wnasANuenN e lmeadulrl

FU1d (SYNAGIS)

(@15aza1ga1nsuan)

1. YauAnN UL

FU13a (Synagis)

2. daulsznaunazusunuaiedAgy
asavangdudalIinm 1 §addns Usenaunigndiguiu (palivizumab’) 100 dadnsu

Inbuea (vial) vua 0.5 faddns Usenausmigndiguuy (palivizumab) 50 adnsu

Inbea (vial) vua 1 daddns Usenaumemdiguuu (palivizumab) 100 fiadnsu

* aa .. I3 a aa o vy va A a = ¢
wdguuy  (palivizumab)  luldlulpaueateufivefnusuussliiiauaudfimileulsuiivefvesyed
(humanised monoclonal antibody) lnandnluaddedladn (myeloma host cells) GUENWHLLIW?? Tnely

walulagn1sdnraftoule (recombinant DNA technology)
druusznauniavanveinSuen Tusagiade 6.1

3. ANWALLATFULUUEMIUARYNTY
asazavdmiuan

ansazangla vieguidnties

4. aauUAn1endin
4.1 Yaualdlunissnen
gFunFaivaultdnsuteenulsAsEuuM By ladIua 9 inS 18 LSINABLYISUNNTS N UL SINE1UNa
nnsiaiielisaensiea (respiratory syncytial virus (RSV)) Tudniifiaudesgenanisidulsmension’:
< d' 1 o d'd & ¥V 1 & Y] [ 4 = 6 1 = d'
® Winiimaenneuiivuanlenyasiitdesnivseawiiiu 35 dUavikaziiengiindt 6 weuluganiad
15AD5LRAISUTEUA
® Wine1ga1ndn 2 INdlsavam3ess (bronchopulmonary dysplasia) 19ndusedldsunissnu

el 6 hauaan

Y

[ ° ! aa ) LY a lo a aa ! a a 1 a o v
L4 HANBIYATNIN 2 ‘U‘V]Lﬂu‘[ﬁﬂﬂ’ﬂ‘ﬂv\lﬂ?ﬂmﬂﬂL‘L!GW]&JNaﬂig‘VIUG]@iS‘UUl%aL’JEJUI@%G]BEJ’NNUEJ&’] 3y

(haemodynamically significant congenital heart disease)
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4.2 YUINYILAZISN5LeN
YUY

aa d' o A a a [ =S %] 91; v LY} ¥ = d! g.JI 1 d‘ 1
YN INFIPRUUTRUTINAD 15 Tadnsu/Alansuvesimiings nelviendeuasnilinislugiauiaiininii

iANudssansiniielasaesoaluyuyy

s (wanadufiadang) vesenmdiguuuiilinnuiludou = winvesthemiaduilansu] aawie
0.15

wnduldle avslienasausnnewsuduggmanlsresieaiszuin nsbieassdeunmslimndeunasn
= I3 = ' S Aoy 1a A o a a aa 44' =
gananlsaensieaiunsszuin Nelidiliinsudulsgansamuesenmdiguuuluruindu wenwmileain

15 fadnsusenlaniuvsovuineiuandsllanmslienifeunasnggniailsnoisiealunsssun

Uszaunsaldaulngsiudelasinisidennsmdinszesi 3 dudunstifuemndiguu 5 Wulunilaggnia
iszun (@de 5.1 AuaudAimandywamans) deyanreutisdninvesnisldenunnndy 5 asa (gide

4.8 91n1skiielszasd ide 5.1 auandRniundynamans waziite 5.2 Auautiviundvaauaans)

iieanaudssvasnsndudiininwdalulsmeiviadt wusihbidnildsuemidigunvey wazdeudl
Sunmsinwlulsainenuasmiglsnonfieaity Susmdiguuuiiouasnilinswiolunaentisggniassuinves

lsAo151087

dwsuinilasunisidauteniaiala (cardiac bypass) wugihlidaemiddguauiivue 15 Sadnsu/
Alanfuvesdmindy Mufindenisamaendainisidaielidulainlasussdvemdiguaulugsun
WEAND N1SIAEIATIADNIAISNAULLALADUALNTNASINADAYINIAINNEDVDINITUNITZUINVDILSADNS

waldmsuiniidnaienudssguionisiulsnensiesd (gide 5.2 anaudRimandyaaueans)

ABN15UIMIIEN

grdguuulilaenisdadindaunie msiluuinaudumihiudnvesiue lesldnduieasinniy
° | ala o A a a a o 9§ v v a Lo Yo =
Aunisidngnusedndesniianudssnagyiliidudszamlaendn (sciatic nerve) lasumnundeve aas

AnelagldinatinUaonaaluuiinggiu (standard aseptic technique)
a a A a ' a aa =~ 1
ns@nenlulTunaiiiuni 1 Sadans Amstinisiiuag)

g3udailuansazansendmivda sgluguiuuen@andedld dwsuduuzidilunisdanisenuudivay

Y

1909779 6.6 ANLULEINTITITEN N1SIANITHALAISANINE

Y
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¥

4.3 Yarnuly

nuldenlugniinnzgilifudearseangnivsediusenaudy q Aszyegluiite 6.1 nieruiluly

Y Y

laaueawauRvafnUFuU T lillnanTRmiioukeuivafvawysd (humanised monoclonal antibodies)

4.4 ANABUNLAYRAZTDAITILIIIUNST LTE

N15M52388UdaunaU

WeNUTUUTINInTIIEeudounduvemandagieniing AstunnteouasunNISHANUINENT N7 LA

DYITALIU

1518UNUDINTLATTINAL 81NTWARUUREUNAUTULTS (anaphylaxis) kaENITUUAARAINNITUALUY
WBEUNGUTULTY (@naphylactic shock) 8931nN5IHEIMNETgUUU WinudeesI83IN 5189IUNUNTT

Fetinludlasugnuese (@ide 4.8 eanshifieUsyasd)

msiinswssnebindeunasananieltlunisguasazlinissnwimnegaslunsainiannegiluiuly
FEAUTULTY TINAIDINITUAUUULAEUNGUTULTS (anaphylaxis) kagn1TMUAARIINNITLRKUUREUNAY

JULS4 (anaphylactic shock) nasn1slienaIgusy

a & a v oA o Y Y @ ¢ o g VY 4' v
nsAaenvuidsunduvsednngldideundu Tussdulmnansdeguusionavilvideuiounisivien
widdguuveanty viuuddn Tuanuiuvewnnd nsyzaensedudinisiiemdiguuuvilifianudes

Wty nngldafliennisiantes Wiy n1siaaluszuumafumeladiuvunionisinesdnios Ty

Ao g vy = v aa
winaiidesdeunsidendiguuuanely

AslignmndlgunumeiuszdaseisludUieniinneindadens (thrombocytopenia) #oin15udes

voudenRaUN@ (coagulation disorder)

Faladnsfdnwegrnduniinisiisuszdniamveserndiguuudelinissnenduseud 2 duddaelu
a s = =2 oy o vee a 4 D a & Y s
gananlsrensieaissuin wavannsAnundiliananseasulatsenudssiidululasenisisielaens

wadiinulugaMandangamandUlelasunisshumeemaiguuy

4.5 dUASN3EINUVYIDY ¢ K39IUATNIYDY €
lafins@nwsunsisenduetdu o sgradunenis TunisAnen IMpact- RSV FadunisAnunidessesd 3
lungudszannsini aaaansuninuataziiulsalentiass (premature and bronchopulmonary

[

dysplasia) IneiidnduvedUislunquillasuevasnuazemnddguuunlasuindulesiulsadmsuiin
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AuUN@ (routine childhood vaccines), Tadutlosiulininlug (influenza vaccine), 81veuMasnaunse

AosAlAaeseen MinalAssiulaslinuiennisldisUssasamiuvulungudienlasuendangitesiu

Wesnndulululpausaueufvenndniznizawesliaeisiead emdigunuisliihaglsuniunis

Y @ v A

mauauaamagﬁ@mummﬂ U

o Y v 1

EINNAIYUUUDIITUNIUNINTIITITEL3AR15L0a3 N TTNTANAY 1y Teveaeuiildnsiaviweudiia

Y

o

vierila uenani mwﬁf‘ssgl,mué’qé’uégam'iLﬁmi’wmumaﬂaaaiuwaaﬁwwL?ium FofuSenasuniunis
Tiasrzdinisinizid ala9a (viral culture assays) uiis a3 guuulasunaunisiingies reverse
transcriptase polymerase chain reaction-based assays %1991155UNUABA1TILASIERE 19 uBN 9V leE
Aanaauiflon (false-negative) 9nm1sasaaifadelsnonsied suiunasnmssmaidedelsn Weldsuna

wan AsthunldRansanTtuRansaneatniadukuInislunsdndulanianisunng

4.6 Mm3ldluanidinssauazanisznineliuuyns

Linetos Wesnendundalifivteuslddmsunmslaludling dwinidshifiveyanisldenluanifoiasyiiug,
aa I3 a ! 4

ansilassiuazaniseninglviuuyns

4.7 NARBAMUEINITO IUNITTUVRASTINI9IUNULATDIING

Talineves

4.8 a1n1sldnauseaen

unasudayadiuanuUaanss
91M1skifaUsEaAneusiianannsldermalguau Ao MILTuUIBgUNSUIULSS (anaphylaxis) uag
UfAsengaliiuwuueundy (acute hypersensitivity reactions) 89 n15klfisUsEasANnUUBEIN

msldemdiguau laud 314, Au wasdisenansiguintuluusnuidag

ANS19EAIDINTS5 iNaUsEaA

g1mshifisUszasdnnunslunisfnuiniseddniaznieiesufuRinig SuunmuszuveieizuasAudiny
(Wuupedn =1/10; wuues >1/100 619 < 1/10; wulduss >1/1,000 §19 < 1/100; wulles >1/10,000 §4
<1/1,000) Tna@nwrlug Uretani idulsavenis aselunisniinasanauninun (premature and

bronchopulmonary dysplasia) wazgtheaniidulsalaiinisusiiiiba (congenital heart disease)
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omslifsuszasdiinausiunsssuunsiihsy Tianudasadovessndsanesngnatn daudunissenu
Tnasiaslaannguuszvnsilidamnsaszyduald Felienadszanamnudinuniofigaianuduiug
sewinsemshiflsuszasddunisldfuemaiguauldegiauiuou auivesernslifiaszasdainen
wiaiifuanseglumaadiuasiuuszanunisainnnslideyaduanulaonsyvesnisinuimanadn
wuuamefou 2 msfinw gufinisaivesernislifisssasdimandainiia 2 nmsAnwmuiiladany
uanenafusEnInguildSusmaTguuunaznguildSusvaen SnvsernslifisUssasdfinylald

ANMUAUNUSAUEN

* L 1

122 sl aa Y <
mms‘luwaﬂszmﬂw‘wﬂumsﬁnmm\maun LLazmniwsmumwmmnmaangﬂmﬂ I‘UE‘\!‘U'JEJLﬂﬂ

STUUYR99782¢ (MedDRA AUA 1N luNaUsEaeA

System Organ Class)

ANURAUNAYBISEUULABAWAY | nuliusy AMZNAALEDARN
UNGD9 (thrombocytopenia)*
ANURAUNAYDITTUUTANTY Tainsruenud 9INTUIHUULREUNTUTUL TS

(anaphylaxis) LaZNITNUAARAIN
NIHARUULREUNETUTUSS
(anaphylactic shock) (luu1ss1e

a aa #
NWUTIEIUNSLETIR)

ANNRAUNFRYBITTUUUIEA M wuldiuse Asun®
AaziinUnfAvenIIela Yaden | nuvee Azngangla’
LazYeerlla

ANMURAUNFYDIRINTILAY WUUBDLUIN fiu

d’lj d‘ 24 g.J/ a U
oL D AT URNINTL

wuldiveg aufiy’
ANURAUNANLY wazdnNInYas | wuuseunn Jla
a d‘d
USunanen
WuUae Ufnseamzndauinuuly
Usnunane

“dmiunvazdenveinisinyatuiy aide 5.1 auaudAmandsnamans - nsfinwinieediin

farmsliitaUszasAannenlaveyaainseuunsiiseinnulaeninuemainesndnain
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eazBunvasenislifisUszasdiidnidan

Uszaun1salnigvasaingraangnaim
fmsvszifiuenslifisszasdviniousesdadunsneaulasaiaslanendsandesengnain lu
sewinaifinisldormaiguuulud aa. 1998 fs 2002 Tasaseunqu 4 ggnaiilsnensieadssuin wu
seeuonslifisUszasdiiniroussiamnsiuig 1,291 18 mnmsliemndiguunudoudduaznn
szpznanlunisinundeniglu 1 ggnia enmsldfisUszasdfinundsannislisdaudadedl 6 Tulunuiios
22 eNTBRITNA (WU 15 evdsanmslfendsd 6 wu 6 sevdsanmslienndadt 7 uaznu 1
sendsannislieinded 8) fednuurvosonislifivsrasdinardadoadetuiinuanmslasuelu 5

ASILIN

M1319N15EIaIguIUkarINTs s sTasdlasun1sidAamulungumisnifieu 20,000 AURINATT
ARAUHIUNTTUY patient compliance registry Tud .6 1998 fia U .6 2000 Fslunguiinisndiuu
1,250 Aunawslouitlasuen 6 Wy, ddwau 183 aunlawlouinlasuen 7 Wy waziisuau 27 aud
= ! Yo 2 a3 o & | = ¢ al o v & O Al & o
awztdouinlasuen 8 wie 9 1 MelenslufsUssaaAinundsa1nn1stiennusassi 6 Juluuu

AaNgAAINURNUINASIASUETY 5 ASaWSN

mﬂmaﬁﬂwﬁ%’ﬂLLUULTJmmﬂﬁLﬁumiﬁﬂmLLUULﬁu%;_galﬂﬁﬁﬂwﬁwmmLﬁﬂﬁﬁﬂmiﬁﬂwﬁ%’ﬂummaﬂm
U 14 enlesuen 6 AT wuienuensiliiaUssarinuaenndesiuteyaninulasniuvasen

Fguuunlasudeyauineuning
lugrutoyareinisfinvidsdunnnienainingieendnain nuaudvesnsinlsareuiiniinduaniios
Tumsniinaenneuinuafildsuemdiguny egrslsinn anuduiusideanmeiuendsliduingu

LULR

1331891481015 78988 dunn1slansUseasA

nsseueInsiadeIndueinshifiaUseasdndnnnisndndusienlasusuginwanludsiidfg i
lanusafnaunsusadiuuselevdsaninudesvetenlaogemeiios {UsenauidvIinaugunInais

3189715 NAF T UM T IR UTEAIARNUNIITEUUTI99UINT I RU Sy aesvasUseina

4.9 N15lASULNAUIUIN
Tuns@nwmeedinuatenisdne Jen 3 enlssusniuauin Asunnin 15 Tadnsu/Alansy laglasu
YUIAYN 20.25 Naansu/Alansy, 21.1 Tadnsu/Alansy way 22.27 1aansu/Alansy wildnunansenuse

guamluvsNaifana
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NnUszaunsainevdaanesengnatn isenumsidiueniuvunaiivunenauis 85 fadnsu/Alansy
wazluvmenunesnuemslifsssasdudliwndaluanimulugilédfuovun 15 fadndu/Alaniy
(gvde 4.8 enshaifsUszasd) TunsdliildSueAuun wugihliinsiihsgaeioinswazeins
WARSANY 9 Y0991N15 LINIUTEAIANIONAINNTIASUENALTUIA kaglinISSN¥I081UMNEELAINBINTT

Y

U

5. AnauUANInFYINeN
5.1 auaNUAMILNdYWaAAEnS
NAUNITTNYIMILAFYINGT : Lw3u (immune sera) wagduylulnaydu (immunoglobulins), lululaauea

waURUaAAIUlISE (antiviral monoclonal antibodies); ATC Code: JO6BD01

g1ndIgunuidulululaaueausufvedf in1susunaanddliivdounoufived 186, vesuywd

(humanised 1gG;x monoclonal antibody) M3 Uln8ATIAU epitope Tugu antigenic site A U84 fusion
. & o ¢ p~ a aaa o wa v oA =

protein veaehidaensiedl lnelululraueaisufivefninisuuauaudilivileuvesuyudiusznauly

A8 antibody sequences YBdLLEE 95% wavveany (murine) 5% Tgnslunistdesiudugsliadndwad

(neutralising) uazilgnsduginisvasusiuaenvathisadniuieviuwag (fusion-inhibitory) LA siaiie

Tfaensieainianeiugtos A uay B

AaNtuveseAIguiulugsunUsEInn 30 lulasnsu/laddns nuiranansaaanisiiudiuvedlida

15weai lulants 99% lulkuuinasd cotton rat model

ansaulasaannnisanwIuansisnig (In vitro)

finsusediugnsaulifavessmdIguuuaieds microneutralization assay lngnisiiuaAIUdutuves
woufvaAnummIziualifaeseainauldiwadidoyds (human epithelial cells HEp-2) #8991nU

dy v = v a a dy v s a v aa .
LWIE LY au’junm 4-5 7y dn1sTaUSunLeufauved alisaenseainqed’ enzyme-linked

[

immunosorbent assay (ELISA) S¥#U neutralizing titer (50% effective concentration [ECso]) wanalu

Y v aay =

JUMUUTRIA UL U BB UAUBATIABINITRAANTIATIINULBUALINTBLB LI TADSIea T atToaas 50
Wawguiuwaaniawelisanlilasuen smnddguuuliangdsegiuvesen ECs, windu 0.65 lulasnsu/

fladans (A1ade [Andosuuninssu] = 0.75 [0.53] lulasnsu/fadans: n=69, idy 0.07-2.89 lulasns/

o«

aa a aa

fiaddns) uaz 0.28 lulasnsu/Taddns (Anade [Andssuuninggiul = 0.35 [0.23] lulasnsu/diaddns;
n=35, idy 0.03-0.88 lulAsnsu/fiadans) lunisduiislisaensieadaneug A uasaneiug B auddu
nsnaaevdnlvgventelifaensieaine 2 aeiusluniseiin (n=96) gniiusiusinaineaadasiy

USEINAANIFRILTN
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n13RaEn

pnAigusuduiuinadldeesnatsiug uu mature F protein vadieldaonsieaiioguaniead defio
LouRLUMUYLA Il W38 A (antigenic site Il W3e A) Fanseunqunsnexiiludiuiu 262 fs 275 vila luns
Tinsgianeitugliga 126 dregramsaddniuenldainidin 123 auiisugdduiudmsvdeady
(immunoprophylaxis) udlalléia wuhnmsnaneitusveadeliaeieaiimuaiinedesmaiguan (n=8)
Hufimswasuulasnsneziluluuiim F protein sfenannil Inglinuiaufunuslugiduiua (sequence
variations) 289 polymorphic %38 non-polymorphic AM8usNUIMLBUALAUALALY A Ul F protein 5‘14
dwaliiAnnshevesdohiansioaivogrivessmndiguuvlunissudshaddivad fedrmlesnis
ﬁ‘hLwniamﬁLmuﬁﬁé’uﬁuﬁ‘ﬁ’umigaawwﬁ%egl,mu Aa N262D, K272E/Q %38 S275F/L Fasanuannidiohda
91910a3 8 FroeefilFannseddniidmalifinisiesnsaufunsnaeiusdesnanmainiesar 6.3 Tu
dunonguil aandeyanseddnldlduansiennuduiusseninisisunvadluddug vosuoufiay
Funis A fupusuusesnsinidohiaesioatludndlasue

[y o

wdlguuuLiaiatugdduiudmiulesiu (immunoprophylaxis) waainnisAnlelussuumasiumela

o s

\ ! o s = a ¢ & a o | oAy v aa < & <
ajuaqﬂf\]qﬂijiﬂaqil@aﬁ "\]’]ﬂﬂ']ii]LﬂiqgﬂlejaerJiaaqiL@a? 254 mjaﬂqﬂmiﬂﬂqﬂmqﬁﬂauﬂGZNLUUﬂ’]iLﬂ‘U

Y v o

wnuneaadasilinglasusiieatugiduiudmsudesiuuiney (mmunimmunoprophylaxis-

naive) WUINNISWNUNAIAULUE 2 9 (1 A1WAUIA N262D hag 1 sl S275F) deualiiinisnaesiui
v o fw o ea Ay
duiusiunsnaneiusneudsesas 0.79

v a o

N15NSEAUNNAUNY

T T T

nsasaieufvefregIAIgLIUNUUTTINUSBaY 1 va3RU891NN5ANYT IMpact-RSV Tuseninenisiv

glusoUNTSNYINSN Fanutansnmelawasiian (low titre) wavmeldlaudinzdendddende (ganausn
wazganIai 2 A5AD5LPEINTTEUN) warnsIvkinulunIsnIIuIu 55 ALAIN 56 AulusEnineganiai 2
A & = | ) Ao | a & a | O A =
Msponfieaiunsszuin (Husi 2 aundialaweslusenineggniausnilsnensioalunsseuin) Neilludl
msﬁmsnmiﬂ'ﬁzﬁuqﬁﬁuﬁ’ﬂuﬁﬁLﬂuisﬂﬁﬁﬂﬁmﬂwiﬁ%ﬁﬂ (congenital heart disease) dn15UsgLiuNg
P a a aa P A a = v ° ) o & a
assweuivafsesAIguuulunisAnwiiiniiy 4 Msfinuluddiediunu 4337 au @nudadniinaen
Aounmun tnedlengassalidiiu 35 dUai wasliongldiiu 6 weu vise Jongliifu 24 Weusiudulilsa
UanL3959 (bronchopulmonary dysplasia) wsesiuiulspmlaninsusn il fdnansenunessuulvalisu
lalineg19iltivdAsgy (haemodynamically significant congenital heart disease) Ingnusasay 0 fe3ovaz
1.5 vasgUeiatsneiu MelllinuidenuduiusiussninaweuiveninuiueinisldisUssasdmindu

setiudsagulaiueuRuefsasniuen (anti-drug antibody; ADA) 1iu lifimnuieadaslunieaddin

n1senwniinisldemiadguaulugiuuunauis (lyophilized)

Tulas9n15338 (IMpact-RSV trial) wisdesiulsnesieaindnisavaudisemasnluaniidaniudesas

U 1,502 AU (1002 Aulasue1dunda; 500 aulasugvasn) tagliennaune 15 Taansu/Alansy weu
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=

apvilands Wusuauiomn 5 aft wuhannsnangifinissivesnisidrsumsdnululsmeuiannms
fadelhdaendeaiacdonas 55 (p = <0.001) Ingsnsinsidniunssnwilulsmerunannnisindelda
prfiatlunguilldsuemasnindufesas 10.6 arandnnisil nsanAudssduysal (absolute risk
reduction) azilAiniusesas 5.8 lnedl number needed to treat Ao 17 siemstasiunisidniunisinm
Tulsmeunanisnds agnlsfnunuinsdestiuiesmaiguulifnadeausuusmedlsnofioatiy
wWinfideadniumssnululsmenuia lusudunuiuiidesedluriedledysowin 100 au wazduuiuiides

1HeSosevelasowin 100 Ay

PNTIUIUANNRzLTsuINn 222 aulu 2 N1sEnuIRLenTUiBUTLEUAMUUADAASUDIBINIAIY WU

Y

o

- - = s = ] a & o A v = aa & =

LN@ImUQ@JﬂWaﬂ 2 Al5ADNSLOEILNTIEUIN AN 1UIY 103 ﬂuwlmumamwmégl,muLmauawummﬂu
] a @ o ) a aa a ! v A s = ! ! =]

ATILIA LATUMNIUIU 119 ﬂNVII@iUEJ’]Q@WWﬁ’J?gLL@J‘U@@W@ﬂu 2 Q@Jﬂ?ﬁﬂiiﬂ@?il@ﬁﬂlLLWiiB‘UW’I ‘W‘U']’lillll

a v U

AULANARiusEnINasIngulusiunsnseugiauiulue 2 nmsinwn egrslsimudslainisysediu
ToyavosUszansnnlusuidddliilunnsuuuda

1‘141@5%’15%1%3%’8LLUUL%amﬂﬁﬂumiﬁﬂmwuLﬁuﬁagalﬂsﬁwwﬁwLﬁaﬂimﬁuﬁmmﬁmaumam%
wagmInseiuniiauiunasnnslignndiguay 6 asannglunilsgananisroniiediunsszuin Fadeya
MuNdYaUMEanSUITIaNsansEivedlgunudslinudmngludniidisanisinwvianue
¥ Y v Py o o 2 o v o = Py S o | |
14 Ay lngRAnTayanutuduradsy o Jui 30 ndnnniiliisiunsAnulasuennsan 6 ldnwudn
weuRveddef e mAlgunuiintusgfiduddgludniidhsunsfinvivianue 14 eu lnenuweufved
posuedigunuluszaudwaziuwuudaasiluin 1 aundsnliermaiguuuasan 2 Fudldrana

uegluszaunldaunsansianulaidelieiluassi 5 uay Asen 7

TulassnsfinunideiiaruausiseiasniugUae 1,287 aunidengliiv 24 eouw Mdulseialafinisus

o w

Adaniinansenusessuuivaisulaineg1eiidudnn (639 aulasuedunia; 648 aulasuaiviasn) lne

>

v ¥
v @ Y

Tendundafivuin 15 Sadnsu/Alanty Wousenisndndudunuinun 5 ads nuaunsoang i
veansrsumssnululsmeruiasinnisiad ol daerfieaiasdesay 45 (p = 0.003) (unsAne
Tsalafinisusiiudn (congenital heart disease)) Inafinsuusnguegiama o fusgninagUaediilu
Tsawslafinisusrudnefinfifionn1sides (cyanotic) waraiialifiennisides (acyanotic) nansfnwInyn
Snmnmadrumsdnwilulsmenuannmsindeliaefieatlunduiilésuemasnivniuiesas 9.7 uas
Sovaw 5.3 lunduilld¥uendunda qaefsesnuussAninmuandiifiuindiuutuimueiidnfunissne
TuiiqwmmamﬂmiamLﬁ'ﬁah%’am%wa’ﬂumjuﬁlﬁ%’u&n%uﬁaammaﬂwﬁﬁﬂﬁﬁm (anasionaz 56, p =
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SYNAGIS

(Solution for Injection)

1.  NAME OF THE MEDICINAL PRODUCT
Synagis

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
1 mL of Synagis solution contains 100 mg of palivizumab*
Each 0.5 mL vial contains 50 mg of palivizumab.

Each 1 mL vial contains 100 mg of palivizumab.

*Palivizumab is a recombinant humanised monoclonal antibody produced by DNA technology in

mouse myeloma host cells.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Solution for injection.

The solution is clear or slightly opalescent.

4.  CLINICAL PARTICULARS
4.1 Therapeutic indications
Synagis is indicated for the prevention of serious lower respiratory tract disease requiring

hospitalisation caused by respiratory syncytial virus (RSV) in children at high risk for RSV disease:

®  Children born at 35 weeks of gestation or less and less than 6 months of age at the onset
of the RSV season.

®  Children less than 2 years of age and requiring treatment for bronchopulmonary dysplasia
within the last 6 months.

®  Children less than 2 years of age and with haemodynamically significant congenital heart

disease.
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4.2 Posology and method of administration
Posology
The recommended dose of palivizumab is 15 mg/kg of body weight, given once a month during

anticipated periods of RSV risk in the community.

The volume (expressed in ml) of palivizumab to be administered at one-monthly intervals = [patient

weight in kg] multiplied by 0.15.

Where possible, the first dose should be administered prior to commencement of the RSV season.
Subsequent doses should be administered monthly throughout the RSV season. The efficacy of
palivizumab at doses other than 15 mg per kg or of dosing differently from monthly throughout the

RSV season, has not been established.

The majority of experience including the pivotal phase Il clinical trials with palivizumab has been
gained with 5 injections during one season (see section 5.1 Pharmacodynamic properties). Data,
although limited, are available on greater than 5 doses (see sections 4.8 Undesirable effects,

5.1 Pharmacodynamic properties, 5.2 Pharmacokinetic properties).

To reduce risk of rehospitalisation, it is recommended that children receiving palivizumab who are
hospitalised with RSV continue to receive monthly doses of palivizumab for the duration of the

RSV season.

For children undergoing cardiac bypass, it is recommended that a 15 mg/kg of body weight injection
of palivizumab be administered as soon as stable after surgery to ensure adequate palivizumab
serum levels. Subsequent doses should resume monthly through the remainder of the RSV season
for children that continue to be at high risk of RSV disease (see section 5.2 Pharmacokinetic

properties).

Method of administration

Palivizumab is administered intramuscularly, preferably in the anterolateral aspect of the thigh. The
gluteal muscle should not be used routinely as an injection site because of the risk of damage to

the sciatic nerve. The injection should be given using standard aseptic technique.

Injection volumes over 1 ml should be given as a divided dose.
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Synagis solution for injection is a ready to use formulation. For instructions on special handling

requirements, see section 6.6 Instructions for use, handling and disposal.

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1, or to other

humanised monoclonal antibodies.

4.4 Special warnings and special precautions for use
Traceability
In order to improve the traceability of biological medicinal products, the name and the batch

number of the administered product should be clearly recorded.

Allergic reactions including very rare cases of anaphylaxis and anaphylactic shock have been
reported following palivizumab administration. In some cases, fatalities have been reported (see

section 4.8 Undesirable effects).

Medicinal products for the treatment of severe hypersensitivity reactions, including anaphylaxis and

anaphylactic shock, should be available for immediate use following administration of palivizumab.

A moderate to severe acute infection or febrile illness may warrant delaying the use of palivizumab,
unless, in the opinion of the physician, withholding palivizumab entails a greater risk. A mild febrile
illness, such as mild upper respiratory infection, is not usually reason to defer administration of

palivizumab.

Palivizumab should be given with caution to patients with thrombocytopenia or any coagulation

disorder.

The efficacy of palivizumab when administered to patients as a second course of treatment during
an ensuing RSV season has not been formally investigated in a study performed with this objective.
The possible risk of enhanced RSV infection in the season following the season in which the patients
were treated with palivizumab has not been conclusively ruled out by studies performed aiming at

this particular point.
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4.5 Interaction with other medicinal products and other forms of interaction

No formal interactions studies with other medicinal products were conducted. In the phase lll
IMpact- RSV study in the premature and bronchopulmonary dysplasia paediatric populations, the
proportions of patients in the placebo and palivizumab groups who received routine childhood
vaccines, influenza vaccine, bronchodilators or corticosteroids were similar and no incremental

increase in adverse reactions was observed among patients receiving these agents.

Since the monoclonal antibody is specific for RSV, palivizumab is not expected to interfere with the

immune response to vaccines.

Palivizumab may interfere with immune-based RSV diagnostic tests, such as some antigen detection
based assays. In addition, palivizumab inhibits virus replication in cell culture and, therefore, may
also interfere with viral culture assays. Palivizumab does not interfere with reverse transcriptase
polymerase chain reaction-based assays. Assay interference could lead to false-negative RSV
diagnostic test results. Therefore, diagnostic test results, when obtained, should be used in

conjunction with clinical findings to guide medical decisions.

4.6 Pregnancy and lactation
Not relevant. Synagis is not indicated for use in adults. Data on fertility, pregnancy and lactation are

not available.

4.7 Effects on ability to drive and use machines

Not relevant.

4.8 Undesirable effects

Summary of the safety profile

The most serious adverse reactions occurring with palivizumab are anaphylaxis and other acute
hypersensitivity reactions. Common adverse reactions occurring with palivizumab are fever, rash,

and injection site reaction.

Tabulated list of adverse reactions

Adverse reactions both clinical and laboratory, are displayed by system organ class and frequency
(very common >1/10; common >1/100 to < 1/10; uncommon >1/1,000 to < 1/100; rare >1/10,000

to <1/1,000) in studies conducted in premature and bronchopulmonary dysplasia paediatric
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patients, and paediatric congenital heart disease patients.

The adverse reactions identified via post-marketing surveillance are reported voluntarily from a
population of uncertain size; it is not always possible to reliably estimate their frequency or establish
a causal relationship to palivizumab exposure. The frequency for these "ADRs" as presented in the
table below was estimated using the safety data of the two registration clinical studies. The
incidences of these reactions in these studies showed no difference between the palivizumab and

placebo groups and the reactions were not drug related.

Undesirable effects in clinical studies* and post-marketing reports in paediatric patients

MedDRA system organ class Frequency ADR

Blood and lymphatic Uncommon Thrombocytopenia®

system disorders

Immune system disorders Not known Anaphylaxis, anaphylactic
shock (in some cases,
fatalities have been

reported.)?

Nervous system disorders Uncommon Convulsion®

Respiratory, thoracic and Common Apnoea®

mediastinal disorders

Skin and subcutaneous tissue | Very common Rash
disorders

Uncommon Urticaria®
General disorders and Very common Pyrexia

administrative site

conditions Common Injection site reaction

* For full study description, see section 5.1 Pharmacodynamic properties - Clinical studies

# ADRs identified from post-marketing surveillance

Description of selected adverse reactions

Post-marketing experience
Post-marketing serious spontaneous adverse reactions reported during palivizumab treatment
between 1998 and 2002 covering four RSV seasons were evaluated. A total of 1,291 serious reports

were received where palivizumab had been administered as indicated and the duration of therapy
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was within one season. The onset of the adverse reactions occurred after the sixth or greater dose
in only 22 of these reports (15 after the sixth dose, 6 after the seventh doses and 1 after the eight

dose). These adverse reactions are similar in character to those after the initial five doses.

Palivizumab treatment schedule and adverse reactions were monitored in a group of nearly 20,000
infants tracked through a patient compliance registry between 1998 and 2000. Of this group 1,250
enrolled infants had 6 injections, 183 infants had 7 injections, and 27 infants had either 8 or 9
injections. Adverse reactions observed in patients after a sixth or greater dose were similar in

character and frequency to those after the initial 5 doses.

In a small open label prospective trial of 14 subjects, who received 6 doses, the adverse events

reported were consistent with the known safety profile of palivizumab.

In an observational, post-marketing, database study, a small increase in the frequency of asthma

was observed among preterm palivizumab recipients; however, the causal relationship is uncertain.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare

professionals are asked to report any suspected adverse reactions via the national reporting system.

4.9 Overdose
In clinical studies, three children received an overdose of more than 15 mg/kg. These doses were
20.25 me/kg, 21.1 me/kg and 22.27 meg/kg. No medical consequences were identified in these

instances.

From the post-marketing experience, overdoses with doses up to 85 mg/kg have been reported and
in some cases, adverse reactions were reported which did not differ from those observed with 15
mg/kg dose (see section 4.8 Undesirable effects). In case of overdose, it is recommended that the
patient be monitored for any signs or symptoms of adverse reactions or effects and appropriate

symptomatic treatment instituted immediately.
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5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: immune sera and immunosglobulins, antiviral monoclonal antibodies;

ATC Code: JO6BDO1.

Palivizumab is a humanised lgGyx monoclonal antibody directed to an epitope in the A antigenic
site of the fusion protein of respiratory syncytial virus (RSV). This humanised monoclonal antibody
is composed of human (95%) and murine (5%) antibody sequences. It has potent neutralising and

fusion-inhibitory activity against both RSV subtype A and B strains.

Palivizumab serum concentrations of approximately 30 pg/ml have been shown to produce a 99%

reduction in pulmonary RSV replication in the cotton rat model.

In vitro studies of antiviral activity

The antiviral activity of palivizumab was assessed in a microneutralization assay in which increasing
concentrations of antibody were incubated with RSV prior to addition of the human epithelial cells
HEp-2. After incubation for 4-5 days, RSV antigen was measured in an enzyme-linked
immunosorbent assay (ELISA). The neutralization titre (50% effective concentration [ECso]) is
expressed as the antibody concentration required to reduce detection of RSV antigen by 50%
compared with untreated virus-infected cells. Palivizumab exhibited median ECs, values of 0.65
ug/ml (mean [standard deviation] = 0.75 [0.53] pug/ml; n=69, range 0.07-2.89 pg/ml) and 0.28 pg/ml
(mean [standard deviation] = 0.35 [0.23] pg/ml; n=35, range 0.03-0.88 ug/ml) against clinical RSV A
and RSV B isolates, respectively. The majority of clinical RSV isolates tested (n=96) were collected

from subjects in the United States.

Resistance

Palivizumab binds a highly conserved region on the extracellular domain of mature RSV F protein,
referred to as antigenic site Il or A antigenic site, which encompasses amino acids 262 to 275. In a
genotypic analysis of 126 clinical isolates from 123 children who failed immunoprophylaxis, all RSV
mutants that exhibited resistance to palivizumab (n=8) were shown to contain amino acid changes
in this region of the F protein. No polymorphic or non-polymorphic sequence variations outside of
the A antigenic site on the RSV F protein were shown to render RSV resistant to neutralisation by
palivizumab. At least one of the palivizumab resistance-associated substitutions, N262D, K272E/Q,

or S275F/L was identified in these 8 clinical RSV isolates resulting in a combined resistance-
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associated mutation frequency of 6.3% in these patients. A review of clinical findings did not reveal
an association between A antigenic site sequence changes and RSV disease severity among children
receiving palivizumab immunoprophylaxis who develop RSV lower respiratory tract disease. Analysis
of 254 clinical RSV isolates collected from immunoprophylaxis-naive subjects revealed palivizumab
resistance-associated substitutions in 2 (1 with N262D and 1 with S275F), resulting in a resistance

associated mutation frequency of 0.79%.

Immunogenicity

Antibody to palivizumab was observed in approximately 1% of patients in the IMpact-RSV during
the first course of therapy. This was transient, low titre, resolved despite continued use (first and
second season), and could not be detected in 55 of 56 infants during the second season (including
2 with titres during the first season). Immunogenicity was not studied in the congenital heart disease
study. Antibody to palivizumab was evaluated in four additional studies in 4337 patients (children
born at 35 weeks of gestation or less and 6 months of age or less, or 24 months of age or less with
bronchopulmonary dysplasia, or with haemodynamically significant congenital heart disease were
included in these studies) and was observed in 0% - 1.5% of patients at different study timepoints.
There was no association observed between the presence of antibody and adverse events.

Therefore, anti-drug antibody (ADA) responses appear to be of no clinical relevance.

Studies using lyophilised palivizumab

In a placebo-controlled trial of RSV disease prophylaxis in (IMpact-RSV trial) 1502 high-risk children
(1002 Synagis; 500 placebo), 5 monthly doses of 15 mg/kg reduced the incidence of RSV related
hospitalisation by 55% (p = <0.001). The RSV hospitalisation rate was 10.6% in the placebo group.
On this basis, the absolute risk reduction is 5.8% which means the number needed to treat is 17 to
prevent one hospitalisation. The severity of RSV disease in children hospitalised despite prophylaxis
with palivizumab in terms of days in ICU stay per 100 children and days of mechanical ventilation

per 100 children was not affected.

A total of 222 children were enrolled in two separate studies to examine the safety of palivizumab
when it is administered for a second RSV season. One hundred and three (103) children received
monthly palivizumab injections for the first time, and 119 children received palivizumab for two
consecutive seasons. No difference between groups regarding immunogenicity was observed in
either study. However, as the efficacy of palivizumab when administered to patients as a second

course of treatment during an ensuing RSV season has not been formally investigated in a study
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performed with this objective, the relevance of these data in terms of efficacy is unknown.

In an open label prospective trial pharmacokinetics and immunogenicity were evaluated after
administration of 6 doses of palivizumab within a single RSV season. The pharmacokinetic data
indicated that adequate mean palivizumab levels were achieved in all 14 children for whom data
on 30 day trough serum concentrations after the sixth dose were available (see section 5.2).

No significant elevations of anti-palivizumab antibody titer were observed in these 14 participants.
Transient, low levels of anti-palivizumab antibody were observed in one child after the second

dose of palivizumab that dropped to undetectable levels at the fifth and seventh dose.

In a placebo-controlled trial in 1,287 patients <24 months of age with haemodynamically significant
congenital heart disease (639 Synagis; 648 placebo), 5 monthly doses of 15 meg/kg Synagis; reduced
the incidence of RSV hospitalisations by 45% (p = 0.003) (congenital heart disease study). Groups
were equally balanced between cyanotic and acyanotic patients. The RSV hospitalisation rate was
9.7% in the placebo group and 5.3% in the Synagis group. Secondary efficacy endpoints showed
significant reductions in the Synagis sroup compared to placebo in total days of RSV hospitalisation
(56% reduction, p = 0.003) and total RSV days with increased supplemental oxygen (73% reduction,
p = 0.014) per 100 children.

A retrospective observational study was conducted in young children with hemodynamically
significant congenital heart disease (HSCHD) comparing the occurrence of primary serious adverse
events (PSAEs: infection, arrhythmia, and death) between those who did (1009) and did not receive
Synagis prophylaxis (1009) matched by age, type of cardiac lesion, and prior corrective surgery. The
incidence of arrhythmia and death PSAEs was similar in children who did and did not receive
prophylaxis. The incidence of infection PSAEs was lower in children who received prophylaxis as
compared to those children who did not receive prophylaxis. The results of the study indicate no
increased risk of serious infection, serious arrhythmia, or death in children with HSCHD associated

with Synagis prophylaxis compared with children who did not receive prophylaxis.

Studies using liquid palivizumab

Two clinical studies were conducted to directly compare liquid and lyophilised formulations of
palivizumab. In the first study, all 153 premature infants received both formulations in different
sequences. In the second study, 211 and 202 premature infants or children with chronic lung

disease received liquid and lyophilised palivizumab, respectively. In two additional studies, liquid
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palivizumab was used as an active control (3918 paediatric subjects) to evaluate an investigational
monoclonal antibody for prophylaxis of serious RSV disease in premature infants or children with
BPD or hemodynamically significant CHD (see below for further details of these two studies). The
overall rate and pattern of adverse events, study drug discontinuation due to AEs, and the number
of deaths reported in these clinical studies were consistent with those observed during the clinical
development programs for the lyophilised formulation. No deaths were considered related to

palivizumab and no new ADRs were identified in these studies.

Pre-term infants and children with Chronic Lung Disease of Prematurity (CLDP): this trial, conducted
at 347 centers in the North America, European Union and 10 other countries, studied patients less
than or equal to 24 months of age with CLDP and patients with premature birth (less than or equal
to 35 weeks gestation) who were less than or equal to 6 months of age at study entry. Patients
with hemodynamically significant congenital heart disease were excluded from enrollment in this
study and were studied in a separate study. In this trial, patients were randomized to receive 5
monthly injections of 15 mg/kg of liquid palivizumab (N=3306) used as active control for an
investigational monoclonal antibody (N=3329). Subjects were followed for safety and efficacy for
150 days. Ninety- eight percent of all subjects receiving palivizumab completed the study and 97%
received all five injections. The primary endpoint was the incidence of RSV hospitalisation. RSV
hospitalisations occurred among 62 of 3306 (1.9%) patients in the palivizumab group. The RSV
hospitalisation rate observed in patients enrolled with a diagnosis of CLDP was 28/723 (3.9%) and
in patients enrolled with a diagnosis of prematurity without CLDP was 34/2583 (1.3%).

CHD Study 2: this trial, conducted at 162 centers in North America, European Union and 4 other
countries over two RSV seasons, studied patients less than or equal to 24 months of age with
hemodynamically significant CHD. In this trial, patients were randomized to receive 5 monthly
injections of 15 mg/kg of liquid palivizumab (N=612) used as active control for an investigational
monoclonal antibody (N=624). Subjects were stratified by cardiac lesion (cyanotic vs. other) and
were followed for safety and efficacy for 150 days. Ninety-seven percent of all subjects receiving
palivizumab completed the study and 95% received all five injections. The primary endpoint was
a summary of adverse events and serious adverse events, and the secondary endpoint was the
incidence of RSV hospitalisation. The incidence of RSV hospitalisation was 16 of 612 (2.6%) in the

palivizumab group.
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5.2 Pharmacokinetic properties

Lyophilised formulation of palivizumab

In studies in adult volunteers, palivizumab had a pharmacokinetic profile similar to a human IgG1
antibody with regard to volume of distribution (mean 57 ml/kg) and half-life (mean 18 days). In
prophylactic studies in premature and bronchopulmonary dysplasia paediatric populations, the
mean half-life of palivizumab was 20 days and monthly intramuscular doses of 15 mg/kg achieved
mean 30 day trough serum active substance concentrations of approximately 40 pg/ml after the
first injection, approximately 60 pg/ml after the second injection, approximately 70 pg/ml after the
third injection and fourth injection. In the congenital heart disease study, monthly intramuscular
doses of 15 meg/kg achieved mean 30 day trough serum active substance concentrations of
approximately 55 pg/ml after the first injection and approximately 90 pg/ml after the fourth

injection.

In the open label prospective trial evaluating pharmacokinetics with administration of 6 monthly
intramuscular doses of 15 mg/kg of palivizumab, mean 30 day trough serum concentrations were
approximately 40 pg /ml after the first dose, 120 pg /ml after the fourth dose, and 140 pg /ml after
the sixth dose.

Among 139 children in the congenital heart disease study receiving palivizumab who had cardio-
pulmonary bypass and for whom paired serum samples were available, the mean serum
palivizumab concentration was approximately 100 pg/ml pre-cardiac bypass and declined to

approximately 40 pg/ml after bypass.

Liquid formulation of palivizumab

The pharmacokinetics and safety of palivizumab liquid formulation and palivizumab lyophilised
formulation, following 15 mg/kg intramuscular administration, were compared in a cross-over trial
of 153 infants less than or equal to 6 months of age with a history of prematurity (less than or
equal to 35 weeks gestational age). The results of this trial indicated that the trough serum
concentrations of palivizumab were similar between the liquid formulation and the lyophilised

formulation and bioequivalence of the liquid and the lyophilised formulation was demonstrated.
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5.3 Preclinical safety data
Single dose toxicology studies have been conducted in cynomolgus monkeys (maximum dose
30 mg/kg), rabbits (maximum dose 50 mg/kg) and rats (maximum dose 840 mg/kg). No significant

findings were observed.

Studies carried out in rodents gave no indication of enhancement of RSV replication, or RSV-induced
pathology or generation of virus escape mutants in the presence of palivizumab under the chosen

experimental conditions.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Histidine

Glycine

Water for injections

6.2 Incompatibilities

This medicinal product should not be mixed with other medicinal products.

6.3 Shelf-life

3 years

6.4 Special precautions for storage
Store in a refrigerator (2°C to 8°QC).
Do not freeze.

Keep the vial in the carton in order to protect from light.
6.5 Nature and contents of container
Single-use vials: 3 ml capacity, clear, colourless type | glass vial with a chlorobutyl stopper and flip-

off seal containing either 0.5 ml or 1 ml of solution for injection.

Pack size of 1.
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6.6 Instructions for use, handling and disposal

Do not dilute the product.

Do not shake the vial.

Both the 0.5 ml and 1 ml vials contain an overfill to allow the withdrawal of 50 mg or 100 mg,

respectively.
To administer, remove the tab portion of the vial cap and clean the stopper with 70 % ethanol or
equivalent. Insert the needle into the vial and withdraw into the syringe an appropriate volume of

solution.

Palivizumab solution for injection does not contain a preservative, is for single use and should be

administered immediately after drawing the dose into the syringe.

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