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P'LUTREPULSE®

Gonadorelin Acetatéor Injection 3.2 mg

PART I: HEALTH PROFESSIONAL INFORMATION

SUMMARY PRODUCT INFORMATION

Route of Dosage Form / Clinically Relevant Nonmedicinal
Administration Strength Ingredients
Parenteral 10mL vial of 3.2 mg | Mannitol

Subcutaneous (SC) Hydrochloric acid 10%

As lyophilized,sterile

powder
Parenteral 10 mL vial 0f 0.9% | Mannitol
Subcutaneous (SC)| sodium chloride Hydrochloric acid 10%

INDICATIONS AND CLINICAL USE

LUTREPULSE(gonadorelin acetate) is indited for the induction of ovulation in women with
primary hypothalamic amenorrhea.

Differential Diagnosis
Proper diagnosis is critical for successful treatment WitiREPULSE It must be established

that hypothalamic amenorrhea or hypogonadism isci fle to a deficiency in quantity or

pulsing of endogenous GnRH. The diagnosis of hypothalamic amenorrhea or hypogonadism is
based on the exclusion of other causes of the dysfunction, since there is currently no practical
technique to directly assesspoyhalamic function. Prior to initiation of therapy with
LUTREPULSEthe physician should rule out disorders (other than abnormalities of GhnRH
secretion), that can cause amenorrhehiavolve most often general health, reproductive organs,
central nervousystem, anterior pituitary, thyroid, adrenals or other endocrine or metabolic

disorders.
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CONTRAINDICATIONS

LUTREPULSE(gonadorelin acetate) is contraindicated in women with any condition that could be
exacerbated by pregnan For example, pituitary prolactinoma should be considered one such
condition. Additionally, any history of sensitivity to gonadorelin acetate or any component of this
product is a contraindication.

Patients who have ovarian cysts should not redeéWVEREPULSE

LUTREPULSE:Is intended to initiate events including the production of reproductive hormones

(e.g. estrogens and progesterone). Therefore, any condition that may be worsened by reproductive
hormones, such as a hormonalgpendentumor, is a ©ntraindication to the use of

LUTREPULSE

WARNINGS AND PRECAUTIONS

Serious Warningsand Precautions

1 Ovarian hyperstimulation syndrome (OHSS) is a known risk with ovulatiarciioeh
therapies, but is rare with pulsatile GnRH therapy. While there have been few cases
hyperstimulation (<1%), this possibility must be considered. If hyperstimulation shou
occur, therapy should be discontinued and spontaneous resolution caedtied

Ovarian cancer has been reported in a very small number of infertile women who have been
treated with fertility drugs. A causal relationship with treatments of fertility drugs has not been
established.

General

Therapy withLUTREPULSE(gonadorelin acetate) should be conducted by physicians familiar

with pulsatile GnRH delivery and the clinical ramifiicas of ovulation induction. While there

have been few cases of hyperstimulation (<1%), this possibility must be considered. If
hyperstimulation should occur, therapy should be discontinued and spontaneous resolution can be
expected. The preservatiohtbe endogenous feedback mechanisms makes severe
hyperstimulation (with ascites and pleural effusion) rare. However, the physician should be aware
of the possibility and be alert for any evidence of ascites, pleural effusion, hemoconcentration,
rupture d a cyst, fluid or electrolyte imbalance, or sepsis.
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Multiple pregnanciesrea possibility that can be minimized by careful attention to the
recommended doses and ultrasonographic monitoring of the ovarian response to therapy.
Following a baseline pelvigltrasound, followup studies should be conducted at a minimum on
day 7 and day 14 of therapy.

As with any parenteral medication, scrupulous attention to asepsis is important. The infusion area

must be monitored as with all indwelling parenteral apgresc

Carcinogenesis and Mutagenesis

Since GnRH is a natural substance normally present in humandetomgtudies in animals have

not been performed to evaluate carcinogenic potential. Mutagenicity testing was not done.

Special Populations

Pregnant Women:

Reproductive studies (teratology and embryotoxicity) performed in rats and rabbits have not
revealed any evidence of harm to the fetus due to gonadorelin acetate. There was no evidence of
teratogenicity when gonadorelin acetate was administerexvamously up to 12Qg/kg/day (>70

times the recommended human dose pfPer pulse) in rats and rabbits.

Studies in pregnant women have shown that gonadorelin acetate does not increase the risk of
abnormalities when administered during the first tritmesf pregnancy. It appears that the

possibility of fetal harm is remote, if the drug is used during pregnancy. In clinical studies, 47
pregnant patients have used gonadorelin acetate during the first trimester of pregnancy (51
pregnancies) and the driaigd no apparent adverse effect on the course of pregnancy. Available
follow-up reports on infants born to these women revealed no adverse effects or complications that
were attributable to gonadorelin acetate. Nevertheless, because the studies irchanatrrsile

out the possibility of harm, gonadorelin acetate should be used during pregnancy only for
maintenance of the corpus luteum in ovulation induction cycles.

Nursing Women:
It is not known whether this drug is excreted in human milk. There isdication for use of
LUTREPULSEIn a nursing woman.

Pediatrics: Not applicable.
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Monitoring and Laboratory Tests
Following a diagnosis of primary hypothalamic amenorrhea, initiatikdUJGIREPULSEtherapy
may be monitored by the following:

1. Ovarian utrasound baseline, and at least weekly while the patient is on therapy or until
ovulation has been documented.

Estradiol serum level to assess ovarian response.

Mid-luteal phase serum progesterone to confirm ovulation.

Recording of basal body temperature

Clinical observation of infusion site at each visit and as needed.

o gk wN

Physical examination including pelvic at regularly scheduled visits.

ADVERSE REACTIONS

Adverse Drug Reaction Overview
The majority of adverse effects arsasiated with the parenteral route of administration of the
drug and are generally confined to and injection site irritation.

Adverse reactions have been reported in approximately 10% of treatment regimens in pivotal
clinical trials. Ten of 268 patienisterrupted therapy because of an adverse reaction but
subsequently resumed treatment. One other subject did not resume treatment.

In clinical studies involving 268 women, one case of moderate ovarian hyperstimulation has been
reported. This cycle inctled concomitant use of clomiphene citrate. This low incidence of
hyperstimulation appears to be due to the preservation of normal feedback mechanisms of the
pituitary-ovarian axis. Despite the preservation of feedback mechanisms, some incidents of
multiple follicle development, multiple pregnancy, and spontaneous termination of pregnancy have
been reported. In clinical studies involving 142 pregnancies, delivery information was available
on 89 pregnancies. Eleven of th&sTREPULSEiInduced pregnancig€42%) were multiple (10

sets of twins, 1 set of triplets).

The following adverse reactions are related to use of an infusion pump: inflammation, infection,
mild phlebitis, or hematoma at the catheter site. Additionally, infusion set malfunction and
interruption of infusion may occur; this has no known adverse effect other than interruption of
therapy.
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Anaphylaxis (bronchospasm, tachycardia, flushing, urticaris, induration at injection site) has been
reported with the related polypeptide hormone gonaiongtrochloride (FACTRE®P).

Antibody formation has occurred in approximately 3% of patients treated with FACT®R&the
subcutaneous route. In some cases, these appear to be related to a decreased effectiveness of the
drug.

Undesirable Effects

Frequency Side Effect

Rare

(6D.01%- <0.1%) 1 In case of hypersensitivity, local reactions (reddening) at the injection site,
. 0- . 0

anaphylactic reactions
{ Mild ovarian hyperstimulation:

- Grade 1 is characterized by increased estradiol levels, moderatg
ovarian enlargement as well as noxmderate abdominal symptom

- Grade 2 is characterized by more distinct ovarian cysts and is
sometimes associated with abdominal distension, nausea, vomif
and/or diarrhea.

Very Rare 1 In case of longerm treatment: fanationof antibodies ath thus therapy failure.

(<0.01%) 1 Anaphylactic shock

1 Transient neurological symptoms after parenteral administration (injection or
pulsatile treatment), especially with concomitant use of TRH (Protirelin). In th
cases, the indication for diagnostics or thenajil gonadorelin has to be carefull
reviewed.

During treatment of amenorrhea cases of headaches, nausea, increased meng
bleeding and abdominal pain were reported in connection with induction of the
ovarian function.
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DOSAGE AND ADMINISTRATION

LUTREPULSES3.2mg powder is dissolved in 3.2 ndf the solvent provide@LO mL vial of 0.9%
sodium chloride injectionand 2.0 mL of the reconstituted solution is transferred intptingp for
LUTREPULSEcalled theLUTREPULSE System ané&dministered in a pulsatile mann€&he
LUTREPULSESystemnow contains 1 mg per mL @UTREPULSE

The LUTREPULSESystemconsists of two parts;
1) The OmniPod (POD) and 2) Drug Delivery Manager (DDM)

DDM Manager OmniPod (POD)

About thePOD, it is;

Oval in shape and has an adhesive backing.
Wireless pump to deliver the patieidd TREPULSEwithout tubing.

Waterproof
DeliversLUTREPULSEbased on personalized settings

= =4 4 A

Handsfree, automated insertiénand priming
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About the Drug Delivery Manager (DDM)

1 Managed UTREPULSEdelivery wirelessly with a handheld controller.

LUTREPULSES.2 mg once added to the POD is injectedavcannula TheLUTREPULSE

doses ranggom 5 to 20ug/pulse/90min and thePODalways runn internal batteriefor 72

hours (3 days). Thadministration is repeated every 90 minutes with the possibility of increment
and decremenusing the DDMof the dose witim the approved dosage range. The dosing interval
of 90 minutes can be changed to 120 minutes, if necessary.

The content of the pad sufficient for 72 hours (3 days) of treatment (up to 200 deliverable units
of medication). For further treatment the process is repeated with a new vial reconstitution for a
newPOD.

The LUTREPULSESystemDrug DeliveryManager is programmed by the darcbr nurse and
should be returned to the doctor or nurse after the end of treatment.

Duration of Use:

Therapy is continued until the desired therapeutic result (follicle maturation and ovulation) is
achieved.

After ovulation, the therapy should be donied to support the corpus luteum function until the
late luteal phase, until endogenous hCG of the implanted trophoblast maintains the function of the
corpus luteum. Otherwise, the therapy can be discontinued if pregnancy is clinically confirmed.
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Directions for Use:

The LUTREPULSESYSTEMconsists of two parts (sé& TREPULSESYSTEMUser Guide for
more detailed information):

1) TheOmniRod (POD), which is applied to the skin with an adhesive backing, similar to an
adhesive bandage.

2) The Drug Delivery Manager (DDM)

Soft Key Labels:
v/ OK, Select, Confirm or Start
= Next
<= Go Back
X Cancel, Close, Discard or Skip
» Enter text and move right
2 Retry Communication
® Activate a Pod
® Deactivate a Pod

LCD Scree

; User Information
kController and Support /

Top view Bottom view

Confirmation Vs e
Indicator Y

Fill Port

o

—— Adhesive Backing

=" Viewing Window 2 Needle Cap
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Controlling the LUTREPULSE Manager
Use the Up/Down Controller buttons to move around the Home and other screens.

The messages on these screens:
1 Describe system operation

1 List the menu choices
1 Explain how to pdorm a certain task

Home screen

| 04:47

Pod Status ———__|
| Activate/
History o -— Change Pod
——— Only for use by
a healthcare
provider

Edit Date/Time

A W,

Pod Status screen

Icon indicating Q)El 00:04  01-01

Pod Status:

& Aetve @m _ Patient ID

., Not active —
e Oz 123456 / LUTREPULSE dosage and

Status/ L i ;

Q)}p;_ % cation /| delivery interval
communical 104 / 90min . e s

od expiration time—

(g 0003 0401 /| stamp (whenaPod
_| s active)
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Preparing the LUTREPULSE System for your Patient
Prior to starting treatment you are required to input a Patient Profile, this will include a Patient ID,
dosage of LUTREPULSE and dosage interval.
Note:Login is disable if a Pod is active.

Creating a New Patient Profile

(2

At the HOME PO e the Up/Down
screen, highlight a Controller and Text
the HCP Q} e Entry button
Loginicon (= to enter
and press \/ authentication
Press o/
/ \_ 4= P | ioprocesd. Y,
Password | 110010 |
4
Highlight = ) PRI 1 Patient D s
New Patient already active,
icon and then == _ press ¢
press &/ S to discard the old
to proceed. i Patient ID and
! history.
X
. ,/
5 6
w0000 Foeeews Up/Down )
O E‘ F’E’);Si”%g“at I . controller to select
WE leﬁo S;Em an or the patient's dos-
letter/number and age. By default the
the P soft key to A system is set to
- lf:t?;? to the next 105+ administer 10 pg.
Press ~/ = o Fress mmlp

to proceed. j

\ el V to proceed. _/ \\
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T 8 A
_ Use the Up/Down & " A0SR The dosage and
tct:gcti?s‘v‘eér;oi ;z#sc; {‘: 123456 delivery l"ate is
(00 or 120 minutes) ATeze
for your patient. By 104y Press
default the system to return to Home
120 mn :;etyg)oad':;‘t'ie' 0min screen.
Press
\ e to proceed. /l \ A=l p /
9 ~ 10 N
The Manager AmQ v To view the
returns to the Patient Profile,
HOME screen. '® , 0 highlight the
— ; Status icon
— ) on the HOME
= screen and
press V
v
\. A N S

After entering the Patient Profile, the LUTREPULSE System is ready to be filled.

Assemble the following:
1 Onevial of 3.2 mg powder
1 LUTREPULSEsolvent 10 mL vial of 0.9% sodim chloride injection
1 Syringe andong needle for reconstitution df UTREPULSE3.2 mg solution
1 An unopenedPOD pack (this contains a newOD, and a short needle and syringe used to

fill the POD).

Wash your hands andiashthe infusion area.
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Preparing a newPOD (removing active POD)

©)
Press Home/Power button n to activate Manager, highlight the

Activate/Change Pod icon @ and press V to proceed.

Go to Step 2 if an active Pod is attached.
Go to Step 4 if no active Pod is attached.

o

J

- )
to deactivate
the old Pod
G
3

Press 0 \
to activate and
proceed to fill

anew Pod.

o

~

The Manager will
prompt you to
prepare a vial of
LUTREPULSE (see Steps
6—7 on the next

page).
Press mmp
when completed. /

PLUTREPULSE
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Training your patient to deliver LUTREPULSE

LUTREPULSE 3.2 mg reconstitutian

Draw 3.2 mL of the solvent for LUTREPULSE
using the LONG NEEDLE and syringe
provided with the LUTREPULSE Vvials.

Add the solvent to the powder. The
solution should be clear and colourless.
For ease, add the solvent against the
inside wall of the vial. Discard the long
needle and syringe appropriately.

- _/

Beginning LUTREPULSE delivery

\

Open a new Pod pack. Attach the SHORT
p NEEDLE 1o the syringe and carefully
remove the cap. ONLY USE THE SHORT
NEEDLE and syringe supplied within each
sterile Pod pack for filing the Pod.
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Draw air into the syringe to the 2mL fill line.
Insert SHORT NEEDLE into the LUTREPULSE
vial and inject the air. Turn the vial upside
down and withdraw 2 mL of LUTREPULSE.

Do not withdraw any air.

Insert the SHORT NEEDLE into the fill \
port of the Pod and fill with the LUTREPULSE.

Two beeps are heard as the fill proceeds.

Continue filling pod with the 2 mL.

press mmp 1o proceed.

(NOTE: Insert SHORT NEEDLE straight

down into fill port when filling the Pod).

\ = =p NEVER inject air into the fil port. J

11 ™\

IMPORTANT:

After filing the Pod and hearing the double
beep, move the Manager and Pod so that
they are adjacentand touching each other.
The Manager and Pod need to remain next

\ to each other for the next step (Priming). /
L R
"Beep;
@\ The System will now prime the Pod for use.
\ | You will hear one beep when complete.
o You may hear a clicking sound, which is
normal.
\ o

Disposal: Any unused product or waste material should be disposed of in accordance with local requirements.

After thePODis loaded withLUTREPULSE it is ready to be attached the body and is ready for
use. Normally, the abdomen is the preferred site. Note: a new site at least 2.5 cm away from the

previous site should be used for each IROD.
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Front

Your healthcare provider will help you
choose the location of the infusion site
using these diagrams.

N

Remove the needle cap and adhesive

backing, and secure Pod to infusion site.
The nesdle cap will require moderats force to

remone.

A Crosswisa or at a slight angle on the abdomen,
hip, upper back or buttocks
B Up and down or at a slight angle on the upper

armn or thigh

Press s {0 continue

J

Press 4/ toinsert the cannuia.

N

The pod will now automatically insert the cannula
== and deliver a prime bolus.
e o
e
\ J
4 B Whenpompted, O\ 2 IR Wenomd )
check the Viewing r cannuia insertion
@ Window to ensure ~j> is confimned, the
. ocomect cannuia in- Manager displays
E}‘\j on and the pink -_Cgtzaass ihe StafLs S
| sertio I S0 miin =
. square is visible. EE S0 with “"Eﬂgn‘:'d .
Precs = o003 0401 Actveicon. .
b 4 | o mn% | W The Pod i now
. ' /L aciive for 72 hours. _/

PLUTREPULSE
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Troubleshooting Alerts

The LUTREPULSESystem uses safetynecks upon statip and duringpperation to advise the

user when an issueeds attention. Use the Manager to obtain details on how to respond to these
alerts by selecting Pod Status from the Home screen. A constant audible alert from the Pod
signifies hat the Pod should be changed, wehreas the intermittent audible alert indicates the need
to use the Manager to obtain Pod status for guidance.

The most important LUTREPULSE alerts are described below; for other alerts consult your
healthecare provider dull LUTREPULSE System User Guide.
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