MUHHECTE o
KPATKA XAPAKTEPTICTHKA HA IIPOIMICEA 0120 1A SEPABEONASBAHETO

Mpunezense xun

GONAL-f 150 TU (11 meg)  [Loreutnesaynometalt §930:| 03.01.95
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1. BME HA JEKAPCTBEHH ITPORXYKT

GONAL-f 150 IU (11 mMuxporpama) , Ipax B pa3TBOPHTEI 33 HEDKEKIIHOHEH pasTBOp.

2. KAYECTBEH 1 KOJIMIYECTBEH ChCTAB

Enmua duaxon coaspxa 12 maxporpama folliotropin alfa, pexoMbunanTen q0BemKM homuKyIo-
craMymapam, xopMor (FSH), ot koilito fa ce moctassr 11 muxporpama, exsusaneHTHE Ha 150
IU. IIpa cmecBade pasTBOPET ceiaspxa 150 IU/ml. Folliotropin alfa ce mpomssexpa ot
HIMEHEHH C JIOMIIITa Ha TeHHOTO HEXXEHePCTBO KICTKH OT sitanuk Ha Kuralicke xaMCcTep.

3a MOMOLTHE BEITECTBa, BEK T.6.1

3. JEKAPCTBEHA ®OPMA

Ilpax | pa3TBOPHUTEN 32 HEXCKIMOHEH Pa3TBOP.
Tpax®T Opeycrasiaea Oana THOPHIMINPAY Maca.
PasTBOpUTENAT € Ipo3padeH Oe3nBereH PasTBop.

4., KJMIHHYHY JAHHHA
4.1 Mloxazaugas
» Jluuca Ha oBylanEs (BKIEOYBAIA HOJUKHUCTO3HO 3a00iBate Ha sitanmuuTe, (PCOD))
TIPH 3X€HH, KOUTO HE Ca ce noenuAl OT AeUCHHE C KIOMB(EH IATPAaT.
e Crumynauus Ha MyITRGONUKYIHOTO DPAasBUTHE #py YAUWCHTKH, MOANIONEHH Ha
CyIepOBYJIaIHg B pAMKUTe Ha METOJUTE 3a aCHCTHpaHa penpoaykuus (ART) , xaro un
sumpo deprwmzanys (IVF), wmatpadanomies Tpamchep Ha rameru(GIFT) m
rHTpadanommes Tpanchep Ha 3uroth (ZIFT).
e GONAL-f mpunoxed 3aexHo ¢ ayremamsupanr xopmosn (LH) ce mpemopruBa 32
CTEMyNaIps Ha (OIHKYNHOTO Pa3BATHAE OpH JKCHM, CTPANAMM OT TEXBK Aedunur Ha
FSH z LH. B xnuau9HEyM OpoyIBasys TaK#Ba DAEEHTKH ca OHIE OIpeleNeHH ype3
HEBAaTa Ha enporendns cepymer LH < 1.2 TU/L
e GONAL-f e mnokasan 3zaemso ¢ uoBemkxma Xopuor Iomamorpormn (hCG) 3a
CTEMyJAIES Ha CIepMATOreHe3ara HpH MEXE, KOYTO MMAT BPONEH HIH TPAROOHT
XHUIOTOHAIOTPOIEH XMITOTOBATH3EM.

4.2 lo3HpoBKa ¥ HAYEH HA HPHI0KEHHE

Jlewenwero ¢ GONAL-f Tpabea na 3amodwe mmox HaOIGOASHHETO Ha JIEKAp, CHCIHANHCT B
JIEYEHHIETO Ha CTEPUIMYET.

GONAL-{ e mpezsa3EaveH 38 YIOIKOXKHO HpHnoxeHHde. IIpaxpr Tpabsa ma Ohie pasTBOpeR
HEIOCPEACTBEHO IpeAd YHOTpeOa B MPEHOCTABEHWA pasTBOpHIEN. 3a jga ce H3berde
HHKEKTEPAHETO Ha ToleMu o6eMm, 10 3 dnakosa OT IpoAyKTa MOTaT ia OBIAT pasTBOpeHH B 1
MII OT Pa3TBOPUTEILL.

JNanenure mpenopskH 3a gosmpape Ha GONAL-f cnemana
Kmmpnamata ouenxa Ha GONAL-f nokasea, ge THEBHATE MY I
H HpOLEAypHTe 32 KOHTDPON Ha JedJeHHETO He TpaOBa 1a ce



taxpBa 1pm ypuHes FSH. Koraro Tesm posm ¢a Ol M3MON3BAHA B KIHHWIHO OPOYIBAHE,
cpasmsipamo GONAL-f 1 ypmeer FSH, GONAL-f e 6un no edekrusen ot ypuEaus FSH ¢
ozned Ha mo-EMcka ofpia 7032 W HO-KparbK Nepnol, HeoOXommM 3a NOCTHraHETO Ha
OpeZOBONATOPHE CBCTOsHEE. [Ipenmopsusa ce IPHABPKAHETO KBM MOCOYEHHTE IIO-HOIY
Haganad JO3H.

Xenn c yunca Ha oByratms (xmogurensao PCOD):

Tlenra Ha tepampsta ¢ GONAL-f e na ce passme equH y3psan I'paadoB (GONEKYN, KOHTO
SHTEMKET e oTAenH clen npunarageto Ha hCG. GONAL-T Moxe Ia ce HpHIara KaTo CepEs
OT eXenHeBHH HIpxekmwy. [Ipm man@enTKd B MEHCTpYAIeH IHEKEI, JedCHHETo TpabBa ja
3aM09He B PAMKHTE Ha ITEPBHTE 7 OHHE OT MEHCTPYAIHHA HKE.

Jlegenmeto Tpabea ma Onfe TOUHO cHOOpa3eHO ¢ MHAMBHIyANHHS OTIOBOp Ha IAIHCHTKATE,
KOHTO Ce OIpefeis upes YITpasByKOBO m3MepBaHe Ha (OJHKyIHaTa roleMyHa WHIHA dpes3
ecTporeHHaTta cekpens. QOGHKHOBEHO NpPHIAraHHST PEeXFM 3anogsa ¢ 75-150 TU FSH ma gen
u ce ypesmaana ¢ 37.5 IU, umu 75 IU Ha 7 wim 14 nHeBHH HHTEpBaH, KOTarTo € HEOOXOMHMO
Ila ce HOJNYIH KOCTaTh9eH, HO He IipeKaneH 0TroBop. MakcuMansaTa AHEBHA %032 OOUKHOBEHO
me sampuamaea 225 TU FSH. Axo nanpeHTKaTa Be ce nogiuse docmamuyio cnen 4 cenMuIa
JeYeHHe, MUKLART TPsA0Ba na Obne npexscHAT H T4 Ja 3aN09He JedeBHeTo OTHOBO, B3eMaliku
1I0-BECOKA HAYAIHA [03a 0T T34 B IPEKHCHATHA ITHKBII.

TTpE OCTHTHAT ONTHMANEH OTTOBOD, eHa efrokparsa umxeias o 5 000 IU hCG, umm o 10
000 IU hCG tpsbea na Gpie Dpuioxkera 24-48 waca cnen nocnenrata GONAL-T mrxexnns.
Ha manpenTKaTa ce NpenopsuBa Ja MMa KOUTYC B SeHSI Ha U B JeHs ciel mocrassueTo Ha hCG.
AJITEpHATHBHO MOXE Jia Ce YIPOBefie HHTpayTeprEHO omnoxaane (TUT).

ITpu HOJIy9eH NpEBHIIEH OTFOBOD, ICICHACTO C& MpeKhera M He ce npunara hCG.(smxre 7.4.4
Creyuaniu npomueonoKa3aHusl 1 cneyuanny npedynpesicoenus sa ynompeba). Jleuenuero B
CIIeIBAINHS ITMKEI TpsORa Ha 3al0YHe ¢ 10-H¥CKA AO3HPOBKA OT Ta3H B IPEIHIMHS.

KeHn. TOATOKCHN HA CTHMYIIaITHE Ha SHTHINATE 32 MHOXKECTBEHO Q}OIIHK}EII&QHO DASBHTHE

IIpeHA WY BUTpo QepTria3 1580158 METONH 33 aCHCTHpPaHa PEenpo, :
OGHKHOBEHO IIPHAATANAIT PEXHM 32 CynepoByIamus BKIXOUBa JocTassHeTo Ha 150-225 IU
GONAL-f mueBHO, 3am0YBaiiK# Ha BTOpHS WM TPETHA JNEH OT ImKhIA. fledenmHero ce
OpOABIDKABA MO IIOCTHTGHETO Ha CHOTBETHO (QOJNHKYNHO pasBHTIHE (W3MEPSHO [Hpes
eCTPOTEHHATA KOHIEHTPANES B CEpyMa u/ulli gpes YITPasByKOBO H3CICHBAHE), C KOPHTHpane
Ha A03aTa CHOpeJ] OTFOBOpA Ha NaiuieATKata, Ho He moeede or 450 IU muesHo. OOmxuoBerO
HyKHOTO (ONHKYIHO PasBUTHE Ce DOCTHTa CPEHO JO JAECeTHd NeH Ha JiedeHuero (apHpa
Mexay 5 i 20 gaa).

Enma epsoxparna wekexmwd 10 10 000 [U hCG ce mpunara 24-48 daca ciep mocjiefHATa
mmxexmus GONAL-L, 3a fa ce npenusenka xpatiHo GoNHMKyIHO y3paBaHe.

HumsxonsmaTa peryiallis ¢ aroHECT Ha rOHaZOTpONHH-OCBOOOXKmapamps xopmoH (GnRH)
cera Ce HW3I0N3Ba 34 MONTHCKAHE Ha eHiOTeHHOTO mosmmapade ma LH 3a xoETpommpane ma
topmaaH HEBa Ha LH. Cropexn cragpaprams npotokod, GONAL-f ce 3anodsa mpuONH3HTENHO
2 ceaMuENM CielN 3al0YBAHETO Ha JeYeHWe C arOHACT, H ABETe JeYeHHS IPOoAsLIDKABaT IO
ITOCTHTAHETO Ha CBOTBETHO (OMEKYHHO pasBHTHE. HalpuMep,
aroHECT, npe3 mepsuTe 7 mEm ce mpmmarar 150-225 TU GON
KOpPHTHpa CIOpel OTTOBOpa Ba aiiuruKa.




JoceranmHaTa NpakTHKa HpH in vitro omnoxpare (IVF) mokasga,ye KaTo IsUI0 yCIeBaeMOCTIA
Ha JIeIEHNET0 He ce IPOMEHS II0 BpeMe Ha IIBPBUTE YeTHPH OIHTa H MOCTENEeHHO ¢ NOHIKaBa
cIIE]] TOBA.

JKeHH ¢ J¥IIcA HA OBYAANAL, B DE3VITAT OT TeXbK neduimT Ha LH w FSH.

Ipy menn cTpanainy oT Texbk gebunur Ha LH 1 FSH (XHIOropafioTpONeH XUIOrOHaH3EM),
nenTa Ba negerrero ¢ GONAL-f B xoMOmEanms ¢ JIyTpONHHE anda € Ja ce pasBHe CIuH y3psit
Tpaados $oMHKy:, OT KoHT0 oommra jAa 6Bae OCBODOJCH Ciiej NPHNATaHETO Ha YOBEHIKH
Xopror opanorpommd (hCG). GONAL-f tpabsa Aa 6v4e npuiaras Karo Kype 0T eXXeIHeBHR
AHKEKIHH eIHOBPEMEHHO ¢ JIyrponaH anta. THH KaTo Te3H NaNHeHTKH ca ¢ aMeHopea B EMAaT
HHUCKA EHIOTEHHA eCTPOTEHHA CEKPEIIrs, JEYEHUETO MOXKE [2 3a09He MO BCAKO BpeMe.

Jlewennero Tpsbea Ha OBJe crporo cpobpaseHO ¢ HHAWBHAYANHOTO INOBIHABane Ha
TANEeHTKATa, IIONYydYeH dpe3 H3MepBade Ha pasMepa Ha (ommkynsa dupes yITpasByK H Ha
eCTPOTeHHNs OTTOBOD. IIpenopsdsa ce [a ce 3arouHe ¢ 75 IU mytponws anda JHEBHO 3a€HHO
cne 75-150 TU FSH.

Axo ce Hauara yeenWuapaue Ha mosara FSH, anantmpasero keM Ao3ara Tpa0Ba Ja crasa Ha
paTepBanE 7 - 14 muu xaTo ce npemmounTa yeenudgerue ¢ 37.5 IU-75 IU. lomycTaMo € ma ce
yBEIMYH MPOABIDKUTENHOCTIA HA CTEMYJNAMATA H2 BCEKM €IMH IHKBI Ha JedcHHE 1O 5
CeJMHUITH.

Koraro ce HONy4YH ONTEMAIEH pE3yJTarT, Ce NpMIara eJHHMYHa MEvxexms or 5,000 IU mo
10,000 IU hCG ot 24 no 48 gaca cnex mocnepunte mwxekimn GONAL-f u myrponws anda.
Ha narmeATKaTa ce pellopbyuRa Ja EMa KOHTYC B IeHd Ha H B IeHA cref nocTassreTo Ha hCG.
Karto anTepmaTHBa MOXE X2 OBe IPHIOKEH M HHTPAYTEPHHEH (BHTPEMATOYEH) MEIOX 32
ocemensgsage (IUT).

Moxe na ce HAJIOXKH IOABPXaHe Ha jyreanHa (asa, TBH Karo IHMIICATA HA BEINECTBA C
myreotponsa akTHeROCT (LH/MCG) cnmex oBynaimus MOXe Ja NOBEXE A0 NPEXIEBPEMEHHO
pasnagane Ha corpus luteum (XBITOTO TANO).

Tlpu monyyer OPEBHINEH OTTOBOP, JEUSHHETO Ce IPEKHCBA H hCG ce npexpatgsa. Jiegenyero
B Cl€HBAIMS IHEKBI Tpa0Ba Ja 3anouHe ¢ Io-HHcKa no3uposka FSH ot tasu B npemmunas

HHKEA.

MBxe ¢ XHIIOroHaIDOIIEH XBIOTOHAANIEM

Toza ot 150 TU GONAL-f Tps68a na 6Ae AaBana TPH IBTH CeIMHYHO, efHoBpeMenHO ¢ hCG,
3a mepmof Hali-Mamko OT 4 Mecema. AKO clief TO3H UEPHOA HalHEHTET HE €€ ITOBAMAE,
KOMOHHEPAHOTO JeJeHAS MOXe A2 ce IPOXBDKE. HacTosmusT YIMHUIeH ONET HOKa3Ea, Je 32
TIOCTHTAHETO Ha CIIepMATOreHe3a MoXke J1a € HeoOX0mEMo JedeHne Rali-Manko 32 18 Mecena.

4.3 IIpoTHRONOKA3AHHSA

GONAL-f me Tps0Ba Aa ce H3MOI3BA B:

e Cnydan Ha B39BEHA CBPBXIYBCTBATENMHOCT KbM FSH MM XM K0€TO ¥ J[a € 0T DOMOIHHTE
BEINIECTRA;

» TymopH Ha XEno(u3aTa i Ha XHOOTAIAMYCa;

A TIpH KeHH:

e VromeMgpage Ha XHUHHAIWTE MM KHCT2, KOATO HE € HpHAf

3aboisBade Ha SHIHANATE;




o T'mHexoJOTHYHA XEMOPArHs ¢ HEH3BECTHa ETHONOTHS,
o KapnmroM pa MIeYHATA JKJIe3a, Ha MaTKATa KilH Ha SHIHHIHTE;

GONAL-{ e mpoTEBOIOKA3aH, KOTaTO HE MOXeE [z C€ NOIydn eeKTHBHE OTBETHA DEaKims
KAaro:

Tlpu xenw:

o [IspBrHAa HENOCTATHYHOCT Ha AMIHMIHATE;

e Mandopmalrsi Ha IONOBUTe OPraHH, HECHBMECTHME ¢ OpeMeHHOCT;

o DubpouaHE TYMODH Ha MaTKaTa, HECHBMECTEMH ¢ OpeMEeHHOCT;

Tlpu MBxeE:

o TInpRAYHA TECTHKYNHA BEJOCTATHIHOCT;

4.4 CoenuanHy DPOTHBONOKA3AHNAA H COCNUATHH PeynpesKAeaHs 3a ynorpeda

GONAL-f e MOMHO TOHAAOTPONHO BEINECTBO, CIIOCOOHO Ja HPHMHHH JIEKH A0 TEMXKH
HeXeNaHd peaxiad | Tpsbsa ia OBj¢ Ha3HAYABAHO CAMO OT JIeKapH, KOKTO Ca HabiIHO HasCHO
¢ mpoGneMuTe Ha Oe3ILIOTHETO ¥ HAYMHATE 32 TAXHOTO NeUeHwe.

JleueHretro ¢ rOHAXOTPONMH H3UCKBA HEOOXOHHEMOTO BPEME H AHTAXKHMEHT OT CTpaHa Ha
NeKaps ¥ 3HpaBHMTE CIYXHTEHH, KaKTo M HeoOXOAMMEHTe ypeId 3a IpOCieAdBaHe Ha
redeEreTo. [Ipy xeHmTe, O€30MAacHOTO M E(EKTHBHO NPUIIOKEHHE H3UCKBA CHEACHE HA
[OBIMSBAHETO Ha SHWYHEKA ¢ YNTPa3ByK, HUIH 3a Ipe[uodauTaHe B KOMOMHAIES ¢ PENOBHO
p3cIeNBaHe HEBaTa Ha CEPYMHES CTPAiHON. BE3MOKHO € A MMa pasiudie B OTT0BOPa KBM
nprsioxerneTo Ha FSH Ipy pasim<EuTe NMallHeHTH, Karo IpPH HIKOH OT TAX TOH MOXE Ja e
cial. TpsbBa ga ce mpuriara Haif-AACKATa ePeKTHBHA 032 32 [OCTHTaHE OENTa Ha JIeYeHueTo,
KaKTO TPH MBKE, TaKa K I JKEeHH.

Camocrosrengoro mpunoxenne Ha GONAL-f TpsOBa Ja ce w3BhpIIBa CamMO OT NANHEHTH,
KOHTO ¢a o6pe MOTHBAPAHK, JOCTATHYHO HOATOTBEHH H C IOCTHI A0 CHBET OT CHCHHAIHCT.

Iepeara mmxekimst GONAL-f tpabea ma Opze NOCTaBIHA no,n; IPAKO MEXAITHECKO
HabIOIeHAE.

HamyenTa ¢ mopdUpHs HIE HACHEJCTBEHA MPeJPas3HoIoKeHoCT KbM nopdupus Tpadsa
a2 6BIAT BHHMATEHO TpociiefgBaln no speme Ha jJedenuero ¢ GONAL-L. Bnomagane
HA CHCTOSHHETO MM I-PBOHAYANHA NPOSEA HAa HOPpGHPHS MOTAT XA HANOKAT
[HpeKLCBaHEe HA JEeYEHHETO.

Jlegenne DpH KeHH

Hpepd fa 3anoYre NedeHReT0, 6e3MIO0MMETO Ha ABOKKATA TpOBa Aa OBie OompereneHO Kato
HOAXOSAIIO 32 JIEUCHHAE U Ja Ce IpereHs T eBeHTyanHUTe IPOTHROIIOKA3arHA 32 GpeMeHHOCT. B
YacTHOCT, MAIMEeETHTe TpaOBa fJa OBJAT H3CHENBAHH 3a XMIOTHPEOHFH3EM, HanOnOpedia
HEJOCTaTLIHOCT, XHHSPHPONaKTHHEMHS ¥ XANO(GU3EE HIM XHIOTATAMUIHA TYMODH, H Za Ce
HA3HATH CHOTBETHOTO JICHEHUE,

peIpOAYIHA/, MOXE Aa ce Habmoniapa yrojeMsBaHe Ha
cepbxeraMynanyd. CoasBaHeTo HA HA3HAYCHWTE DPEXHM H JO3HPOBKS
BHHMaTEIHOTO IpOcTefinRaHe Ha HEICHHETO e HaMald Te3H HH




[fpaBEnHa OLEHKA B HPOCICHAABaHETO Ha (ONHKYIHOTO pDA3BHTHE H Y3DABAHE H3HCKBA
CIIeNHATHCT, KOHTO HMA IHMPOK OIHT B HHTEPOPETAHHATa Ha CHOTBETHHTE TECTOBE.

B xnuHEgEE npoydsaHus, ce Habniofasa yBeNHHCHHME Ha YYBCTBHTENHOCTTA Ha SHIHHEIHTS
ksM GONAL-f, xoraTo e HasHAYEH 3aeHO ¢ IYTPOIHE anda. AKo ce Halara yBelHmdaBage Ha
nozata FSH, apanTepasero KEM Jo3ata Tpsa0Ba Ja CTaBa 32 BPelloYHTaHe Ha HHTEPBANH OT 7-
14 muw ¥ e XeyaTelso yeemderneTo qa e ¢ 37.5 [U-75 IU.

He ca mpasens mupekten cpaeHenpms Mexpy GONAL-T/LH m gosemkms mepomaysaneH
roragorponss (hMG). CpaBHedre ¢ HCTOPHYECKH MaHH¥ [I0Ka3pa, de HHBOTO Ha OBYHAIlHS
noryaeso npu regerue ¢ GONAL-LH e cxommo C TOBa, KOETO MOXKE Ja Ce IONYyIH IIpH
hMG.

CuaapoM Ha cBpbXCTHMYXanus Ha siaamure (CCS)

CCSI e CHCTOSHHUE PAsIMIHO 0T HEYCIOKHEHOTO yroeMsase ya airgruimre. CCSI e cHEApoM,
KOHTO MOKE Ja Ce M3Pa3y ¢ YBeINHNJaARAIM ce CTETIeHH Ha TexecT. TolH ce CheTOM OT H3pa3’eHo
YyroJeMABaHE Ha JHIHMIMHTE, BHCOKO HMBO HA CEPYMHHTE HOJIOBH CTEpOHIM U YBEIHIaBaHe Ha
CHAOBATa IPOMYCKIHBOCT, KOEGTO MOXKe JMa HOBEAS AU aKyMynupaHe Ha TE9HOCTH B
NepUTOHEATHATa, IHIEBPATHATA H, HO-PAIKO, B IIEPHKAPHANHATA KyXHHAa.

IIpz Texam cayuag Ha CCS ce maGmofaBa clefHATa CEMOTOMarhka: OONKH B KOpeMHaTa
obnact, mofysade Ha Kopema, TEXKO yroueMsaBaHe Ha sigHuMTe, HalJ@paHe Ha Terno,
AACOHES, OFMIYPHEA H raCTpOMHTECTHHANHH CHMIITOMH BKIIOYBAiM TaleHe, NOBPBIIAHE H
maapes. Kiniananara ONeHKa PasKpHBA OME CHMIITOMY Ha XUMOBOIEMHIS, XEMOKOHIIEHTPAIIS,
eNeKTpoImTen pucbananc, achuT, XeMONEPHTOHEYM, IUIEBpameH H3JHB, XHAPOTOPaKc
(mabmpape Ha TEYHOCT B TIPBAHMS KOMI), CEPHO3HM OeNOFpOOHH YCIOWHEHHS M
TPOMO0eMOOIITHE YCIOKHEHH.

ITpeBHIneH OTrOBOp Ha SifTHHNETE KBM JEYEHHETO C FOHANOTPONHH PAKO Japa yCHOKHECHESL
or Tana ma CCSl, ocen mpu mHmyiupase Ha opyganms ¢ hCG. Ero 3amo, B ciysadm Ha
OBapHaNHA XHIEpCTHMYNALMs € Nipenopbuarendo ga ce cupe hCG xaro ce npenopsusa Ha
[AMUEHTKATA BE3IEPKage OT TONOB JKHBOT IIH H3MON3Bage pa OaphepHW METOMM 33
KOHTpAICNIHS, B IPONIDKeHEe Ha Hai-Manko 4 mmm. CCS moxe na ce passme Obp3o (B
paMKETe Ha 24 daca AO HAKOJKO JHH) K [a C¢ HpERHpHE B CEPHO3EH MEIUIMHCKE HpoONeM.
3aroBa IANEEHTHTE TpAbea 1a ObAAT MPOCIehABaRY B IPOABIKEHHE HA TIOHE 2 CeAMUIHE CIEN
Hasdagasase Ha hCG.

3a pamanspage pEcka Ot passEBase Ha CCS wm MEOrOmIoAEa GpEMEHHOCT CE IPENOPhYBa
yITpa3sByKOBO H3CACBAHE M H3MepBaHE HHBAaTa Ha ecTpamwoya. [Ipm jumca HAa OBYIamms
prcxsT or CCS m MuoromroaHaa OpeMERHOCT Ce yBelHTaBa IPH CePyMHO HHBO Ha €CTpafiona
>900 pg/ml (3300 pmol/l) i noBewe ot 3 domixyna ¢ muamersp 14 MM W nosetde. Hpa ART
wMa TopmmeH pack oT CCS Ipy cepyMEO HEBO Ha ecTpaguona >3000 pg/ml (11000 pmol1) u
20 mim mosede GONMKYIH ¢ AuaMersp 12 MM wid mosede. Koraro ecTpajEooBOTO HHBO ©
>5500 pg/ml (20200 pmol/l) & xemero mva 40 mam mosede (QomuKymH 00O, MOXE Ja
CEeHANOX®H Clirpale npairoxenuero Ha hCG.

TIpEABPXAHETO KbM IpeHopbuaHaTa no3uposka 3a GONAL-f, pexwMBT Ha OPHIOKEHHE H
BHEMATENHO Y{pOCNeAABape Ha TEpamgira Mme cBeJar [0 MUHEMYM cnyqan're Ha




Ilpu ART, actumpanssa Ha BCHIKH (POTEKYIH, OIPETHA OBYIAlld, MOXe 2 HaMalli CIIyJadTe Ha
CBPEXCTAEMYTIAnH.

CCJI Moxe ma 6B I0-TEXBK H HO-TPONBIDKUTEICH IpH HoaBa Ha Opemensoct. Hali-gecTo
CCSl ce pogeyBa ciel KAT0 XOPMOHAIHOTO JIEYeHNE € IIPEYCTaHOBEHO M JOCTHF2 MAKCEMYyMa
cu cien oxono 7 mo 10 mpm cnem newenmero. OOmxaopeno CCS u3ge3Ba COOHTAHHO ©
HA9alI0TO Ha MeHCTpYanusiTa.

Axo0 ce HoxBH TeXbBK ciydai na CCH, nedenmero ¢ roHAZOTPONNH TpADRA XA ce MpeyCTaHoRHy,
aKo BCe opie ce IPOREXA, HalWeHTKara Tpadba Ja Ce XOCHHTAIH3Mpa ¥ Ja ce 3alQuHe
coenudEano negenne ga CCHA.

To3H CHEIpOM ce IPOsBABa I0-JeCTO IIpH XeHH ¢ HOIMKHCTO3HO 3a00IiBaHe Ha SHYHUIHTE.
Musoroniogsa Opemensocy

Msoromozaa OpeMEHBOCT, 0CO0EHO OT BACOK IOPEABK, HOCH TONAM PHCK OT HEXENAH H3X0N
KaxTO 3a YUIofa Taka H 3a Malixara.

Ipn manweHTKH, DOAIOKEHH Ha JeYeHHe 33 Hpelu3sukeade Ha opymamms ¢ GONAL-L,
GECTOTAaTa HA MHOTOINIONHWTe OpeMEHHOCTH € yBeNHdeHa B CPaBHEHWE C ECTECTBEHOTO
omnoxAane. 110-roJaMaTa 9acT 0T MHOTOMIOAHNATE 3adeBaus ca OI3Hand. 3a fa ce HaMaily
PHECKA OT MHOrOmIOHHE 6peMErHOCT, C& IPenophyBa BEMMATENHO POCICHIBaHe Ha 0Tr0BOpa
HA THYHALHATE.

PrcKeT 3a MEOTOMIORHEA GpeMerroCT ipe ART, e cBBp3aH ¢ Opos Ha 3aMeHeHHTe eMOpHOHT,
TAXHOTO Ka9ecTBO, KAKTO ¥ BH3PacTTa Ha NAIAeHTKHUTE.

TamperTure TpsbBa Aa OBOAT NPEAYNPENcHW 3a IOTEHIHANHES DHCK OT MHOFODIIONHO
pakAaHe Ype/id A2 3all09HAT JeUeHHETO.

3aryba Ha 6pemenHEOCT

3ary0a Ha OpeMeHHOCT (HeHOW3HOCBaHE HJH abOpPT) NpM NANMEHTKH, NONJIOXCHW Ha
CTEMYHauzs Ha (GoNMHEKYTHUS PACTEX 34 HEAYIHMpaHe Ha OByJanust, Wi nonnoxesy Ba ART, e
TO-9ECTa, OTKOJIKOTO IIPH HOpMATHATa TOTYIalss.

Exronmana (a3BpHMATOMHA) OpeMeHEOCT

XKemu ¢ amamuesa 32 3ab00masaEe Ha SHIETPOBOXHATE Ca H3NOKEHHM HA PHCK OT €KTOIAJHA
GpeMeHHOCT, He3aBECHAMO OT ToBa Jatd OpeMeHHOCTITa € 9pe3 CIOHTaHNH0 3auckane il 9pes3
JieYeHHs], GOBIMABAINE IINOJOBHTOCTTA, YecToTaTa Ha exTonmusara opemennoct cuef IVF (in
vitro fertilisation) e wm3wicieHa B pamkure Ba 2 70 5%, B CpaBHEHEHKe ¢ HOPMAIHO
yeragoserute 1 go 1.5%.

HogoolGpaszysagus HA PeIpoAyKTEBHATA CHCTEMA

IEOGPOKB.‘ISCTBEHK Taka ¥ 3JIOKAYECTBCHE, IOPH JKEHH OMIIOXCHE
HEKapCTBCHA PCiXUMH 38 NEYCHHE Ha Gearmionpe. Bee ore He € YCTaHOPRx

cTpafamy o1 Oe3IUIofHE.



Bpojenn MaifopManu

VYeTaHoBSBAHETO Ha Ciywad Ha BpomeEm Mandopmanmuw crnel ART e Mamko TO-BECOKO
OTKOJIKOTO TOBa Cie]] CIHOHTAaHHE 3adeBammd. CMmaTa ce, 9¢ TOBAa c€ ABIDKH HA DasiuKd B
XapaKTepHCTHKITE Ha PONMTENNTe (HAlp. BE3PacT Ha MaiKara, XapaKTepHCTHKA Ha CIIepMara)
¥ MHOTOIUIOFANTE OPEeMEHHOCTH.

TpoMOoeMOOINIHA Y CHOKIECHUS

IIpu eHM C YyCT2HOBEHH PHCKOBH ()akTOpH 3a pasBHTHE HAa TPOMOOeMOOIHYHH yCIOKHSHMI,
TaKwBa KaTo JNHJYHA Wi (haMmiga adaMHe3a, JIeYeHUETO ¢ FOHANPONHHA MOXE A2 YBEHHIH
TO3H pHcK. Ilpy TaxiBa NallAeHTKY, Ha3EaJaBaHeTO Ha JedeHue Tps0Ba Ja cTaBa cliefl KaTo ce
OpelleHr CBHOTHOWIEHWETO Noisa/puck. Ipsabea cpmo ma Onpe otrbemmsamo, de caMara
OpEMEHHOCT CHIIC BOCH IOJISIM PHCK OT TpoMOoeMOOIMIHE yCIOKHEHHA.

Jlesenvie Ipy MBXKe

Ilopumenu epmoresEH FSH mmBa ca mokasarensd 33 DOBPBHYHATA TECTHKYJI2pHA
HezocTaThaHoCT. TakyBa nanpeHT: Be pearnpar Ha edenue ¢ GONAL-/ hCG.

AMamp3 Ha CeMEHHATa TEUHOCT Ce Ipenophusa fa ce mpasH oT 4 1o 6 Mecelia CHER
3a0YBaHETO Ha JISYEHUET0,3a XA Ce Mpereki OTBeTHATA PeakIas.

4.5 JlekapcrseHd ¥ APYTH B3auMoAeHCTBH .

Ensorpemennara ymotpeba Ha GONAL-f ¢ npyru cpencrea, H3NOI3BaHA 332 CTHMYNHPAHE Ha
OBYJIAOASTA MOXKe Ja IOTeHIpa (GONHKYNHHs OTroBOp, KOKAaro CHBMECTHAT2 ymoTpeba c
arOHHCT Ha TOHAHOTPONEH ocBobOXHaBamy xopmoH-GnRY, mamamasam xmnoduiapHaTa
QyBCTBHTEHOCT, MOXeE Ja yBemmuu keobxomummata poza GONAL-f 3a mpemuskpksane Ha
CBHOTBETHA peaKnus Ha seigHuIuTe.

4.6 bpeMenHOCT H KbPMeHe

Yoorpeba no Bpeme Ba GpemMerHOCT

Hava mamexanus 3a wspomspade Ha GONAL-f no Bpeme mHa OGpeMeHHOCT. B KHHEAYHH
IPOy4YBadus ¢ TOHATPOIMHY, CIEH KOHTPOIMPaHA XMIICPCTUMYNanud Ha siYOwiidTe, HE Ce
CIIOMEHaBa 34 TEepaTOTeHHM pHckope. B ciyuall Ha H3Narade HA JICUEHHE II0 BpeMe Ha
GpeMeHHOCT, KIMHWIHITe JANHH ca HeJOCTATHIHK 34 Ja H3KIIodUar TeparoreHeH edexT Ha
pexombunanTaEs FSH. KeM To3H MoMeHT, HsMa JNaHBd 32 ManQopMaTHBHW €QEKTH OT
negenreTo. He ca Habiroasany TepaToreHHY e(ekTH TPy U3CIEABAHMA C XHUBOTHH.

Yoorpebda o BpeMe Ha KbpveHe

He e noxazama yoorpebara Ha GONAL-f. Tlo BpeMe Ha KEpMEHE, CEKPEIEATA Ha IPONAKTIE
MOKe Jia [IOB/HAe HeOHaTOIpEIATHO CTHMYIaNHATa Ha SMYHAIITE.

4.7 Edexctn B6pXy c1roco6HOCTTA 32 modupane 4 paboTa ¢ MamnHA.

4.8 Hexenags AeKapCcTREHH PeaKUyn
Jleuenne Ipu sKeHA
Muoro gecro cpemasd (> 1/10)




Kyicty Ha sHOHMIRTE
e JleKH 50 DO-TeXKH JIOKAIHA PEakiii HPH JOCTARIHETO Ha HEKEKIA (D0Ka, 3aYepBaBakte,
[OCHHYBAHE, OTOK H/MWIH pasapasHesre Ha MICTOTO HA IIOCTARAHS HA HHIKEKITA )
e T'mapobomue
Yecto cpemmann (1/100-1/10)
» Jlex mo cpemsorexsx CCH (3Ex 1. 4.4)
s Boika B KOpeMHaTa 00NacT I raCTPOHHTECTHHATHM CHMIITOMYE KATO rajieHe, HOBPBIIAHe,
maapEs, Kpami B xopeMHaTa o0IacT ¥ TOXYBane.
He gecro cpemann(1/1000- 1/100)
e Texxa bopma va CCA (Brx 1.4.4.)
Psiaxo cpemxann(1/10 000- 1/1000)
o Topsus (ycykBane) Ha sitauuETe, yonoxaenue seaenctene CCA
Mauoro panxo cpemann (<1/10 000)
s TpomGoemGomiznM, OGHKEOBEHO CBEP3aH ¢ Texka dopma va CCA
» Jlexs cHCTEMHY ANEPrHYHY PEAKIH (eprTeMa, OOPHB KM OTOK Ha JTHIIETO)
JlegenHe 1IpH MbKe
Yecro cpemapy nexenann peaxnus (1/100-1/10)
lumexoMacTHs, aKHe, BalJaBage Ha Terao.

4.9 TIpegoznpane

Egexture or npenozupase ¢ GONAL-f He ca H3BECTHH, BBHIPEKH TOBA MOXKE Ja €& 09aKBa
mosBaTa Ha cuaapoM Ha CCS, xolito e onrcad no-oapoGuo B Creyuannu npedynpexcoenus u
npednasHu mepru npu ynompeba.

5. ®@APMAKOJIOTHYHA JAHOH

5.1 dapMakoaHHaMAIHE CBOMCTIBA
dapmaxotepaneBTHIHA rpyna: rosaxorponued, ATC xox: GO3GAOS.

GONAL-f e ppemapar oT (GondKyTo CTEMYIMpANN XOPMOH, [IPOH3BENCH OT H3MCHEHH C
TTOMOITTA HA FEHHOTO MEDKEHEPCTBO KISTKH OT SHIHMIM Ha KuTalCKH XaMCcTep (CHO).

Ilpm xeHnTe, Baii-BaXHEAT e)ekT OT HapeETepansoTo npaxoxerne Ha FSH e obpasypanero
va 3pend ['paadoBn GonmEKymH.

B xMHMYEE OpoydIBAHES MAMEHTKE ¢ Texbk Hepocrar Ba FSH u LH 6sxa onpesenenn gpes
H3CHeBale HEBara Ha enorennus cepymer LH < 1.2 [U/], xakro ca d3MepeHi B eHTpalHATA
naGoparopzs. TpaOBa Aa ce HMa npeIByY, 9e EMa PasiMKH IpH UsMepBate Ha HuBata Ha LH B
pasiEyHuTe Tad0paTopHH.

TIpn Mexe ¢ Aedumat Ba FSH, GONAL-f, npunarax saexro ¢ hCG s npogsmkerne Ha HOHE 4
Mecena, IIPeAH3BAKBA CIIepMAaTOreHe3aTa.

5.2 @apMarkoKEHETHIHA CBOCTBA

Cnen artpasenosno nocrapgee, GONAL-f ce pasnpeneisl B H3BBHKICTEIHOTO IPOCTPAHCTBO ©
HadaleH HONYXHBOT OT OKOHO 2 daca, H Ce ENMMHHNpA OT TIOTO C : :

npubmusETeNEO enpH AeH. O6eMBT Ha pasmpefic/IeHue B OOINHAT KIMEPEE
# 0.6 n/aac. Egga ocma ot mosata GONAL-f ce oTxens B ypuHara.




TIpE OOIKOXHO IpPHIOKEHHe, abcomorHara OHORaTIuHOCT € oKono 70%. Ilpw moBTOPHO
npmtoxkerre, GONAL-f ce HarpynBa TPHKPATHO TOBEYE, KOCTHATAHKH PABHOBECHE B DaMKHTE
Ba 3-4 gena. Tlpy sKeBH, 9UITO €HZOTeHHa TOHANOTPONEA CEKPENE € NOATHCHATA, € HOKa3aHo,
ge GONAL-f edexkTiBHO cTAMYTHpa (HOTHMKYIApHOTO Pa3BHTHE H CTEPOHNOIeHEe3aTa, BEIPEKE
mensmepumMpre LH puBa.

5.3 IlpepxamEAIHA JAHEH 32 6€30HACHOCT

B moperwmna 0T TOKCHKONOTHIHE H MyTareHHY DPOy9YBaHHd HPH KHBOTHHCKH BULOBE (KydeTa,
TIGX0BE, MaiMYyEH), OCTPH 3 Xpouuds# /1o 13-52 cepmunn/ He ca HabmONaBaHy HaTOIONHYHE
OTKJIOHEHHS.

Hapymera crocoGHOCT 3a OHN0XaHe, Ipes HaMaleHa mIOAOBATOCT € Omia HabmonaBaga Ipy
TTEXOBe, M3NIOKEHH Ha (apMaxoNOrHuEM Ho3W ¢ommipomHs amba (40 IUlkg/day) s3a
TIPOTB/DKETEIHE TEPHOIH.

TIprnaras BbB BHCOKE H03u (>5 TU/kg/day), bommrponnH anda € IPUYMHET HaMalenue B 6pod
HA XE3HECIIOCOOHUTE IUONOBe, 0e3 Aa € OHI TepaToreHeH, W JIUCTOKHI [T0J00HA Ha TAasH,
Habmonapana npu ypuer hMG. Tpr nonoxerne, e GONAL-f e npoTuRONOKasan no BpeMe
Ha GpeMeHBOCT, Te3d JaHHH €4 ¢ OTPaHN¥CHA KIMAMIHA 3Ha4MMOCT.

6. PAPMAIEBTHYHMA JATDHA

6.1 CoyrchKk Ha HOMOIMHHUTE BEMECTEA 1 TEXHHTE KOJNHIECTBR

[pax:

Sucrose: 30 mg

Sodium dihydrogen phosphate monohydrate: 0.45 mg
Disodium phosphate dihydrate: 1.11 mg

Methionine: (.1 mg

Polisorbate 20: 0.05 mg

Phosphoric acid, concentrated: g.s.

Sodium hydroxide: q.s.

3axapoza: 30 mg

Hatpues maxuipores docdar Mmonoxaapar: 0.45 mg
JemaTtpues gocdar guxunpar: 1.11 mg

Metroswua: 0.1 mg

TTomacopbat 20: 0.05 mg

®OochopHa KEceIMHAa, KOBIIEETPHPasa : q.S.
Hatprer XuRpoKCHEA: Q.S.

PaztBopmTen: Water for injections
Bopa 3a HHXeKITHE
6.2 OuzaKo-XEMEIHE HECLEMECTHMOCTH
B oTCchCTBHETO Ha IPOYIBaHUT 33 HECHBMECTHAMOCT, TO3H JEKAPCTREH IIpO,I[YKT s TpgbBa oa ce
CMECBA ¢ JPYTH JEKapCTBa, OCBEH CIOMEHATHTE B 6.6.

6.3 Cpox Ha roARoOCT



2 ToovHEH.

3a HEIOCPEACTBECHA H €NHOKparHa yl:t0'rpe6a CICH OBPBOTO OTBAPAHE H CMECBABE C
TOPHIKEHAN Pa3TBOPHTCIL.

6.4 CnenpamnA ycIoBHS 32 CHXpaHeHHe
Ila ce cpxpagssa Ipu Temueparypa nox 25°C. Jla ce ceXpaHaBa B OpHIHHAIHATA OIAKOBKA.
6.5 Jlanad 3a OI2KOBKATA

GONAL-f ce npennara nox gpopMara Ha IpaX ¥ pa3TBOPHTEN 32 HIDKEKTHpaHe.

TipaxsT e moctases B 3 ml duraxonr ( cTHKO TEN 1), 3aTBopenH ¢ OpoMOyTHIIOBA 3amyINaKa 1
aTyMHHHEBA 00OKaTKA.

PastROpHTENAT € Hmoctaser BEB (urakorm { crexio T 1) or 2 ml mwim 3 ml, sarsopeHH c
noxpura ¢ Te(JIOB IyMeHa 3alyllanka HiH B lml mpeapapurenHo HaibIHeHA CIPHHIOBKA
(cToxno Tum I) ¢ ryMeH OrpaHHIdTeN.

ITpomyKTET Ce Hpepara B ollakoBk# oT 1,3,5,10 dakoHu, che CHOTBETHHA OpoH (rakony ¢
DA3TBOPHTEN WK B ONAKOBKE OT 1, 5 mmm 10 dnaxorna cxe croTBETHES OPOY NpeBapHTCIEHO

HaWmBEIHCHH C pasTBOPHTEN CIIPAHITOBKH. He pcmuxix Pas3iHIHE BHAOBS OIIAKOBKH MOXKE Xa CC
HaMEpAT Ha nas3apa.

6.6 Hpenoprxu npn ynorpeba

Cawmo 3a emHOKpaTHA yRnoTpeba.
GONAL-f TpsGBa 2 654¢ pazrBopeH OpefH yooTpeba ¢ NpUIIOKeHIIs pasTBOpHTENL.
GONAL-f Moxe fa 651e pa3TBOPEH 3a6JHO CHC JIYTPONHKE anfa H IPHIOKEH KaTo eHHHIHa
umxexnps. B To3: ciyuaii, mepso Tps6Ba Ja ce pa3TROpH NYTPONHH an(a, H MOMyYeHHIT CIek

TOBa PA3TBOP J1a C€ W3MHON3Ba 3a pasreapsHe Ha GONAL-f npaxa.

IpEroTBERKST 32 IPANOKEHRE Pa3TBOP He TpAOBa Aa ce mpHJara, ako ChIEPHKa JaCTHIH WK &
MBTEH.

Beexs HeynoTpeOsBaH IPOAYKT MM OTNaFBK TpAbBa Ja Obae MXBBPHMH B CHOTBEICTBHE C
MECTHHUTE H3HCKBAHNS.

7. ¥Vime m afgpec HA OpHTEXRATENT HA PaspemeHHeTo 3a ynorpeba

SERONO EUROPE LIMITED
56 Marsh Wall,

London E14 9TP

United Kingdom

8. Perucrpammonen Homep: 20010533




