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(:-: DEPARTMNT OF HEAL 11 & HUM SERVICES Public Health Service

Food and Drug Administration
Rockvile, MD 20857

NDA 21-343/S-004
NDA 21-379/S-002
NDA 21-488/S-002

Sanofi~Synthe1abo
Attention: Eileen De Micco, M.A.
90 Park Avenue
New York, NY 10016

Dear Ms. De Micco:

Please refer to your supplemental new drg applications dated August 19,2003 received August 20,
2003 for NDA 21-343/S-004, NDA 21-379/S-002, and NDA 21-488/S-002 submitted under section
50.5(b) of the Federal Food, Drug, and Cosmetic Act for EligardQY7.5 mg, EligardQY 22.5 mg, and

EligardQY 30 mg (leupro1ide acetate for injectable suspension).

These "Special Supplement-Changes Being Effected" supplemental new drg applications provide for
revisions to the Package Inserts (PI)s, wherein you have incorporated instrctiona11anguage on the
dosing and the administration of the drg products.

We have completed our review of these applications and they are approved as wrtten, effective on the
date of this letter.

If you issue a letter communicating importt inormation about this drg product (i.e., a "Dear Health
Care Professional" letter), we request that you submit a copy ofthe letter to this NDA and a copy to the
following address:

MEDW ATCH, HFD-41O
FDA
5600 Fishers Lane
Rockvile, MD 20857

We remind you that you must comply with reportg requirements for an approved NDA (21 CFR
314.80 and 314.81).

FDA also acknowledges that these supplements contain final printed labeling (FPL) for each of the
above identified NDAs.

We have reviewed the labeling that you submitted and we find it acceptable.



NDA 21-343/S-004
NDA 21-397/S-002
NDA 21-488/S-002
Page 2

If you have any questions, please call Nita Crisostomo, RN, BSN, Regulatory Project Manager, at
(301) 827-4260.

Sincerely,

(See appended electronic signature page)

Danel Shames, M.D.

Director
Division of Reproductive and Urologic Drug
Products
Office of Drug Evaluation III
Center for Drug Evaluation and Research



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
/s/

Daniel A. Shames
1/12/04 10:40:21 AM
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Eligard(í 22.5Ò1
leuprolide acetate for injectable supension
NDA#21-379 APPROVELi

I

ELiGARO(I 22.5 mg
(Ieuprolide acetate for injectable suspension)

¡ DESCRIPTION
. ELiGARD" 22.5 mg is a sterile polymric matrix formulation of leuprolide acetate for sub'
i cuaneous injection. It is designed to deliver 22.5 mg of leuprolide acetate at a controlled rate
lover a three-month therautc period.

I Leuprolide acetate is a synthetic nonapptide analog of naturaly occrrng gonadotropin
¡releasing hormone (GnRH or LH-RH)' that, when given continuously, inhibits pituitary

gonadotropin secretion and suppresse tescular and ovarian steroidogenesis. The analog

i possesses greater potency than the natural hormone. The chemical name is 5-oxo-L-prolyl-L-, histidyl-L -tryptophy-L -sery-L-tyrosyl-D~eucYi-L-leucyl-L-arginyl-N-ethyl_L_prolinamide acetate

I with the following structra f~ormu~:
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ELiGARD" 22.5 mg is prefiled an supplied in tw separate, sterile syringes whose con-
tents are mixed immediately prior to administtion. The tw syringes are jOined and the single
dose product is mixed unti it is homogenus. ElfGARD" 22.5 mg is administered once evry
three month subcuaneously where It forms a solid dru delivery depot.

One syringe contains the ATRIGEL" Delivery System, and the other contains leuproide
acetate. ATRIGEL" is a polymeric (non-latin containing) delivery system conisting of a
biodegradabe, poy (DL~actde-C-gycoide) (PLG) polymer formulation dissolved in a
biocpatible solvnt, N-methyl-2-pyrrolidone (NMP). PLG is acoolymer with a 75:25 molar
rati of DL ~actide to glylide contaning carbxy end grops. The second syringe contains
leuprolide acetate and the constituted product is designed to deliver 22.5 mg of leuprolide
acete at th time of subcutaneous injecion.

ELiGARD" 22.5 mg delivrs 22.5 mg of leuprolide acetate (equivalent to approximately 21
mg leuprale free base) dissolved in 193.9 mg N-methy-2-pyolidone and 158.6 mg poly (DL-
lactid~colide). The approximate weight of the administered formulation is 375 mg.

CLINICAL PHARMACOLOGY
Leuprolide acetate, an LH-RH agonist, acts as a potent inhibitor of gondotropin secretion

when give continuously in theraeuc doses. Animal and human studies indicate that after aninitial stimulation, chronic administration 9f leuprolide acetate results in suppression of testicU-
lar and ovarian steroidogenesis. This effec is rersible upon discontinuation of drug thray.

In humans, admil1istration of leuprolide acetate reults in an initial incree in circulating lev-
els of luteinizing hormone (LH) and follicle stmulating hormone (FSH), leading to a traent
increase in the levls of gonadal steroids (testosterone. and. dihydrotestoserone in males, and
estrone and estradiol in premenopausal females).. Howeer, continuous admirnstrtion of
leuprolide acetate resulls in decreased levs of LH and FSH. In males, testosterone is reduc
to below carate threShld ($ 50 ng/dL). These decreases ocr within tw to four weks after
initation of treatment. Long-term studies have shown that continuation of therapy with leupro-
Iide acetate maintains tesosterone below the castrate level for up to seven years.

P/:ARMACODYNAMICS
~IIO\Ning the first dose of EUGARD" 22.5 mg, mean serum tesosterone cocetrations

transiently increased, then fell to below casrate threshold ($ 50 ngdL) within three weeks
(Figure 1). Continue treament maintained castrate testosterone suppression throughout the
stuy. No brearough of testosterone concentration above carate threhold (:. 50 ng/dL)
ocrred at any time. during the study once catrate suppression wa acieved in a subset of
22 patients.

Leuprolide acetate is not active when given orally.

PHARMACOKINETICS'
Absorption: . The pharmacokineticspharmacodynamics Obsived during two injections

every three months (ELIGARD" 22.5 mg) in 22 patients with advced carcinoma of the
proste is shwn in Figure L Mea serum leuprolide concentrations rose to 127 ng/mL and
107 ng/mL at approximately 5 hours following the inital and seco injecons, respecly.
After the inital increa following each injecion, serum leuprolide concntrtions remaned rel-
aiively constat (0.2 - 2.0 ngmL). Thre was no evdence of signifcat accmulation during
repeted dosng. Nondetectab leuproUde plasma concentrations have ben obseived during
chronic ELiGARD" 22.5 mg administration, but testosterone levels were maintained at catrtelevls. .

Figure 1. Pharmacokineticlhannacodynamic Response (N = 22) to
ElIGARD" 22.5 mg - Patients Oose Initially and at Month 3
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Distribution: The mean steady-ste volume of distributon of leuprolide followng intravenous
bolus administration to heay male volunteers was 27 L' In vi binding to human plasma
proteins raged from 43% to 49"10.

Metabolism: In healthy male volunteers, a 1 mg bolus of leuprolide administered
intranouy realed that the mean sysemic clearace was 8.34 1J, wi a terminal
elimination haHife of approximately 3 hours based on a tw comparten moel.'

No drug metabolism study wa conducted wi ELiGARD" 22.5 mg. Upon adminison'
wih difret leuprolide aceate formlatons, the major metalite of leuprolide acetate is a
penapeptide (M-1) metabte.

Exèretion: No drug excretin study wa conducted with ELiGARD" 225 
mg.

Spl Poulation:
Geriatncs: Th maority (71 %) of the 117 patients stdied in th clinica 

tral were age 70 anoler.
Pediatrics: The saty and efecve of ELiGARD" 22.5 mg in peiatrc patients have not

be esablished (se CONRAINOICATIONS).
Race: In patients stdied (19 WMe, 4 Black 2 Hispanc), mea seru leuprlide

conctrat were similar.

Renal an Heptic Insuffirienc The pharetcs of ELiGAD" 225 mg in heticaly
an renaDy impaired patients have not been deine. .

Drug-rug Interactns: No pharmacin drug-dru interacton sties were conducted
wi ElIGARD" 22.5 mg.

Copyright, Sanofi-Synthelab Inc. 1996, 200
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CLINICAL STUDIES
In one open-/abel, multiceter study (AGL9909), 117 patients with advad prostate can-

cer were treated with at least a single injecion of stud dru. Of thes, 113 patients reciv a
tota of tw injectons of EUGARD' 22.5 m9, given on every three moths. Two patients had
stge A disee, 19 patients had stage B, 60 patients had stage C, and 36 patients had
stage D. This study evaluated the achievement and maintenance of castrate serum testos-
tero suppresion over six months of theray. A total of 111 patients completed the study.

The mean testosterone concentration incrse from 367.1 ng/dL at Baseine to 588.0 ng/dL
at Day 2 follqwing the initial subcutaneous injection. The mea serum testosterone concentra.
tion then decreased to below Baseline by Day 14 and was 27.7 ngdL on Day 21. At the
concusion of the study (Monlh 6), mean testosterone cocentration was 10.1 ng/dL (Rgure 2).

Of the original 117 patients, one receive less than a full dose of EUGARD' 22.5 mg at
Baseline, nevr suppreed, an was withrawn at Day 73 an giv an alernte treatment In
the remaining 116 patients wh did recive th full dose at Baseline, serum tesosterone was
suppressed to below the caslrate threshold (550 ng/dL) by Day 28 (Week 4) in 115 of 116
patients (99%). By Day 35, all 116 patients (100%) who recve a full dose at Baseline attned
the catrte threshold. Once testosterone suppression at or beow serum concentrtions of 50
ng/dL was achieve, only one patient (" 1 %) demonstrated breakrough (concenlrations
abve 50 ngdl) following the initial injection; that patient remained below the catrate thresh-
old followng the second injecion. All 111 evaluable patients in the study at Month 6 had testos-
teroe conentrations of " 50 ng/dL

All non-uabe patients who attned catrtion by Day 28 maintained caration at each
timepint up to and including the time of withdrawaL.

R9ure 2. EUGARO" 22.5 mg Mean Serum Testosterone Concetrations (n = 111)
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Months Post Baseline

Serum PSA deceased ~I patients whose Baseline vaues were elevated aboe the
norm limft. Mea values were reduced 98% from Baseline to Month 6. At Month 6,
PSA levels had decreed to within normal fimits in 91 % of patients who presented with
elevted levls at Baseline.

Otr sendary effcacy endpoints evuated included WHO Plnormance status, bone

pan, urinar' pain, and urinar signs and symptoms. At Baseline, 94% of patents were
classified as "flly actve" by the WHO penormance status scae (StatuS=) an 6"/0 as .restrict-
ed in steruous acvity bu ambulatory and abe to cany out wo", of a light or sedentary nature"
(Stalul). At Month 6, these percetages were changed to 96% (StaiU--) and 4%
(Stalul). At Baseline, patients exrienced little bone pain, with a mea score of 1_20 (range
1-9) on a scae of 1 (no pan) to 10 (wors pain posble). At Month 6, the mean bone pain score
wa essentially undianged at 1.22 (rage 1-5). Urinary pain, scored on the same sce, was
similany low, wi a mean of 1_02 at Basefine (rage 1-2) and 1.10 at Month 6 (range 1-8)_
Urinary signs aid symptoms demonstrated a mean scre of 1.09 at Baseline (range 1-4) an
inceased to 1.8 at Month 6 (range 1-7). In addition, there wa a reducton in patients wih
prostte abormalities detected during physica ex from 96 (82%) at Screening to 76 (65%)
at Month 6_

INDICATIONS AND USAGE
ELIGARD' 22.5 nig is indicated for the palliative tretment of advanced prostate cacer_

CONTRAINDICATIONS
1. EUGARD' 22.5 mg is contrandicated in patients with hypersensitity to GnRH, GnRH

agonist analogs or any of the compnents of EUGARD' 22.5 mg. Anaphylactic reactions to
synthetic GnRH or GnRH agonist analogs have bee reported in the literature.2

2. EUGARD'" 22.5 mg is contrandicated in women and in pediatric patients and was not
studied in women or children. Morever, leuprolide acetate ca cause fetal harm when admin-
istere to a prenant woan_ Major fetal abnormalities were obsrvd in raits bu not in rats
after administration of leuprolide acetate throughout gestation. There were increased fetal mor-
talit and decreased fetal weights in rats and rabbfts. The effects on fetal mortality ,are expec-
ed consuence of the alterations in hormonal levls brought abut by this drug. The possi-
bilty exsts that sptaneous abrton may occur.

WARNINGS
EUGARD' 22.5 mg, like other LH-RH agonists, causes. a trnsient incree in serum

conCrations of tesoserone during th firs wek of treatment. Patients may experience
worsenng of symptoms or onset of new signs and symptoms during the first few weeks of treat-
ment, incding bone pain, neuroath, hematuria, or bladder outet obstrction. Isolated caes
of uretera obtrcton anor spinal cord compreion, which may contribute to paraysis with
or with fatal compfications, have be observed in the palfiative treatment of advced
prostate caer using LH-RH agoists (see PRECAUTIONS)_

If spinal cord compresion or rena impairment develops, stanard treatment of these com-
plicati should be institued.

PRECAUTIONS
General: Patiens with metastatic vertebral lesions and/or with urinary tract obstructiøn

should be closely observed during the first few weeks of therapy (see WARNINGS secon).
Laboratory tests: Response io EUGARD' 22.5 mg should be monitored by measuring

serum conntrations of tesosterone and prostate spcific antigen periodicaly.
In th majori of paent, tesosterone levels increas above Baseline during the first week;

decining threafter to Baseline levls or below by th end of the secd week. Catrte levels
were geeraly reachd wiin two to four wees and once achiev were maintane for the
duration of treatment. .

Rests of tesostero determination are depedent on assay methodology. It is advsabe
to be aware of the tye and precsion of the assay methodology to ma appropriate clinica
an thrautc decsions.

Drug Interactions: See PHARMACOKINETCS
.. Druglboratory Testlnteractions: Thrapy with leuproide acetate results in suppresion of

th pituitry-gonadal sytem. Results 01 diagnostic tests of pituitary gonadotropic and gonadal
functons conducted. during an after leuproide thera may be afeced.

Carcnogenesis, Mutgeness. Impairment of Fertlit Twoyer carcnogenici studies were
conducted with leuprolide acetate'in rats and mice. .In rats, a dose-related increase of benign
pitit hyerplasia and benign pituitry adenomas was noted at 24 month when the drug
wa administered subcuaneously at high daily doses (0.6 to 4 mglg). There was a signif-
cat bu not dose-related incease of pancreatic islet-cell adenomas in females and of testic-
ular infersal cel adenas in males (highes inciden in the low dose group). In mice,
no leuproide acete-nduce tumors or pitta abnormalties were observ at a doe as high
as 60 mglg for tw yers. Patients hav been treated wi leuproide acetate for up to three
ye with doses as high as 10 mg/day and for tw years with does as high as 20 mg/day
with demonstre pituftary abnormalities. No carcinogici studies have ben conducted
with ELIGARD' 22_5 mg.

Mutgeci stdies were penormed with leuprolide acetate using bacterial and mammalian
sýems an with EUGARD'" 7.5 mg in bacterial systems. These studies proded no evdence
o(a muagenic potential_

2

Pregnancy Teratogenic Effects: Pregnancy category X (see CONTRAINDICATIONS).
PediatIic Use: EUGARD' 22.5 mg is contraindicated in pedatc patients and was not stud-

ied in children (see CONTRAINDICATIONS).

ADVERSE REACTIONS
The safety of EUGARD' 22.5 mg was evuated in 117 patients with advnced prostate

cacer. ELIGARD~ 22.5 mg, like other LH-RH analogs, caused a transient increase in serum
testosterone concentrations during the first two weeks of treatment Therefore, potential
exaærbtions of signs and symptoms of the disease during the firs weeks of treatment are
of concern in patients with vertebra metastass and/or urinarY õbstruction or hematuria. If
these conditions are aggravated, it may lead tô neurological problems such as weaknes
and/or paresthesia of the lower limbs or worsening of urinary symptoms (see WARNINGS
and PRECAUTIONS).

In Study AGL9909. 117 patients were dosed with EUGARD'" 22.5 mg every three
months for up to six months and injection sites were dosely monitore. In all, 230 injecons
of EUGARD' 22.5 mg were administered. Transient burning/stinging was reported
followng 50 injecions (21.7%), with the majority (86%) of these evts reported as mild_
Pain was reported following 3.5% of study injecions (6.0% of patients) and was generally
reported as brief in duration and mild in intensit.

Eryhema was reported following 2 injections (0.9% of stuy injecons, 1.7% of piltients).
One of the reports characterized the eryhema as mild and reolve within 7 days. The other
was moderate and resolved within 15 days. Neiter patient exprience eryhema at multiple
injections. Mild bruising was reported following 4 injections (1.7% of study injections, 3.4% of
patients). Mild pruritis was reported following 1 injection (0.4% of stdy injecions, 0.9% of
patients).

These loclized advrs events were nonrecurrent over time. No patient discontinued
therapy due to an injecion site adverse event.

The following possibly or probably related systemic adverse events ocurred during clinical
trials of up to six months of treatment with EUGARD'" 22.5 mg, and were reported in;' 2% of
patients (fable 1)_ Often, causality is diffcult to assess in patients with metastatic prostate
caer. Reactions considered not drug-related are excluded.

Table 1: Incidence t'iø) of Possibly or Probably Retated Systemc Adverse
Events Reported by ~ 2"'" of Patients (n = 117) Treated with
EUGARo" 225 mg lor up to Six Months in Study AGL9

Bod SVstem Adverse Event Nuntr Peent
Vaufar Disorders Hot Nashessweals' 66 56.%
Bo as a Whle Fatigue 7 6.0%
Genitourinry Urinaiy frequen 3 2.6%
Gastrintesnal Nausa 4 3.4%
Sln and
SiJeous Tisue Prurttis 3 2.6%
Muoslelal ~ Artralgi._ 4 3.4%

In addition, the following possibly or probably related systemic adverse events were
reported by " 2% of the patients using EUGARD'" 22.5 mg in the clinical study_

Gastrointestinal: Dyspepsia
Genera: Rigors. weakness, lethargy
Renal: Difficulties with urination, pain on urination, scaty urination, bladder spasm, bloo
in urine and urinary retention
Reproductive: Breast tenderness., testicular atrophy", testicular pain, gynecomastia*,
impotence"
Skin: Clamminess, night sweats". swating increased.
Vascar. Hypertension, hyptension

. Expcted pharmacologièa consequence of testosterone suppression. In the patient
population studied, a total of 84 hot Nash/sweats events were reported in 66 patient. Of
these, 73 evnts (87%) were described as mild; 11 (13%) as moderate; none were
severe.

Changes in Bone Density: Decreased bone densty has be reported in the medica lit-
erature in nien who have had orchiecomy or wh have Çen treated wi an LH-RH agonist
analog.' It can be anticipated that long periods of medical caration in men will have effecs
on bone densit

OVERDOSAGE
In clinical trials using daily subcuneous injections of leuprofide acetate in patients with

prostate cancer, doses as high as 20 mgday for up to two years caued no advrs effects dif-
fering from those observed with the 1 mg/day dose.

DOSAGE AND ADMINISTRATION
The recommended dose of EUGARD'" 22.5 mg is one injection every three months. The

injecton delivers 22.5 mg of leuprolide acetate, incorporated in a poymer formulation_ It is
administered subcanously and provides continuous release of leuprolide for three months.

Once mixe, ELiGARD'" 22.5 mg should be discarded It not administered witin 30 minues_
As with other drugs administered by subcueo injecon, the injection site shoud wry

periodcaly. The specific injection location chosen should be an area with sufcient soft or
loe subcaneous tissue. In clnical trials, the injection was administered in the upper- or
mid-abdominal area. Avoid areas wit brawny or fibrous subcuneou tissue or loctions
thåt could be rubbed or compressed O-e., with a belt or clothing waistband).

Mi.xing and Administration Procedure
IMPORTANT: Allow the product to reach room temperature before using. Once mixed,

the pruct mus be administered within 30 minutes,

Follow the inslruons as direed to ensure proper preparation of ELfGARO" 225 mg poor
to administratiDn:

ELiGARD' 22.5 mg is packged in a pouc that contains tw smalter pouches (Figure 3), a
needle cartridge and a deiccnt pack (Rgure 4)_ Syringe A pouch contans the sterile Syringe
A prefilied with the ATRIGEL'" polymer sysem and a long white replacement plunger ro
(Figre 5). Syring B pouch cotains the sterile Syringe B pre-filed wi leuproide acetate p0
der (Rgure 6). 7,~--

t Single-US~, Sterile Needle

Discard
Desiccnt

8.

9,

Sy~nge A Po
SyrigéA.~~::",cap

Syringe B Pouc

Syringe B

~~ RC:i:,ø .--Ca
. t + Prime'Y

Short.. . Stopper
~~ger Stopper

Agure 6

I

l
~\

White Replacement Plunger

FIure 5
3



: 1. On a clea field, open all of the pouches and remove the cotents. Discrd the
desicct pack.
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12. Pull out the bluetippe short plunger rod and atche stoppe frm Synnge 8and discard (Figure 7). GenUy insert the long, white replacement plunger rod into

I the gray. primary stopper remaining in Syringe 8 by twsting it in place (Rgure 8).

I ~~,~ Agura 9 Agur 10
. Unscrew the dear ca frm Syringe A (Rgure 9). Remove th gray rubber ca from

L Syrnge 8 (Figure 10).

I I~~~~I.~.t - Agure11 .¡. Join tt two syringes togeter by pushing in and twstng until secure (Figure 11).I ~
i

.~. :,~,';t. -. -. '. . . '. .'
?i~:.~) :~:; ~f ~~~~;ç ~~ ~ .~~,:~ ~~~y;: ::~::;: ~~~.~):: i

..:'~...... .-.. .:.-
-.:.:.,~

~ . '",1

¡

. .:": ~

t1
.;

. :...'1
Rgure 12

. Injec the liquid contents of Syrnge A into Syrnge B contaning. th ièuprolide acetate.
Thoroghly mix the prouct by pushing the contents of both syrnges ba and fort
betwee syrnges (approximately 45 secds) to obtain a unifonn suspension (Rgure
12). When thoroughly mixe, the suspenion will apear a light tan to tan color.
Pleas note: Product mu be mixed as descnbe; shaking will not provde ade-
quate mixing of the prodii

~
;¡l

6. Hold the syringes vertcally with Syringe 8 on the bottom.
The syringes should remain securely coupled; Draw the
entire mixed product into Syringe 8 (short, wide syringe) by
-depressing the Syringe A plunger and slightly withdrawing
the Syringe 8 plunger. Uncouple Syringe A while continu-
ing to push down on the Syringe A plunger (Figure 13).
Please note: Small air bubbles wil remain in the
formulation - this is acceptable.

rn lQAgure 15 Agu 16
Hold Syringe 8 upright. Remove the pink cap on the Qottom of the sterile needle car-
tridge by twsting it (Figure 14). Attach the needle cartridge to the end of Syringe 8
(Figure 15) by pushing in and turning the needle unbl it is firmly seated. Do not twst
the needle onto the syringe unti it is stripPed. Pull off tha dear needle cartridge cover
prior to administration (Rgure 16).

Choose an injection site on the abdomen, upper butocks, or anywhere with adequate
amounts of subcutaneous tissue that does not have excessive pigment, nodules,
lesions, or hair. Since you can vary the injecton sile with a subcutaneous injecton,
choosa an araa that hasn't recently baen usad. '

Claansa tha injacton-sita area with an alcohol swab.'

10..Using tha thumb ánd forefinger of your nodominant
ha, gra an bunch the area of skin around th injac
site..

4
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Eligard(g 22.5mg " .
leuprolide acetate for injectable SUpe~lon
NDA#21-379 APPROVEI.11. Using your dominant hand, insert the needle quicky.

The approximate angle you use will depend on the
amount and fullness of the subcutaneous tissue and the
length of the needle.-

.J ¡:~ ¡'L 1 ~ 2004

12. After the needle is inserted, release the skin with your
nondominant hand.4

.5 L- 0 Q2-Labeling:' 10 032., ~/ '9 Rec'd ~# .ND No ~
RêViêWê~ Wi' '

13. Inject the drug using a slow, steady push. Press down on the plunger unti the
syringe is empty.-

14. Withdraw the needle quickly at the same angle used for inserton.-

15. Gently massage the injection area with a colton ball or gauze pad.-

16. Discard all components safely in an appropriate biohazard container.

17. Remove your gloves and wash your hands. Document both the procedure and the
patient's response to the injection.

HOW SUPPLIED
EUGARD' 22,.5 mg is availabe in a single use kit The kit coists of a twyringe mixing

system, a,uge ha"~nch needle, a silicone descct POch to conlrol moisure upak,
. an a packa!e insert for constiuton and administrtion procdure. Each syringe is individu.

ally packged. One cotans the ATRIGEl e Delivery Sysem and the other contns leuprolide
acetate. 'When conslitued, EUGARD' 22.5, mg is administered as a single dose.

(NDC 0024-Q2-05)

Rx only

Store at 2 - 8 .C (35.6 - 46.4 oF)

sanOfi-synthelabo
ManufacUre for Saor~Synthelabo Inc.

New York NY 10016

by Alrx laratories, Inc.
Fort Collns, CO 80525

1 SenneQo LT et ai. Sigle-dose phamcokinetic of looprorld,; in human folowng intravou and
subcutaeous administion. J Pharm Sc1986; 75(2): 158-160.

2 Macleod 11 at ai. Anaphy recton to sytheti Iuleinng hormne releasg homone.
Fe SterH 1987 Sept 48(3): 50050

3 Hala Tet ai. inCide of boe frre In patients reciving luteiniin hormoneelng
hormoe agonits fo prstte ca. BJU Intémtionai 20 86: 44.
4 Nationa Ins of Heath. Ging a subceous injecon. Bethes Md; 2002.
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Division of Reproductive and Urologic Drug Products
Project Manager Labeling Review

. Application Number: NDA 21-379/S-002 Eligard(I
(leupro1ide acetate 22.5 mg for injectable suspension)

Sponsor: Sanofi-Synthelabo, Inc.

Material Reviewed: NDA 21-379/S-002: Special Supplement-Changes
Being Effected, adds to and strengthens the dosage,
preparation and administration instrctions of the last
approved E1igard Package Insert (PI).

Backeround and Summary: .

Sanofi-Synthe1abo has submitted a Special Supplement-Changes Being Effected to the
last approved PI, dated July 24, 2002, in accordance with 21 CFR314. 70( c )(2)(iii). The
sponsor wishes to revise the PI to incorporate clear instrctional language on the dosing
and the administration of the product in order to increase product safety use.

Review:

The following revisions were made:

1. Under "Dosage and Administration" in the last approved PI the third paragraph read,
As with other drgs administered by subcutaneous injection, the injection site should
vary periodically." The Sponsor has added the following bolded sentences to the third
paragraph to read, "As with other drgs administered by subcutaeous injection, the
injection site should var periodically. The specifc injection location chosen should
be an area with suffcient soft or loose subcutaneous tissue. In clinical trials, the
injection was administered in the upper- or mid-abdominal area. Avoid area with
brawny or fibrous subcutaneous tissue or locations that could be rubbed or
compressed (i.e., with a belt or clothing waistband)." This language was taen
directly from clinical study protocols (AGL9802, AGL9904, AGL9909 and AGL0001)
and has been incorporated into this section.

2. The section entitled "Mixing Procedure" has been changed to "Mixing and
Administration Procedure."

3. Under "Mixing and Administration Procedure" the following revisions were made:

a). The first sentence in step 2, "Pull out the blue-tipped short p1ungerrod and

attached stopper from Syrnge B and discard (Figue 7)" has been bolded
to highlight this portion of step 2.
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b). Step 5, "Thoroughly mix the product by pushing the contents of both
syringes back and forth between syringes (approximately 45 seconds) to
obtain a uniform suspension (Figue 12). When thoroughly mixed, the
suspension wil appear alight tan to tan color. Please note: Product
must be mixed as described; shaking wil not provide adequate mixing
of the product" has a new opening sentence. Step 5 now reads, "Inject
the liquid contents of Syringe A into Syringe B containing the leuprolide
acetate. Thoroughly mix the product by pushing the contents of both
syringes back and fort between syrnges (approximately 45 seconds) to

obtain a uniform suspension (Figue 12). When thoroughly mixed, the
suspension wil appear a light tan to tan color. Please note: Product
must be mixed as described; shaking will not provide adequate miing
of the product."

c). Step 7, "Hold Syrnge B upright. Remove the pink cap on the bottom of

the sterile needle cartdge by twisting it (Figue 14). Attach the needle
cartdge to the end of Syrnge B (Figue 15) by pushing in and tuing the

needle until it is fir1y seated. Do not twist the needle onto the syringe
until it is strpped. Pull off the clear needle cartdge cover prior to
administration (Figue 16). After admnistration, discard all components
safely in an appropriate biohazard container." The last sentence, "After
adminstration, discard all components safely in an appropriate biohazard
container" has been deleted.

4. The following 10 new instrctional steps on preparig and administerig a

subcutaeous injection have been added to the "Mixing and Administration
Procedure" section:

a). Step 8, "Choose an injection site on the abdomen, upper buttocks, or

anywhere with adequate amounts of subcutaneous tissue that does not
have excessive pigment, nodules, lesions, or hair. Since you can vary the
injection site with a subcutaneous injection, choose an area that hasn't
recently been used." This step has been added to the instrctions.

b). Step 9, "Cleanse the injection site area with an alcohol swab."

c). Ste 10, "Using the thumb and forefinger of your non-dominant hand, grab
and bunch the area of skin around the injection site."

d). Step 11, "Using your dominant hand, insert the needle quickly. The

approximate angle you use wil depend on the amount and fullness
of the subcutaneous tissue and the lengt of the needle."
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e). Step 12, "After the needle is inserted, release the ski with your

non-dominant hand."

f). Step 13, "Inect the drg using a slow, steady push. Press down on the

plunger until the syrnge is empty."

g). Step 14, "Withdraw the needle quickly at the same angle used for

insertion. "

h). Step 15, "Gently massage the injection area with a cotton ball or gauze

pad. "

i). Step 16, "Discard all components safely in an appropriate biohazard

container. "

j). Step 17, "Remove your gloves and wash your hands. Document both the
procedure and the patient's response to the injection."

5. The Sponsor has added foot note number 4 referencing the NI. ''National

Institutes of Health . Giving a subcutaneous injection. Bethesda, Md.;2002

Conclusion:

We have reviewed your Special Supplement-Changes Being Effected and find it
acceptable. The addition of steps 8 through 17 provide very detailed instrctions on

preparig and administerig a subcutaneous injection.

Albert Perre, RN, BSN

Drafted:
Revised:

AP 11/06/03
ABI AP 12/23/03



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
/s/

Albert Perrine
12/23/03 01: 43: 23 PM
CSO

Ashok Batra
1/21/04 03: 44: 28 PM
MEDICAL OFFICER



(~ DEPARTMENT OF HEATH & HUMAN SERVICESJ- Public Health Service

Food and Drug Administration
Rockville, MD 20857

NDA 21-488/S-002
NDA 21-379/S-002
NDA 21-343/S-004

CBE-O SUPPLEMENT.

Sanofi-Synthelabo, Inc.
Attention: Eileen De Micco, M.A.
Regulatory Specialist
90 Park Avenue
New York, NY 10016

Dear Ms. De Micco:

We have received your supplemental drg applications submitted under section 505(b) of the
Federal Food, Drug, and Cosmetic Act for the following:

NDA#/Name of Drug: NDA 21-488/S-002, ELIGAR~ (leuprolide acetate for injectable
suspension) 30 mg

NDA 21-379/S-002, ELIGAR~ (leupro1ide acetate for injectable
suspension) 22.5 mg

NDA 21-343/S-004, ELIGAR\! (leuprolide acetate for injectablesuspension) 7.5 mg ,
. Date of supplements: August 19,2003

Date of receipt: August 20, 2003

These supplemental applications, submitted as "Supplement - Changes Being Effected" propose
the following changes: to add to and strengthen the dosage and administration instructions found
in the curently approved package inserts.
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All communications concerning this supplement should be addressed as follows:

U.S. Postal Service/Courer/Overnight Mail:
Center for Drug Evaluation and Research
Division of Reproductive and Urologic Drug Products, HFD-580
Attention: Division Document Room, 8B-45
5600 Fishers Lane
Rockvile, Marland 20857

If you have any questions, please call Nenita Crisostomo, R.N., Regulatory Project Manager, at
(301) 827-7260.

Sincerely,

(See appended electronic signature pagel

Margaret Kober, R.Ph.

Chief, Project Management Staff
Division of Reproductive and Urologic Drug

Products (HD-580)
Offce of Drug Evaluation III
Center for Drug Evaluation and Research



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

/s/
Margaret Kober
8/28/03 04: 07 : 24 PM
Chief i Proj ect Management Staff
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......... ...:\.............................................................................................................t~.J"G...2...t)...200J......................................................................O..R.fG.lN..A.t............/ FDRlCDER August 19,2003

-i VIA FEDERAL EXPRESS

Daniel Shames, M.D., Division Director
Division of Reproductive and Urologic Drug Products
Office of Drug Evaluation III
Center for Drug Evaluation and Research
Food and Drug Administration, HF-580
Document Room, 17B-45

5600 Fishers Lane
Rockvile, MD 20857

i-,~?q 0 O.,i.
NDA NO. IREFN ..-
NOA SUPPL FOR ;~

Re: NDA 21-379 - ELIGARDQ! 22.5 mg (leuprolide acetate for injectable suspension)
Special Supplement - Changes Being Effected

Dear Dr. Shames:

Reference is made to NDA 21-379 for ELIGARDQ! 22.5 mg (leuprolide acetate for injectable
suspension). In compliance with 21 CFR 314.70(c)(2)(iii), Sanofi-Synthelabo Inc. is fiing this
supplement to add to and strengthen the dosage and administration instrctions found in the
currentl y approved package inser.

Sanofi-Synthelabo reviewed the ELIGARD package insert to ensure clarity of instruction and
safety of administration. Below, please find a slimmar of the changes:

· In order to ensure proper administration of ELIGARD, clear and specific language from the

clinical study protocols (AGL9802, AGL9904, AGL9909, and AGLOOOl) has been adapted
and incorporated into the "Dosage and Administration". section of the package insert.

· The "Mixing Procedure" section has been changed to "Mixing and Administration
Procedure. "

. In order to strengthen the instruction, the first statement in Step 2 of the Mixing and

Administration Procedure has been bo1ded. This change emphasizes the importance of
removing the blue-tipped short plunger rod.

. While revising the mixing and administration instructions, it was noticed that the diagrams in
Figure 12 had been inadvertently reversed in the previously approved versions of the package
insert. To date, Sanofi-Synthelabo has not received any complaints about this issue, but has
amended the instructions for accuracy. The diagrams in Figure 12 have been corrected, and a
sentence has been added to Step 5, in order to ilustrate that the contents of Syringe A should
be injected into Syringe B. This instruction was detailed in the clinical study protocols and,
therefore, the package insert has been amended to be consistent.

· Steps 7 through 17 have been added or amended to strengthen instructions for healthcare
professionals.

90 Park Avenue, New York, NY 10016 - TeL.: (212) 551-4000 - Fax: (212) 551-4902



Enclosed in Attachment 1, please find final printed labeling. A highlighted Word version of the
approved package insert ilustrating the incorporated changes is also included.

In Attachment 2, please find sections of clinical study protocols, which serve to support the
above-listed changes. Specifically relevant points are highlighted in yellow.

All promotional labeling and advertising wil promptly be revised to be consistent with the
changes. The package insert that accompanies marketed product wil be revised at the next
printing.

This document consists of Confidential and/or Trade Secret Information subject to 18 U.S.c.
1905 and to which all claims of Privilege and Confidentiality are asserted in both statutory and
common law.

If you have any questions or comments, please contact Eileen De Micco at (212) 551-4222 or by
facsimile at (212) 551-4912.

Sincerely,

i~ b- (/'cc 0
Eileen De Micco, M.A.
Regulatory Specialist

. \

. !


