider tels you to.Your ma
fourth injection), as needed, according to individual GH and IGF-1 levels. %0 (030,075 change your dose of diabetes medicine especially when you first start receiving Lanreotide
Atotal of 108 patients (51 males, 57 females) were enrolled in the inital placebo-controlled phase of Log-rank p-value <0.001 Injection o if your dose of Lanreotide Injection changes. High blood sugar is a common side.
dopamine i NE

the study. Half (54/108) of
agonist, or had stopped treatment for

requied o have a mean GH lovel greater than 5 ng/mL at e frst visitThe other hall of the patients
had received prior reatment
al study eniry were required o have a mean GH concenlration grealer than 3 ng/mL. and at least a
100% Increase in mean GH conceniration after washout of medication.

" NE = not reached at 22 months
2Hazard Ratio Is derived from a Cox siratified proportional hazards model
Figure 1: Kaplan-Meier Curves of Progression-Free Survival

One hundred and seven (107) patients meMeﬁ the placebo-controlled phase, 105 patients e
completed the fixed-Gose phase, and 99 patients completed the dose-titration phase. Patients not i g
completing withdrew due to adverse events (5) or lack of efficacy (4). 3
In the double-blind phase of Study 1, a total of 52 (63%) of the 63 lanreatide-treated patients had a 2
greater than 50% decrease in mean GH from baseline to Week 4, including 52%, 44%, and 90% of ] ‘
patients n the 60, 90, and 120 mg groups, respectively, compared 10 placebo (0% 0/25).In the fixed- H
dose phase at Week 16, 72% of all 107 lanreotide-Ireated patients had a decrease from baseline in ¢ 1
mean GH of greater than 50%, including 68% (23/34), 64% (23/36),and 84% (31/37) of patients n the g » 1
60,90, and 120 m fanreotide treatment groups, respectively. Efficacy achieved in the fist 16 weeks ]
was maintaine for the doration of the study (see Table 4). H "
Table 4: Based on GH and IGF-1 Lovels by 1 °
: L T
Baseline | _Before Before | Last Value
itration Titration2 | Available® Number of subjects sl sk Tine o)
(16 woeks) | (32 weoks) Uneotdelnjecton 101 & 78 T e e s s 0
N=107 | N=t07 N=105 N=107 Piscebo w @ om e m @ w om0
GH 1 AND HANDLING
50ng/mL Number of 20 7 7 7 Lanreotide Injection s suppled in strengths of 60 mg/0.2 mL, 90 mg/0.3 mL, and 120 mg/0.5 mas
Responders | (19%) ©7%) (72%) ©9%) awhite to pale yelow, semi-salid formulaton i a single,steril, prefied, ready-to-use, polypropylene:
) syringe (ited wi with 220 mm by 2 sheath.
25 ng/mL Number of 0 52 59 55 o refiled sng s s i  laminated poue and paced nacrton
Responders | 0%) %) (56%) 61%) D! 60 mg/0.2 mL, sterie,
) [ 90 mg/0.3 mL, terie,
<1.0ng/mL Number of 0 15 18 17 D 120 mg/0.5 mL, sterl
Responders | (0%) (14%) (17%) (16%) my0.5 mt, sterle,
(%)

Tell your healthcare provider right away if you have any signs or symptoms of high blood
‘sugar or low biood sugar.

‘may include:
© " increased thirst
© increased appetite
© nausea
o weakness or firedness
© urinating more often then normal
o your breath smellslike fruit
Signs and symptoms of low blood sugar may include:
o dizziness or lightheadedness
o blurred vision
o fast heartoeat
o sweating
© slurred speech
o ritability o mood changes
© confusion
© shakiness
© hunger
o headache
. . Tell right away if you
e you v ympomsf  ow e e, g
dizziness or lihtheadedness
fainting or near-fainting
chest pain
shortness of breath
confusion or memory problems
weakness, extreme tiredness
« High blood pressure.

your heart

co0000

en in peopl

Higl hay
side effect in people with GEP-NET.
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