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Instruction Booklet

Preparation and Administration of 
Octreotide Acetate for Injectable 
Suspension, for gluteal intramuscular use

FOR DEEP INTRAGLUTEAL INJECTION ONLY

Read this entire booklet before proceeding. 
If you have questions about preparation 
and/or administration of octreotide acetate 
for injectable suspension, please call 
1-888-838-2872.

ATTENTION:
There are 3 critical steps in the reconstitution of 
octreotide acetate for injectable suspension. Not 
following them could result in failure to deliver 
the drug appropriately.
•  �The injection kit must reach room temperature. 

Remove the injection kit from the fridge and let 
the kit stand at room temperature for a minimum 
of 30 minutes before reconstitution, but do not 
exceed 24 hours.

•  �After adding the diluent solution, ensure that the 
powder is fully saturated by letting the vial stand 
for a minimum of 2 minutes and up to 5 minutes.

•  �After saturation, shake the vial moderately in a 
horizontal direction for a minimum of 30 seconds, 
until uniform suspension is formed.

Instructions for Gluteal Intramuscular (IM) Injection of Octreotide Acetate for Injectable Suspension
Important Information for Health Care 
Professionals
Successful preparation and administration of 
octreotide acetate for injectable suspension 
relies on proper suspension technique.
Follow each of the steps outlined in this 
instruction booklet to ensure complete 
saturation of the powder and its uniform 
suspension prior to deep intragluteal injection.
It is critical that octreotide acetate for injectable 
suspension and the diluent be allowed to 
reach room temperature and then be mixed 
immediately prior to injection.

Ensure that the powder is completely suspended at the 
time of injection.
If you have questions about preparation 
and/or administration of octreotide acetate for injectable 
suspension, please call 1-888-838-2872.
For more information on octreotide acetate for injectable 
suspension, see the full prescribing information.
Package Contents

• Vial containing octreotide acetate for injectable 
suspension

• Vial adapter for drug product reconstitution
• Prefilled syringe containing diluent
• One 1 1/2” 19-gauge safety needle

Step 1
• Remove the octreotide acetate for injectable 

suspension kit from refrigerated storage.
ATTENTION: It is essential to start the reconstitution 
process only after the injection kit has reached room 
temperature. Let the kit stand at room temperature 
for a minimum of 30 minutes before reconstitution, 
but do not exceed 24 hours.
Note: The injection kit can be re-refrigerated if needed.

30
min

Step 2
• Remove the plastic cap from the vial and clean 

the rubber stopper of the vial with an alcohol 
wipe.

Step 3
• Peel the blister film and remove the vial adapter 

from its packaging by holding between the white 
luer cap and the skirt. DO NOT touch the tip of 
the access device at any time.

• Place the vial on a flat surface. Position the 
vial adapter on top of the vial and push it fully 
down so that it snaps in place, confirmed by an 
audible “click”.

• CLEAN the tip of the vial adapter with an alcohol 
wipe

Step 4
• Peel off outer syringe label.
• Inspect syringe to ensure there are no visible 

particles.

Step 5
• Snap off the smooth white cap from the syringe 

prefilled with diluent solution and screw the 
syringe onto the vial adapter.

• Slowly push the plunger all the way down to 
transfer all the diluent solution in the vial.
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Step 6
ATTENTION: It is essential to let the vial stand for a 
minimum of 2 minutes and up to 5 minutes to ensure 
that the diluent has fully saturated the powder.
Note: It is normal if the plunger rod moves up as 
there might be a slight overpressure in the vial.
• At this stage prepare the patient for injection.

5
min

Step 7
• After the saturation period, make sure that the 

plunger is pushed all the way down in the syringe.
ATTENTION: Keep the plunger pressed and shake 
the vial moderately in a horizontal direction for 
a minimum of 30 seconds so that the powder is 
completely suspended (uniform milky suspension). 
Repeat moderate shaking for another 30 seconds 
if the powder is not completely suspended.

Step 8
• Turn syringe and vial upside down, slowly pull 

the plunger back and draw the entire contents 
from the vial into the syringe.

• Unscrew the syringe from the vial adapter.

Step 9
• Prepare the injection site with an alcohol wipe.
• Screw the safety injection needle onto the syringe.
• Gently re-shake the syringe to a milky uniform 

suspension.
• Pull the protective cover straight off the needle.
• Gently tap the syringe to remove any visible 

bubbles and expel them from the syringe.
• Proceed immediately to Step 10 for admininstration 

to the patient. Any delay may result in sedimentation.

Step 10
• Octreotide acetate for injectable suspension 

must be given only by deep intragluteal injection, 
NEVER intravenously.

• Insert the needle fully into the left or right 
gluteus at a 90° angle to the skin.

• Slowly pull back the plunger to check that no 
blood vessel has been penetrated (reposition if 
a blood vessel has been penetrated).

• Depress the plunger with steady pressure until 
the syringe is empty. Withdraw the needle from 
the injection site and activate the safety guard 
(as shown in Step 11).

Injection sites

90°
angle

Step 11
• Activate the safety guard over the needle in one 

of the 2 methods shown:
o either press the hinged section of the safety 

guard down onto a hard surface (figure A)
o or push the hinge forward with your finger 

(figure B).
• An audible “click” confirms the proper activation.
• Note: Record injection site on patient’s record 

and alternate monthly.

A

B

Step 12
• Dispose of syringe immediately (in a sharps container).
Special precautions for disposal
• Any unused product or waste material should be disposed of in accordance with local requirements.

Manufactured In Greece By:
Pharmathen International S.A.
Rodopi, 69300, Greece
Manufactured For:
Teva Pharmaceuticals
Parsippany, NJ 07054
Iss. 7/2024

7.4 
Other Concom

itant Drug Therapy
Concom

itant adm
inistration of bradycardia-inducing drugs (e.g., beta-blockers) m

ay have an additive effect 
on the reduction of heart rate associated w

ith octreotide. Dose adjustm
ents of concom

itant m
edication m

ay 
be necessary.
Octreotide has been associated w

ith alterations in nutrient absorption, so it m
ay have an effect on absorption of orally 

adm
inistered drugs.

7.5 
Drug M

etabolism
 Interactions

Lim
ited published data indicate that som

atostatin analogs m
ay decrease the m

etabolic clearance of com
pounds 

know
n to be m

etabolized by cytochrom
e P450 enzym

es, w
hich m

ay be due to the suppression of grow
th 

horm
one. Since it cannot be excluded that octreotide m

ay have this effect, other drugs m
ainly m

etabolized by 
CYP3A4 and w

hich have a low
 therapeutic index (e.g., quinidine, terfenadine) should therefore be used w

ith 
caution.
7.6 

Lutetium
 Lu 177 Dotatate Injection 

Octreotide com
petitively binds to som

atostatin receptors and m
ay interfere w

ith the efficacy of lutetium
 Lu 177 

dotatate. Discontinue octreotide acetate for injectable suspension at least 4 w
eeks prior to each lutetium

 Lu 177 
dotatate dose. 
8 

USE IN SPECIFIC POPULATIONS
8.1 

Pregnancy
Risk Sum

m
ary

The lim
ited data w

ith octreotide acetate for injectable suspension in pregnant w
om

en are insufficient to inform
 

a drug-associated risk for m
ajor birth defects and m

iscarriage. In anim
al reproduction studies, no adverse 

developm
ental effects w

ere observed w
ith intravenous adm

inistration of octreotide to pregnant rats and rabbits 
during organogenesis at doses 7- and 13-tim

es, respectively the m
axim

um
 recom

m
ended hum

an dose (M
RHD) 

of 1.5 m
g/day based on body surface area (BSA). Transient grow

th retardation, w
ith no im

pact on postnatal 
developm

ent, w
as observed in rat offspring from

 a pre- and post-natal study of octreotide at intravenous doses 
below

 the M
RHD based on BSA (see Data).

The estim
ated background risk of m

ajor birth defects and m
iscarriage for the indicated population is unknow

n. 
In the U.S. general population, the estim

ated background risk of m
ajor birth defects and m

iscarriage in clinically 
recognized pregnancies is 2%

 to 4%
 and 15%

 to 20%
, respectively.

Data
Anim

al Data
In em

bryo-fetal developm
ent studies in rats and rabbits, pregnant anim

als received intravenous doses of 
octreotide up to 1 m

g/kg/day during the period of organogenesis. A slight reduction in body w
eight gain w

as noted 
in pregnant rats at 0.1 and 1 m

g/kg/day. There w
ere no m

aternal effects in rabbits or em
bryo-fetal effects in either 

species up to the m
axim

um
 dose tested. At 1 m

g/kg/day in rats and rabbits, the dose m
ultiple w

as approxim
ately 

7- and 13-tim
es, respectively, at the highest recom

m
ended hum

an dose of 1.5 m
g/day based on BSA.

In a pre- and post-natal developm
ent rat study at intravenous doses of 0.02 to 1 m

g/kg/day, a transient grow
th 

retardation of the offspring w
as observed at all doses w

hich w
as possibly a consequence of grow

th horm
one 

inhibition by octreotide. The doses attributed to the delayed grow
th are below

 the hum
an dose of 1.5 m

g/day, 
based on BSA.
8.2 

Lactation
Risk Sum

m
ary

There is no inform
ation available on the presence of octreotide acetate for injectable suspension in hum

an m
ilk, 

the effects of the drug on the breastfed infant, or the effects of the drug on m
ilk production. Studies show

 that 
octreotide adm

inistered subcutaneously passes into the m
ilk of lactating rats; how

ever, due to species-specific 
differences in lactation physiology, anim

al data m
ay not reliably predict drug levels in hum

an m
ilk (see Data). The 

developm
ental and health benefits of breastfeeding should be considered along w

ith the m
other’s clinical need 

for octreotide acetate for injectable suspension, and any potential adverse effects on the breastfed child from
 

octreotide acetate for injectable suspension or from
 the underlying m

aternal condition.
Data
Follow

ing a subcutaneous dose (1 m
g/kg) of octreotide to lactating rats, transfer of octreotide into m

ilk w
as 

observed at a low
 concentration com

pared to plasm
a (m

ilk/plasm
a ratio of 0.009).

8.3 
Fem

ales and M
ales of Reproductive Potential

Discuss the potential for unintended pregnancy w
ith prem

enopausal w
om

en as the therapeutic benefits of a 
reduction in GH levels and norm

alization of insulin-like grow
th factor 1 (IGF-1) concentration in acrom

egalic 
fem

ales treated w
ith octreotide m

ay lead to im
proved fertility.

8.4 
Pediatric Use

Safety and efficacy of octreotide acetate for injectable suspension in the pediatric population have not been 
dem

onstrated.
No form

al controlled clinical trials have been perform
ed to evaluate the safety and effectiveness of octreotide acetate for 

injectable suspension in pediatric patients under 6 years of age. In postm
arketing reports, serious adverse events, including 

hypoxia, necrotizing enterocolitis, and death, have been reported w
ith octreotide acetate use in children, m

ost notably in 
children under 2 years of age. The relationship of these events to octreotide acetate has not been established as the m

ajority 
of these pediatric patients had serious underlying com

orbid conditions.
The efficacy and safety of octreotide acetate for injectable suspension w

as exam
ined in a single random

ized, 
double-blind, placebo-controlled, 6-m

onth pharm
acokinetics study in 60 pediatric patients age 6 to 17 years w

ith 
hypothalam

ic obesity resulting from
 cranial insult. The m

ean octreotide concentration after 6 doses of 40 m
g 

octreotide acetate for injectable suspension adm
inistered by IM

 injection every four w
eeks w

as approxim
ately 

3 ng/m
L. Steady-state concentrations w

ere achieved after 3 injections of a 40-m
g dose. M

ean BM
I increased 

0.1 kg/m
2 in octreotide acetate for injectable suspension-treated subjects com

pared to 0.0 kg/m
2 in saline 

control-treated subjects. Efficacy w
as not dem

onstrated. Diarrhea occurred in 11 of 30 (37%
) patients treated 

w
ith octreotide acetate for injectable suspension. No unexpected adverse events w

ere observed. How
ever, w

ith 
octreotide acetate for injectable suspension 40 m

g once a m
onth, the incidence of new

 cholelithiasis in this 
pediatric population (33%

) w
as higher than that seen in other adult indications, such as acrom

egaly (22%
) or 

m
alignant carcinoid syndrom

e (24%
), w

here octreotide acetate for injectable suspension w
as dosed at 10 m

g 
to 30 m

g once a m
onth.

8.5 
Geriatric Use

Clinical studies of octreotide acetate did not include sufficient num
bers of subjects age 65 years and over to determ

ine 
w

hether they respond differently from
 younger subjects. Other reported clinical experience has not identified differences 

in responses betw
een the elderly and younger patients. In general, dose selection for an elderly patient should be cautious, 

usually starting at the low
 end of the dosing range, reflecting the greater frequency of decreased hepatic, renal, or cardiac 

function, and of concom
itant disease or other drug therapy.

8.6 
Renal Im

pairm
ent

In patients w
ith renal failure requiring dialysis, the starting dose should be 10 m

g. This dose should be up 
titrated based on clinical response and speed of response as deem

ed necessary by the physician. In patients 
w

ith m
ild, m

oderate, or severe renal im
pairm

ent there is no need to adjust the starting dose of octreotide acetate. 
The m

aintenance dose should be adjusted thereafter based on clinical response and tolerability as in nonrenal 
patients [see Clinical Pharm

acology (12)].
8.7 

Hepatic Im
pairm

ent-Cirrhotic Patients
In patients w

ith established liver cirrhosis, the starting dose should be 10 m
g. This dose should be up titrated 

based on clinical response and speed of response as deem
ed necessary by the physician. Once at a higher dose, 

patient should be m
aintained or dose adjusted based on response and tolerability as in any noncirrhotic patients 

[see Clinical Pharm
acology (12)].

10 
OVERDOSAGE

Doses of 2.5 m
g (2,500 m

cg) of octreotide acetate injection subcutaneously have caused hypoglycem
ia, flushing, 

dizziness, and nausea.
Contact Poison Control (1-800-222-1222) for latest recom

m
endations.

11 
DESCRIPTION

Octreotide is the acetate salt of a cyclic octapeptide. It is a long-acting octapeptide w
ith pharm

acologic properties 
m

im
icking those of the natural horm

one som
atostatin. Octreotide is know

n chem
ically as L-Cysteinam

ide, 
D

-phenylalanyl-L-cysteinyl-L-phenylalanyl-D
-tryptophyl-L-lysyl-L-threonyl-N

-[2-hydroxy-1-(hydroxy-m
ethyl) 

propyl]-, cyclic (2 →
7)-disulfide; [R-(R*,R*)].

The m
olecular w

eight of octreotide is 1019.3 g/m
ol (free peptide, C

49 H
66 N

10 O
10 S

2 ) and its am
ino acid sequence is:

H
-D

-Phe-Cys-Phe-D
-Trp-Lys-Thr-Cys-Thr-ol•xCH

3 CO
O

H
w

here x = 1.4 to 2.5

Octreotide acetate for injectable suspension is available in a single-dose vial containing the sterile drug product, 
w

hich w
hen m

ixed w
ith diluent, becom

es a suspension that is given as a m
onthly intragluteal injection. The 

octreotide is uniform
ly distributed w

ithin the m
icrospheres w

hich are m
ade of a biodegradable glucose star 

polym
er, D,L-lactic and glycolic acids copolym

er. Sterile m
annitol is added to the m

icrospheres to im
prove 

suspendability.
Octreotide acetate for injectable suspension is available as: sterile 8-m

L single-dose vials in 3 strengths delivering 
10 m

g, 20 m
g, or 30 m

g octreotide-free peptide. Each single-dose vial of octreotide acetate for injectable 
suspension delivers:
Nam

e of Ingredient
10 m

g
20 m

g
30 m

g
octreotide acetate, USP

11.2 m
g

*
22.4 m

g
*

33.6 m
g

*

D,L-lactic and glycolic acids copolym
er

188.8 m
g

377.6 m
g

566.4 m
g

m
annitol

41.0 m
g

81.9 m
g

122.9 m
g

*Equivalent to 10 m
g, 20 m

g, or 30 m
g octreotide, respectively.

Each prefilled syringe of diluent contains:
carboxym

ethylcellulose sodium
14 m

g
m

annitol
12 m

g
poloxam

er 188
4 m

g
w

ater for injection
q.s. to 2 m

L

12 
CLINICAL PHARM

ACOLOGY
Octreotide acetate for injectable suspension is a long-acting dosage form

 consisting of m
icrospheres of the biodegradable 

glucose star polym
er, D,L-lactic and glycolic acids copolym

er, containing octreotide acetate. It m
aintains all of the clinical 

and pharm
acological characteristics of the im

m
ediate-release dosage form

 octreotide acetate injection w
ith the added 

feature of slow
 release of octreotide acetate from

 the site of injection, reducing the need for frequent adm
inistration. This 

slow
 release occurs as the polym

er biodegrades, prim
arily through hydrolysis. Octreotide acetate for injectable suspension 

is designed to be injected intram
uscularly (intragluteally) once every 4 w

eeks.
12.1 

M
echanism

 of Action
Octreotide exerts pharm

acologic actions sim
ilar to the natural horm

one, som
atostatin. It is an even m

ore potent 
inhibitor of grow

th horm
one, glucagon, and insulin than som

atostatin. Like som
atostatin, it also suppresses LH 

response to GnRH, decreases splanchnic blood flow, and inhibits release of serotonin, gastrin, vasoactive intestinal 
peptide, secretin, m

otilin, and pancreatic polypeptide.
By virtue of these pharm

acological actions, octreotide has been used to treat the sym
ptom

s associated w
ith 

m
etastatic carcinoid tum

ors (flushing and diarrhea), and VIP secreting adenom
as (w

atery diarrhea).
12.2 

Pharm
acodynam

ics
Octreotide substantially reduces and in m

any cases can norm
alize grow

th horm
one and/or IGF-1 (som

atom
edin C) 

levels in patients w
ith acrom

egaly.
Single doses of octreotide acetate injection given subcutaneously have been show

n to inhibit gallbladder 
contractility and to decrease bile secretion in norm

al volunteers. In controlled clinical trials, the incidence of 
gallstone or biliary sludge form

ation w
as m

arkedly increased [see W
arnings and Precautions (5.1)].

Octreotide m
ay cause clinically significant suppression of TSH.

12.3 
Pharm

acokinetics
Octreotide Acetate Injection
According to data obtained w

ith the im
m

ediate-release form
ulation, octreotide acetate injection solution, after 

subcutaneous injection, octreotide is absorbed rapidly and com
pletely from

 the injection site. Peak concentrations 
of 5.2 ng/m

L (100-m
cg dose) w

ere reached 0.4 hours after dosing. Using a specific radioim
m

unoassay, 
intravenous and subcutaneous doses w

ere found to be bioequivalent. Peak concentrations and area under the 
curve (AUC) values w

ere dose proportional both after subcutaneous or intravenous single doses up to 400 m
cg 

and w
ith m

ultiple doses of 200 m
cg 3 tim

es daily (600 m
cg/day). Clearance w

as reduced by about 66%
 

suggesting nonlinear kinetics of the drug at daily doses of 600 m
cg/day com

pared to 150 m
cg/day. The relative 

decrease in clearance w
ith doses above 600 m

cg/day is not defined.
In healthy volunteers, the distribution of octreotide from

 plasm
a w

as rapid (tα
1/2  = 0.2 h), the volum

e of 
distribution (Vdss) w

as estim
ated to be 13.6 L and the total body clearance w

as 10 L/h.
In blood, the distribution of octreotide into the erythrocytes w

as found to be negligible and about 65%
 w

as 
bound in the plasm

a in a concentration-independent m
anner. Binding w

as m
ainly to lipoprotein and, to a lesser 

extent, to album
in.

The elim
ination of octreotide from

 plasm
a had an apparent half-life of 1.7 hours, com

pared w
ith the 1 to 3 m

inutes 
w

ith the natural horm
one, som

atostatin. The duration of action of subcutaneously adm
inistered octreotide acetate 

injection solution is variable but extends up to 12 hours depending upon the type of tum
or, necessitating m

ultiple 
daily dosing w

ith this im
m

ediate-release dosage form
. About 32%

 of the dose is excreted unchanged into the 
urine. In an elderly population, dose adjustm

ents m
ay be necessary due to a significant increase in the half-life 

(46%
) and a significant decrease in the clearance (26%

) of the drug.
In patients w

ith acrom
egaly, the pharm

acokinetics differ som
ew

hat from
 those in healthy volunteers. A m

ean peak 
concentration of 2.8 ng/m

L (100-m
cg dose) w

as reached in 0.7 hours after subcutaneous dosing. The Vdss w
as 

estim
ated to be 21.6 ± 8.5 L and the total body clearance w

as increased to 18 L/h. The m
ean percent of the drug 

bound w
as 41.2%

. The disposition and elim
ination half-lives w

ere sim
ilar to norm

als.
The half-life in renal-im

paired patients w
as slightly longer than norm

al subjects (2.4 to 3.1 h versus 1.9 h). The 
clearance in renal-im

paired patients w
as 7.3 to 8.8 L/h as com

pared to 8.3 L/h in healthy subjects. In patients 
w

ith severe renal failure requiring dialysis, clearance w
as reduced to about half that found in healthy subjects 

(from
 approxim

ately 10 L/h to 4.5 L/h).
Patients w

ith liver cirrhosis show
ed prolonged elim

ination of drug, w
ith octreotide half-life increasing to 3.7 h and 

total body clearance decreasing to 5.9 L/h, w
hereas patients w

ith fatty liver disease show
ed half-life increasing 

to 3.4 h and total body clearance of 8.4 L/h. In norm
al subjects, octreotide half-life is 1.9 h and the clearance is 

8.3 L/h w
hich is com

parable w
ith the clearance in fatty-liver patients.

Octreotide Acetate for Injectable Suspension
The m

agnitude and duration of octreotide serum
 concentrations after an intram

uscular injection of the long-acting 
depot form

ulation octreotide acetate for injectable suspension reflect the release of drug from
 the m

icrosphere 
polym

er m
atrix. Drug release is governed by the slow

 biodegradation of the m
icrospheres in the m

uscle, 
but once present in the system

ic circulation, octreotide distributes and is elim
inated according to its know

n 
pharm

acokinetic properties w
hich are as follow

s.
After a single IM

 injection of the long-acting depot dosage form
 octreotide acetate for injectable suspension 

in healthy volunteer subjects, the serum
 octreotide concentration reached a transient initial peak of about 

0.03 ng/m
L/m

g w
ithin 1 hour after adm

inistration progressively declining over the follow
ing 3 to 5 days to a 

nadir of < 0.01 ng/m
L/m

g, then slow
ly increasing and reaching a plateau about 2 to 3 w

eeks post-injection. 
Plateau concentrations w

ere m
aintained over a period of nearly 2 to 3 w

eeks, show
ing dose proportional peak 

concentrations of about 0.07 ng/m
L/m

g. After about 6 w
eeks post-injection, octreotide concentration slow

ly 
decreased, to < 0.01 ng/m

L/m
g by W

eeks 12 to 13, concom
itant w

ith the term
inal degradation phase of the 

polym
er m

atrix of the dosage form
. The relative bioavailability of the long-acting release octreotide acetate for 

injectable suspension com
pared to im

m
ediate-release octreotide acetate injection solution given subcutaneously 

w
as 60%

 to 63%
.

In patients w
ith acrom

egaly, the octreotide concentrations after single doses of 10 m
g, 20 m

g, and 30 m
g 

octreotide acetate for injectable suspension w
ere dose proportional. The transient Day 1 peak, am

ounting to 
0.3 ng/m

L, 0.8 ng/m
L, and 1.3 ng/m

L, respectively, w
as follow

ed by plateau concentrations of 0.5 ng/m
L, 

1.3 ng/m
L, and 2.0 ng/m

L, respectively, achieved about 3 w
eeks post-injection. These plateau concentrations 

w
ere m

aintained for nearly 2 w
eeks.

Follow
ing m

ultiple doses of octreotide acetate for injectable suspension given every 4 w
eeks, steady-state 

octreotide serum
 concentrations w

ere achieved after the third injection. Concentrations w
ere dose proportional 

and higher by a factor of approxim
ately 1.6 to 2.0 com

pared to the concentrations after a single dose. The 
steady-state octreotide concentrations w

ere 1.2 ng/m
L and 2.1 ng/m

L, respectively, at trough and 1.6 ng/m
L and 

2.6 ng/m
L, respectively, at peak w

ith 20 m
g and 30 m

g octreotide acetate for injectable suspension given every 4 
w

eeks. No accum
ulation of octreotide beyond that expected from

 the overlapping release profiles occurred over 
a duration of up to 28 m

onthly injections of octreotide acetate for injectable suspension. W
ith the long-acting 

depot form
ulation octreotide acetate for injectable suspension adm

inistered IM
 every 4 w

eeks the peak-to-trough 
variation in octreotide concentrations ranged from

 44%
 to 68%

, com
pared to the 163%

 to 209%
 variation 

encountered w
ith the daily subcutaneous three tim

es daily regim
en of octreotide acetate injection solution.

In patients w
ith carcinoid tum

ors, the m
ean octreotide concentrations after 6 doses of 10 m

g, 20 m
g, and 

30 m
g octreotide acetate for injectable suspension adm

inistered by IM
 injection every 4 w

eeks w
ere 1.2 ng/m

L, 
2.5 ng/m

L, and 4.2 ng/m
L, respectively. Concentrations w

ere dose proportional and steady-state concentrations 
w

ere reached after 2 injections of 20 m
g and 30 m

g and after 3 injections of 10 m
g.

Octreotide acetate for injectable suspension has not been studied in patients w
ith renal im

pairm
ent. 

Octreotide acetate for injectable suspension has not been studied in patients w
ith hepatic im

pairm
ent.

13 
NONCLINICAL TOXICOLOGY

13.1 
Carcinogenesis, M

utagenesis, Im
pairm

ent of Fertility
Studies in laboratory anim

als have dem
onstrated no m

utagenic potential of octreotide acetate. No m
utagenic 

potential of the polym
eric carrier in octreotide acetate for injectable suspension, D,L-lactic and glycolic acids 

copolym
er, w

as observed in the Am
es m

utagenicity test.
No carcinogenic potential w

as dem
onstrated in m

ice treated subcutaneously w
ith octreotide for 85 to 99 w

eeks 
at doses up to 2 m

g/kg/day (8-tim
es the hum

an exposure based on BSA). In a 116-w
eek subcutaneous study in 

rats adm
inistered octreotide, a 27%

 and 12%
 incidence of injection-site sarcom

as or squam
ous cell carcinom

as 
w

as observed in m
ales and fem

ales, respectively, at the highest dose level of 1.25 m
g/kg/day (10-tim

es the hum
an 

exposure based on BSA) com
pared to an incidence of 8%

 to 10%
 in the vehicle-control groups. The increased 

incidence of injection-site tum
ors w

as m
ost probably caused by irritation and the high sensitivity of the rat to 

repeated subcutaneous injections at the sam
e site. Rotating injection sites w

ould prevent chronic irritation in 
hum

ans. There have been no reports of injection-site tum
ors in patients treated w

ith octreotide acetate injection 
for at least 5 years. There w

as also a 15%
 incidence of uterine adenocarcinom

as in the 1.25 m
g/kg/day fem

ales 
com

pared to 7%
 in the saline-control fem

ales and 0%
 in the vehicle-control fem

ales. The presence of endom
etritis 

coupled w
ith the absence of corpora lutea, the reduction in m

am
m

ary fibroadenom
as, and the presence of 

uterine dilatation suggest that the uterine tum
ors w

ere associated w
ith estrogen dom

inance in the aged fem
ale 

rats w
hich does not occur in hum

ans.
Octreotide did not im

pair fertility in rats at doses up to 1 m
g/kg/day, w

hich represents 7-tim
es the hum

an 
exposure based on BSA.
14 

CLINICAL STUDIES
14.1 

Acrom
egaly

The clinical trials of octreotide acetate for injectable suspension w
ere perform

ed in patients w
ho had been receiving 

octreotide acetate injection for a period of w
eeks to as long as 10 years. The acrom

egaly studies w
ith octreotide acetate 

for injectable suspension described below
 w

ere perform
ed in patients w

ho achieved GH levels of < 10 ng/m
L (and, 

in m
ost cases < 5 ng/m

L) w
hile on subcutaneous octreotide acetate injection. How

ever, som
e patients enrolled w

ere 
partial responders to subcutaneous octreotide acetate injection, i.e., GH levels w

ere reduced by > 50%
 on subcutaneous 

octreotide acetate injection com
pared to the untreated state, although not suppressed to < 5 ng/m

L.
Octreotide acetate for injectable suspension w

as evaluated in three clinical trials in acrom
egalic patients.

In 2 of the clinical trials, a total of 101 patients w
ere entered w

ho had, in m
ost cases, achieved a GH level < 5 ng/m

L 
on octreotide acetate injection given in doses of 100 m

cg or 200 m
cg three tim

es daily. M
ost patients w

ere sw
itched 

to 20 m
g or 30 m

g doses of octreotide acetate for injectable suspension given once every 4 w
eeks for up to 27 to 28 

injections. A few
 patients received doses of 10 m

g and a few
 required doses of 40 m

g. Grow
th horm

one and IGF-1 
levels w

ere at least as w
ell controlled w

ith octreotide acetate for injectable suspension as they had been on octreotide 
acetate injection and this level of control rem

ained for the entire duration of the trials.
A third trial was a 12-m

onth study that enrolled 151 patients who had a GH level < 10 ng/m
L after treatm

ent with octreotide 
acetate injection (m

ost had levels < 5 ng/m
L). The starting dose of octreotide acetate for injectable suspension was 20 m

g 
every 4 weeks for 3 doses. Thereafter, patients received 10 m

g, 20 m
g, or 30 m

g every 4 weeks, depending upon the degree 
of GH suppression [see Dosage and Adm

inistration (2)]. Growth horm
one and IGF-1 were at least as well controlled on 

octreotide acetate for injectable suspension as they had been on octreotide acetate injection.
Table 5 sum

m
arizes the data on horm

onal control (GH and IGF-1) for those patients in the first tw
o clinical trials 

w
ho received all 27 to 28 injections of octreotide acetate for injectable suspension.

Table 5. �Horm
onal Response in Acrom

egalic Patients Receiving 27 to 28 Injections During
1 Treatm

ent w
ith  

Octreotide Acetate for Injectable Suspension
M

ean Horm
one Level

Octreotide Acetate
Injection S.C.

Octreotide Acetate for  
Injectable Suspension

n
%

n
%

GH < 5.0 ng/m
L

69/88
78

73/88
83

< 2.5 ng/m
L

44/88
50

41/88
47

< 1.0 ng/m
L

6/88
7

10/88
11

IGF-1 norm
alized

36/88
41

45/88
51

GH < 5.0 ng/m
L + IGF-1 norm

alized
36/88

41
45/88

51
< 2.5 ng/m

L + IGF-1 norm
alized

30/88
34

37/88
42

< 1.0 ng/m
L + IGF-1 norm

alized
5/88

6
10/88

11
1Average of m

onthly levels of GH and IGF-1 over the course of the trials.

For the 88 patients in Table 5, a m
ean GH level of < 2.5 ng/m

L w
as observed in 47%

 receiving octreotide acetate for injectable 
suspension. Over the course of the trials, 42%

 of patients m
aintained m

ean grow
th horm

one levels of < 2.5 ng/m
L and 

m
ean norm

al IGF-1 levels.

Table 6 sum
m

arizes the data on horm
onal control (GH and IGF-1) for those patients in the third clinical trial w

ho 
received all 12 injections of octreotide acetate for injectable suspension.
Table 6. �Horm

onal Response in Acrom
egalic Patients Receiving 12 Injections During

1 Treatm
ent w

ith 
Octreotide Acetate for Injectable Suspension

M
ean Horm

one Level
Octreotide Acetate  

Injection S.C.
Octreotide Acetate for
Injectable Suspension

n
%

n
%

GH < 5.0 ng/m
L

116/122
95

118/122
97

< 2.5 ng/m
L

84/122
69

80/122
66

< 1.0 ng/m
L

25/122
21

28/122
23

IGF-1 norm
alized

82/122
67

82/122
67

GH < 5.0 ng/m
L + IGF-1 norm

alized
80/122

66
82/122

67
< 2.5 ng/m

L + IGF-1 norm
alized

65/122
53

70/122
57

< 1.0 ng/m
L + IGF-1 norm

alized
23/122

19
27/122

22
1Average of m

onthly levels of GH and IGF-1 over the course of the trial.

For the 122 patients in Table 6, who received all 12 injections in the third trial, a m
ean GH level of < 2.5 ng/m

L was observed 
in 66%

 receiving octreotide acetate for injectable suspension. Over the course of the trial, 57%
 of patients m

aintained m
ean 

growth horm
one levels of < 2.5 ng/m

L and m
ean norm

al IGF-1 levels. In com
paring the horm

onal response in these trials, 
note that a higher percentage of patients in the third trial suppressed their m

ean GH to < 5 ng/m
L on subcutaneous octreotide 

acetate injection, 95%
, com

pared to 78%
 across the 2 previous trials.

In all 3 trials, GH, IGF-1, and clinical sym
ptom

s w
ere sim

ilarly controlled on octreotide acetate for injectable 
suspension as they had been on octreotide acetate injection.
Of the 25 patients w

ho com
pleted the trials and w

ere partial responders to octreotide acetate injection 
(GH > 5.0 ng/m

L but reduced by > 50%
 relative to untreated levels), 1 patient (4%

) responded to octreotide 
acetate for injectable suspension w

ith a reduction of GH to < 2.5 ng/m
L and 8 patients (32%

) responded w
ith a 

reduction of GH to < 5.0 ng/m
L.

Tw
o open-label clinical studies investigated a 48-w

eek treatm
ent w

ith octreotide acetate for injectable suspension 
in 143 untreated (de novo) acrom

egalic patients. The m
edian reduction in tum

or volum
e w

as 20.6%
 in Study 1 

(49 patients) at 24 w
eeks and 24.5%

 in Study 2 (94 patients) at 24 w
eeks and 36.2%

 at 48 w
eeks.

14.2 
Carcinoid Syndrom

e
A 6-m

onth clinical trial of m
alignant carcinoid syndrom

e w
as perform

ed in 93 patients w
ho had previously been 

show
n to be responsive to octreotide acetate injection. Sixty-seven (67) patients w

ere random
ized at baseline 

to receive double-blind doses of 10 m
g, 20 m

g, or 30 m
g octreotide acetate for injectable suspension every 

28 days and 26 patients continued, unblinded, on their previous octreotide acetate injection regim
en (100 to 

300 m
cg three tim

es daily).
In any given m

onth after steady-state levels of octreotide were reached, approxim
ately 35%

 to 40%
 of the patients who 

received octreotide acetate for injectable suspension required supplem
ental subcutaneous octreotide acetate injection 

therapy usually for a few days, to control exacerbation of carcinoid sym
ptom

s. In any given m
onth, the percentage of 

patients random
ized to subcutaneous octreotide acetate injection, who required supplem

ental treatm
ent with an increased 

dose of octreotide acetate injection, was sim
ilar to the percentage of patients random

ized to octreotide acetate for injectable 
suspension. Over the 6-m

onth treatm
ent period, approxim

ately 50%
 to 70%

 of patients who com
pleted the trial on 

octreotide acetate for injectable suspension required subcutaneous octreotide acetate injection supplem
ental therapy to 

control exacerbation of carcinoid sym
ptom

s although steady-state serum
 octreotide acetate for injectable suspension levels 

had been reached.
Table 7 presents the average num

ber of daily stools and flushing episodes in m
alignant carcinoid patients.

Table 7. Average Num
ber of Daily Stools and Flushing Episodes in Patients w

ith M
alignant Carcinoid Syndrom

e
Treatm

ent
Daily Stools

(Average Num
ber)

Daily Flushing Episodes
(Average Num

ber)
n

Baseline
Last Visit

Baseline
Last Visit

Octreotide Acetate Injection S.C.
26

3.7
2.6

3.0
0.5

Octreotide Acetate for Injectable 
Suspension
10 m

g
22

4.6
2.8

3.0
0.9

20 m
g

20
4.0

2.1
5.9

0.6
30 m

g
24

4.9
2.8

6.1
1.0

Overall, m
ean daily stool frequency w

as as w
ell controlled on octreotide acetate for injectable suspension as on 

octreotide acetate injection (approxim
ately 2 to 2.5 stools/day).

M
ean daily flushing episodes w

ere sim
ilar at all doses of octreotide acetate for injectable suspension and on 

octreotide acetate injection (approxim
ately 0.5 to 1 episode/day).

In a subset of patients w
ith variable severity of disease, m

edian 24 hour urinary 5-HIAA (5-hydroxyindole 
acetic acid) levels w

ere reduced by 38%
 to 50%

 in the groups random
ized to octreotide acetate for injectable 

suspension.
The reductions are w

ithin the range reported in the published literature for patients treated w
ith octreotide 

(about 10%
 to 50%

).
Seventy-eight (78) patients w

ith m
alignant carcinoid syndrom

e w
ho had participated in this 6-m

onth trial 
subsequently participated in a 12-m

onth extension study in w
hich they received 12 injections of octreotide 

acetate for injectable suspension at 4-w
eek intervals. For those w

ho rem
ained in the extension trial, diarrhea and 

flushing w
ere as w

ell controlled as during the 6-m
onth trial. Because m

alignant carcinoid disease is progressive, 
as expected, a num

ber of deaths (8 patients: 10%
) occurred due to disease progression or com

plications from
 

the underlying disease. An additional 22%
 of patients prem

aturely discontinued octreotide acetate for injectable 
suspension due to disease progression or w

orsening of carcinoid sym
ptom

s.
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HOW
 SUPPLIED/STORAGE AND HANDLING

Octreotide acetate for injectable suspension is available in single-dose kits containing an 8-m
L single-dose vial 

of 10 m
g, 20 m

g, or 30 m
g strength, a prefilled syringe containing 2 m

L of diluent, one vial adapter, and one 
sterile 1½

” 19 gauge safety injection needle. An instruction booklet for the preparation of drug suspension for 
injection is also included w

ith each kit.
Drug Product Kits
10 m

g kit .................................................................................................................................NDC 0480-9257-08
20 m

g kit..................................................................................................................................NDC 0480-9259-08
30 m

g kit..................................................................................................................................NDC 0480-9262-08

For prolonged storage, octreotide acetate for injectable suspension should be stored at refrigerated tem
peratures between 

2°C to 8°C (36°F to 46°F) and protected from
 light until the tim

e of use. Octreotide acetate for injectable suspension drug 
product kit should rem

ain at room
 tem

perature for 30 to 60 m
inutes prior to preparation of the drug suspension. However, 

after preparation the drug suspension m
ust be adm

inistered im
m

ediately.
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PATIENT COUNSELING INFORM
ATION

Cholelithiasis and Com
plications of Cholelithiasis

Advise patients to contact their healthcare provider if they experience signs or sym
ptom

s of gallstones 
(cholelithiasis) or com

plications of cholelithiasis (e.g., cholecystitis, cholangitis and pancreatitis) [see W
arnings 

and Precautions (5.1)].
Carcinoid Tum

ors and VIPom
as

Patients w
ith carcinoid tum

ors and VIPom
as should be advised to adhere closely to their scheduled return visits 

for reinjection in order to m
inim

ize exacerbation of sym
ptom

s [see Dosage and Adm
inistration (2.2)].

Acrom
egaly

Patients w
ith acrom

egaly should also be urged to adhere to their return visit schedule to help assure steady 
control of GH and IGF-1 levels [see Dosage and Adm

inistration (2.1)].
Steatorrhea and M

alabsorption of Dietary Fats
Advise patients to contact their healthcare provider if they experience new

 or w
orsening sym

ptom
s of steatorrhea, 

stool discoloration, loose stools, abdom
inal bloating, and w

eight loss [see W
arnings and Precautions (5.5)].

Pregnancy
Inform

 fem
ale patients that treatm

ent w
ith octreotide acetate for injectable suspension m

ay result in unintended 
pregnancy [see Use in Specific Populations (8.3)].
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