o1aTok 29
o [Topsizixy TIPOBEIEHHS €KCIIEPTH3H
arepiaJiiB Ha JikapceKi 3aco0H, MO
OIAFOTHCA HA JepIKaBHY PEECTPALio
TnepepeEccTpaliifo), 4 TAKOXK CKCTISPTH3H
aTepiaiiB PO BHECEHHA 3MiH J0
eecTpanifiHux Marepiaiis HpoTAroM Al
eECTPaLiiiHOTO OCBITYEHHS
nyHKT 4 posziny IV)

3BIT
PO JOKJIHIYHI JOCHUDKEHHSA

1. Hasga xnikapcekoro 3aco6y (HoMep Influvac® Tetra
peecTpaliiHOro NOCBiT4eHH 32
HASBHOCTI)
1) Tum nikapcsKOTo 3ac06y, 3a AKIM YoTupHBAEHTHA BAKI¥HA Bijl rpuIy (NOBEpXHEBHH

HMPOBO/MNACS 260 IUIAHYETECS PEECTpalis [AHTATEH, iHaKTHBOBAHZ)

JlixapchKuii 3a¢i6 32 TIOBHUM IOCBE

2) locuimKenns TikapebKoro 3dcoly Fax Hi Sxio BocIiHKeHHA He pOBe/ieHe,
npoBeieHe OOIPYHTYBATH

[[i150Be TOKCHKOJIOTIMHE JOCTI/DKEHHS OO 3aNpONIOHOBAHOT YOTHPHUBATICHTHOI BAKIMHY BiJl
CE30HHOI0 IpUITYy HO 6yno mpoBeAeHe, HpoTe AT TOKCHKOJIOTIYHUX XapaKTepUCTHAK
niKapchKOTO Mperapary BaKIHHH 6yJi0 Hajlage NOCHIAHHS Ha Pe3yNbTaTh IOCTIAMKEHHA
TPHBAJICHTHOI T2 MOHOBATCHTHOI BaKLHty Biji cesonnoro rpury. Hani, oTprvaHi B pe3yJbTaTi
nocioKeHHs e(eKTHBHOCTI y pasi OAHOpa3oBoro if HOBTOPHOro BBENEHH, & TAKOXK
pETIpO/lyKTHBHA TOKCHIHICTS | TOKCHYHU BIUIUB HA POSBHTOK IOTOMCTBA, He MICTHIM HisKuX
HesBAUAAMX 260 HEOUIKYBAHMX PE3yJBTATIB i [IATBEPIPKYIOTE TOKCHKONOTIYHI
XapaKTepUCTHKH {HAKTHBOBAHOT BAKIMHI Bill CE30HHOI® IPHILY, OTXE, iX MOXKHA BBAXKATH
oOrpyHTYBaHHAM L€l 3a5BU NPO peecTpaliio JOTHPHBAIEHTHOI BAKIMHHE Bl CE30HHOTO rpuMy,
saiis 1 gikapeexa GopMa SKOT € HOpiBHAHHIMA.

[1ins0Bi JOCHIJUKEHHS (apmaKo AUHaMIKA 3aNPOTIOHOBAHOI YOTHPUBANCHTHOT BAKIMHY BiZ,
Ce30HHOTO TPALY a60 TPUBANEHTHO! BaKIMHH BiJi CE30HHOTO IPHITY Influvac® Takox He 6ynu
TipOBE/IEHi, TIPOTE AV XapaKTEPUCTUK dapMaxouHAMIKK JHKAPCHKOI0 Ipemapary
3anpONOHOBAHO! BAKIMHA OYNO HA/[AHe MOCUNIAHHA Ha JOCIHKEHHA KiHETHKY TUTPIiB aHTUTLI Y
MOPCBKHX CBHHOK, JOCIiJUKEHHS iMyHOJIOTIYHOT peakKuiii B Mullel 1 pe3yIbTaTH JOCII DKEHHA
MOHOBAJICHTHOT BAaKI[MHY BiJ CE30HHOIO IPHITY, & TAKOK niteparypsi taHi. Xoya GinemicTs
ny6miKariif CTOCYEThCS TPHBANCHTHOT BAKIMHN iz rpuiy, TX TAKOX MOXHA BBaXKATH
OBrpYHTYBaHHAM i€l 3a4BH TPO PeECTpaLiio YOTUPHBAICHTHO! BAKIUHH BiJI CE30HHOIO IpHILY,
nu3aifH i Jikapcbia Gopma Kol € TTOpiBHAHHAMY 3 JU3AHHOM i MKapChKOIO dopmoro
TPUBAJIEHTHOI BAKLMHY Influvac®. 3pobneHo BHCHOBOK, IO npe/CTaBieHi JaHi Ta CBITYCHHS 3




RiANOBIIHO 10 L€l 3asBY.

riTepaTypH HiATBEPKYIOTE Npodimk iMYHOTEHHOCTI YOTHPHBAIGHTHOT BAKIMHH BiJl TPHITY

2. apMaKoJIoris

1) nepsusza hapMaKomuHaMika

2) BTOpHHHA hapMaKkoUHAMIKA

3) dapmaxosoris 6e3nexH

4) dapmakoguHAMivHi B3aEMOZIT

3. dapMaKOKiHETHKA!

1) amasiTHyHi METONUKY T2 apiTH MO0 IX
paJTimanil

2) BCMOKTYBaHHA

3) posnoxin

4) metabonizm

5) BuABEECHHA

6) dapmaxoxiHeTHuHi B3aeMOMIT
(noxmiivHi)

7) immi GapMaKoKiHETHYHI AOCHIJPKEHHS

4. TOKCHKOJIOTS:

1) TOXCH4RICTS Y Pa3i OAHOPa30BOro
BBEICHHA

2) TOKCHYHICTB Y pasi NOBTOPBUX BBE/CHD

3) reHOTOKCHYHICTB:




in vitro

i7 vivo (BIUTFOUAIOUM JOJATKOBY OIIHKY 3
TOKCUKOKIHETHKH)

4) KAHIIEPOreHHICTh!

OBrOCTPOKOBI JOCI IPKEHHS

KOPOTKOCTPOKGBI IOCIIZIKCHHS
260 JOCIIPKEHHA CEepeNHEO] TPHUBANOCTI

MO JATKOBL IOCHIKEHHSA

5) penpomyKTUBHA TOKCHIHICTB i
TOKCHYHHIA BILIMB Ha PO3BUTOK
[TOTOMCTBA:

BB Ha QepTHILHICTS i panHil
eMOpioHANBHII POSBUTOK

eMOpPiIOTOKCHYHICTE

IpeHaTaIsHa # OCTHATABHA TOKCHYHICTh

nocIIi KeH s, TIPY AKX Tpenapar
VBOAUTECS IOTOMCTBY (HECTATEBO3PLIMM
‘rRapuHam) Ta/abo OLiHIOETbCS Bi/UIaICHa
nis

6) MiciieBa HEepEeHOCUMICTE

7) NOJATKOBI HOCIDKEHHS TOKCHYHOCTI

aHTATEHHICTE (YTBOPEHHS aHTHTII)

iMyHOTOKCHYHICTD

HOCHiKeHES MeXaHi3MiB il




niKapceKa 3aeKHICTh —

TOKCHYHICTH METa0O0MmITIB —

TOKCHYHICTE JOMIIMOK e

[HIIEe _

3arasoM NpedCTaBleH] NaHi Ta CBiIYeHH 3
IliTepaTypy THATBEDIKYIOTE IMYBOTEHHICTS i
TOKCHKOJIOTIYHI XapaKTepUCTHKY BaKIIH Big
CE30HHOTO IPHITY, OTKE, IX MOKHA BBAXKATH
OBTpYHTYBAHHSM L€l 3asBH PO PEECTPALIO
OTHPHUBAJIEHTHOT BAKIMHM Bifl CE30HHOIO IPHITY,
nuzaify i nikapceska popMa AKOi € TOPiBHIHHUMH.

5. BUCHORKM INOKO AOKIIHIYHOIO
BUBYEHHA

3asBHEAK (BIACHHK
peectpaniiiHoro
TIOCBiTUEHH) E. P. M. Tenc (E. R. M. Geuns) Marictp Hayk, JOKTOp hapManeBTUKA

IlipeKTop HOPMATHBHO-IPABOBOTO BIAKITY

Abbott Biologicals B.V.

MNeuatka: ABBOTT
BIONOOXKIKAN3 B.B. *
HIOEPNAHO



Annex 29

to the Procedure for Expert Evaluation of
Materials for Medicinal Products Submitted
for State Registration (Re-registration), as
well as Expert Evaluation of Materials on
Amending Registration Materials During the
Validity Period of the Marketing

Authorization
L (paragraph 4, section IV)
PRECLINICAL STUDIES
REPORT
1. Name of the medicinal product Influvac® Tetra

(marketing authorization number — if any)

1) type of the medicinal product, which Quadrivalent influenza vaccine (surface antigen,
was registered or is planned to be inactivated)

registered Full application medicinal product

2) Studies of the medicinal product ¥ess No If no study was conducted, justify
conducted

Specific toxicological studies on the proposed quadrivalent seasonal influenza vaccine have not
been conducted, however for the toxicological characteristics of the vaccine formulation,
reference is made to study results obtained with trivalent and monovalent seasonal influenza
vaccine. The data from single-dose, repeated-dose and reproductive and development toxicity
studies did not show any unusual or unexpected results, and confirm the toxicological
haracteristics of seasonal inactivated influenza vaccines and can therefore be considered as
supportive for the current application for the quadrivalent seasonal influenza vaccine, of which
the design and formulation are comparable.

Specific pharmacodynamics studies on the proposed quadrivalent seasonal influenza vaccine or
the trivalent seasonal influenza vaccine Influvac® ® have not been conducted either, however
for the pharmacodynamics characteristics of the proposed vaccine formulation reference is made
to a study on the kinetics of antibody titers in guinea pigs, an immune response study in mice
and study results obtained with a monovalent seasonal influenza vaccine, as well as to literature
data. Although most publications concern trivalent influenza vaccine, these can also be
considered as supportive for the current application for the quadrivalent seasonal influenza
vaccine, of which the design and formulation is comparable with those of the trivalent vaccine
[nfluvac® ®. It is concluded that the presented data and evidence from literature support the
immunogenicity profile of the quadrivalent influenza vaccine subject to this application.

2. Pharmacology

Ea



1) primary pharmacodynamics

D) secondary pharmacodynamics

3) safety pharmacology

4) pharmacodynamic interactions

3. Pharmacokinetics:

1) analytical methods and reports on
methods validation

2) absorbtion

3) distribution

4) metabolism

N 5) elimination

6) pharmacokinetic interactions
(preclinical)

7) other pharmacokinetic studies

4. Toxicology:

1) single dose toxicity

?) multiple dose toxicity

3) genotoxicity:

in vitro

in vivo (including additional toxicokinetics
evaluation)




4) carcinogenicity:

long-term studies

short- and medium-term studies

ladditional studies

5) reproductive toxicity and developmental
toxicity:

impact on fertility and early embryonic
development

embryotoxicity

pre- and postnatal toxicity

studies, in which medicinal productis
administrated to offspring (immature
imals) and/or late effect studies

6) local tolerance

7) additional toxicity studies

antigenicity (antibody production)

immunotoxicity

mode of action studies

drug dependence

metabolite toxicity

toxicity of impurities




other

5. Conclusions on preclinical studies

Overall, the presented data and evidence from
literature confirm the immunogenicity and
toxicological characteristics of seasonal influenza
accines and can therefore be considered as
upportive for the current application for the
uadrivalent seasonal influenza vaccine, of which
he design and formulation are comparable.

Applicant (marketing
authorisation holder)

E.R.-M. Geuns, MSc, PharmD
Director Regulatory Affairs
Abbott Biologicals B.V.
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[onatok 30 .
no [Topaaky NpOBEAEHHS €KCNIEPTH3H peecTpalliitHuX |
MaTepianis Ha nikapchki 3aC00H, WO NOAAIOTHLES Ha :
NepIkaBHy PEECTpaLito (nepepeecTpauito), a Takoxw
eKCMepTH3U MaTepianiB Npo BHECEHHS 3MiH 10 i
peecTpauiitHux MaTepialis MpOTArom ait
peecTpallitHOro MoCBiA4EHH (nyHkt 4 posainy 1V)

3BIT
IIPO KJITHIYHE BUIIPOBYBAHHS

1. Hassa
ikapcbKOro 3acoldy
3a HagBHOCTI -
OMeEp
ecrpauifHoro
TIOCBIUEHHS):

IHbnysak® Terpa

2. 3agBHUK

«AB60TT Biosomxikans B.B.» (Abbott Biologicals B.V.), Hinepranan

3. BupobHuk

«AB60TT Bionomxikans B.B.» (Abbott Biologicals B.V.), Hinepaanan

4. TIpoBeneHi
OCII JDKeHHA!

Tak  #t  SKUIO Hi, OOTpyHTYBaTH

1) THO NKApCbKOTO
acofy, 38 TKUM
nposoaunacs abo
NIaHYETLCS
peecTpallis

oTHpHBANIEHTHA BaKL{HHA AN NPOGINaKTHKH rpHiy (noBepXHEBUIT aHTHTEH,
iHaKTUBOBAHA)

Ulikapchbkult 3aci6, Ha KK NOAAETHCS NOBHA 3asBKa Ha PeecTpaLito,

5. [loBHa HasBa
KAIHIUHOrO
sHNpo0yBaHHs,
KOJl0BaHWH HOMEP
KNiHIYHOTO
sunpo0yBaHHA

INFQ3002

PangoMi3oBaHe NOABIHHE criine Ta akTUBHO KOHTPONBOBAHE RocnimKeHHs Y AiTeH
ra mianiTKiB Bikom 3-17 poxis Ans owinkn 6esneku Ta iMyHOTEHHOCTI KaHANAATHO]
YOTHPUBANEHTHOI BaKLMHHK «AGOOTT) (Abbott) anst npodinaxThku rpuny i Ti He
MerWwoT eheKTHBHOCT] Y MOPIBHAHHI 3 TPUBANCHTHOIO BAKIIMHOIO ATA
npodinaKTUiKH rpumny

6. ®a3za KNiHi4HOTO
prNpoOyBaHHs

Daza 11

7. Iepioa
1POBENEHHS
KAiHIYHOTO

3 BepecHs 2016 poky no KsiTeHb 2017 poky




[BunpobysanHsi

8. Kpaiuu, ne
NpOBOUIOCA

P |uiniune
1 E:npoﬁyaaanﬂ

Ecronis, ®innanais, Himeuunna, Yropuiuna, JluTea, [TonsLua

0. KinbkicTb
rnocﬁimi(yBaan

sannasosana: UBTIT — 400 oci6: TBIIT iy — 400 ociG: TBIT ) — 400 oci6
daxtiuna: YBIIT — 402 oci6: TBHT (@ix) — 404 ocobu: TBII aw) — 394 ocobu

10. MeTa Ta
HHRI LTI
JIHIYHOIO

npo0yBaHHA

OCHOBHA METa MONsTana B TOMY, 100 NpoAEMOHCTPYBaTH, 10 HOTHPHBANIEHTHA
sakupHa s npodinakriky rpuny (UBIIIY) He Merw eeKTHBHA, HiX TPHBAJICHTHA
pakumna 445 npodinakruik rpuny (TBIIY) wono WITAMIB FPUITY OAHAKOBHMX JiHil,
Ha OCHOBI BU3HAYEHHS NiCAABAKUMHALIHHHX THTPIB AHTHTIN LLJIAXOM ananizy Ha
inriGysanns remarmotunauii (A1), BTOpHHHI Lini BKAIOUANH AEMOHCTPALIIO
nepesary YBIII" nan TBI ana B-LuTamiB BIAMIHHKX NiHiM | XapaKTepu3aLito
iMyHorennocti wramis rpuny 8 UBIIL" 32 THTpamu AHTUTIN, BU3HAYEHHUMH LLJISXOM
ananizy Ha iHriOyBaHHs remarioTH nauii (AIl), ananisy Ha HeliTpanizauito Bipycy
(AHB) i anani3y Ha inriGyBaHHIO Heipamininasnoi aktsHocTi (AIHA).

Llinno Gesnekn UbOro 10CH i LKEHHS YN0 NOPiBHSIHHSA PEAKTOrEHHOCTI T2 He3neku
YBIIT siamnocHo TBIIT.

11. Anzaitn
2 fx_r:iﬂiquoro
' lBunpoOysaHHA

PannomizoBale noapiiiHe ciine akTHBHO KOHTPOJILOBAHE JOCTi IKEHH S

12. OcHOBHi

JTiTi/niAniTIH HOIOBIHOT T2 sKiHouOT cTaTi BikoM BiA 3 110 17 POKiB BKMOUHO. 3i

lkpTepil BiTIOHEHH S [cTabiNbHIM 310pOB’sIM, L0 He Oynu BaKUK HOBaHi a8 npodifakTiky rpuny abo

nepexecan naboparopHo MiATBEPKEHHHA FpHN NPOTIroM 6 MicsIliB, 11O NEPEAYIOTh
BakLMHALIT B A0OCAIKEHH.

rﬂiKapCbKHﬁ 3acio,
croci6

11

13. JocninxyBaHn#

RACTOCYBaHHA, cHla

KanauaaTHa HOTHPHBANEHTHOrO BaKLiHa A0 npodinakTagy rpuny (UBIIC)

Pasosa 1034, wWo cranosina 0,5 mJ1 (NpuMoBaHi ocobu), abo aBi Ao3n no 0,5 mA
(HenpuMOBaHi 0cobn) NlikapcbKOro 3acoby Indnysak® TeTpa, LLO MICTHTD
npHGIIM3HO |5 MKI aHTHIEHY remarJlOTHHIHY Ha LWTaMm Bipycy; 1O BBOAHTHCS
BHYTPiLLIHbOM'SI30BO B neabTonoaibHuil m'a3 nieua.

14. Tlpenapar
OpiBHAHHS, 038,
cnoci6

Jashl

3acTOCyBaKHs, cuja

PasoBa 4034, Lo cTaHoBuaa 0,5 M (npumoBaHi ocobn), abo agi posu no 0,5 mn
(HenpumoBaHi ocobu) JiKapcbKkoro 3acoy [HdyBak®, 1o MICTHTh NPUOJIH3IHO 15
MK aHTUTEHY F'EMArIOTHHiHY Ha wTam Bipycy abo TBIII, wo MiCTHTHC
pigminHu# B-1uTam; w0 BBOAMTHCS BHYTPILUHLOM'SI30BO B A€/ bTONOAIOHMI M3
nneya.

15. Cynytns TepanialHe nozsonsscs npriioM GyAb-IKMX J1IKaPChKHX 3ac0BiB, AKi BNAMBAIOTHL HA IMYHHY

crcTemy, Mif uac AOCHiKEHHs A0 2-T0 RiZBiAyBaHHS (29 HeHb) A1 PUMOBAHMNN
bci6 a6o 40 3-ro BiasigyBantsa (57 ACHb) AN HENPUMOBAHHX ociB, y Tomy Hncii




nporsirom 4 TIOKHIB, 1O NEpELlyBati novaTky nocnimkents (Aata nignucarHa
hopmu indopmauiiinol sroan). He 1038005710Ch 3acToCYBaHHA Kop’rmcowepo’mia
cucTemuoi ail. He 10380n1s11Ch aBeeHHS BaKLUH (KUBHX 200 iHAKTUBOBAHNX)
nporsrom 4 TWSKHIB 210 BaKUMHALIT B MEKAX AOCHiJuKeH s Ta NJIaHOBA BAKLIHHALLS
(icpim siK i3 BUKOPHCTAHHAM pocipKkysaHol BAKLUWHH) POTSroM nepioay
nocifuKkerHs 10 2-ro pinsinysantsa (29 JAeHb) s NPUMOBAHNX oci abo ao 3-ro
sinsinysanHs (57 AeHb) AT HenpumMoBaHnX ocib.

6. Kputepii ouiHKH
HBHOCTI

[lepBrHHA KiHLEBA TOUKA:

Cepenti reoMeTpUUHI TUTPIB AHTHTIL, BU3HAHEH] LLIAXOM AlT, npoTH HOTHPLOX
BaKUMHHUX LITaMiB 4epes 28 aHiB nicas pakLMHaLii (nprMoBaHi ocobu - ta 29
nenb) abo 28 AHiB nicns Apyrot BakilMHanii (Henpw mogani ocobu - Ha 57 ACHB).

BTopHHHI KiHLEBi TOHKM:

3MiHa BHXIAHWX CEPERHIX reOMETPUUHMX THTPIB AHTWUTIN, BUZHAUEHUX LLITAXOM
AIT, MPOTH HOTHPBOX BAKLMHHMX wTamis; cepeati reoMeTpUUHI
nicngBaKu¥HauiiHi THTPH AHTUTIN, BU3HAUEH] LIAAXOM AHB i AIHA, i Tx 3miHa B
nopiBHARHI 3 BUXILHUM piBHEM IS paHJmMisoBaHoT rpynu yHaCHNKIB; piBHi
cepokoHBepCii T2 KpaTHiCTb 3611bLICHAA CEpEAHbOr0 reOMETPUIHOTO 3HAUEHHS
TUTPIB AHTWTIN, BU3HAHCHNX unaxom AIT, AHB Ta AIHA, ans paHnomboaaHoT
rpynu YYACHHKIB; nicnsBaklnHalifini 3Ha4eHHA Kl TUHHO-0MOCEPEAKOBAHOTO
iMyHiTETY ANS MIATPYNH yuacHUKiB Ta 3MiHa LMX 3HaueHb BIAHOCHO BUXIAHOTO
piBHA.

. 1§7. Kpurepii oUiHKH
Kt

118. CrarucTiudi

1106 ouinuTh Gesnexy Ta peaKTOreHHICTb BakUiHi, 6yno BUKOHAHO TaKi OUIHKH:
MicleBi i cucTeMHI no6iuni peakuii, HE noB’si3aHi 3 BBEAEHHAM BaklHH, sarabHmil
nekomdopt, cepito3ui noGiuni ssuuia () va BakUMHH i HOBI XpOHiUHI
3axXBOPIOBAHHA.

Po3mip BUOipKH, 10 CTAHOBNS 1200 y4acHHKiB, 3a6e3neuyBas 3aranbHy
CTATHCTHMHY NOTYXHICTD >90%, 11106 MPOAEMOHCTPYBATH HE MeHILY e(eKTHBHICTD
UBTIT 1o BiAHOWEHHIO A0 TBIOI uono iMYHOIEHHOCTI NPOTH O/IHAKOBHX LUITAMIB.
| leii po3mip BuGipKH TAKOXK 3aGe3neuns 3aranbHy CTaTHCTHHHY noTyscHicTh >98%,
11106 MPOAEMOHCTPYBaTH nepesary YUBI1I" o BiAHOWICHHIO RO TBIII wono
iMYHOIEHHOCTI NPOTH B-wiraMis BiAMIHHUX NiHIH, Y TOM e uac fonycKaroHH
auKoueHHs 5% i3 BUOIpKHA YUYaCHHKIB, AKi 3aBepLLIMNK y4acTh B foCAiLKEHH I |
BUKOHAIH BCi YMOBH MPOTOKOTY. He meniua eekTHBHICTD YBIIT no sifHOWENIO
no TBIIL ananizysanach Al KOYCHOTO 3 HOTHPBLOX LITaMIB i3 BUKOPUCTAHAM
nsobiunoro 95-ro [0BipUOro iHTEPBATY (AD) ans BiAHOWICHHA cepeaHix
reomerpuaanx (BCT), BM3HAYEHOIO AK BCTranr /BCT usnr. Increpcifnni ananis
(ANOVA) 6yno BHKOPUCTAHO AJIs norapu(MiyHO NEPETBOPEHNX TUTPIB AHTHTIN.
susHauenux wasxom Al i3 BIKOBOIO YO0 (3-8 i 9-17 pokis), LCHTPOM i
CTATYCOM NpHMyBaHHis, BKAIOUEHHMY B MOAENb AK (axropn crpatndikadii. Mewxy
e MeHILOT eheKTHBHOCT 1,5 Gyno nonepeaHpo BCTAHOBJIEHO BIANOBIAHO A0
HOpPMAaTUBHOT HACTAHOBH. BucHOBOK NpO HE MEHLIY eeKTUBHICTD Uil no
BiAHOLLIEHIIO 10 TBII ModxcHa 3po0uTH, AKLLO ANS BCIX UOTHPHOX LITAMIB BEPXHIA
merka 95%-ro [l Anst BIAHOLCHHS CepeAHix reoMeTpHUHnX (BCTI") 6yac MenuIoo

0 nonepenHbo BU3HAUCHY MEKY HE MEHILOT eeKTHBHOCTI.




- byonynsuii (cTatb,
BiK, paca, TOILLO)

BinbwicTs YYaCHUKIB Hanexanu 10 egporneicbkoi pach (98,8%). CepenHiii Bix
cTAaHOBUB 7,6 POKIB. 3a CTATTIO y4acHMKH PO3MOAIIANUCH TAKUM HHHOM: YOJIOBIKH —
51,8%, sxinku — 48,3%. 3aranom, geMorpadiuHi XxapakTepucTHKH YUaCHHKIB PI3HHX
rpyn BakUMHALii Oy NOAIGHAMK.

. PesynpTati
HBHOCTI

ITepeuHHKHH anania

J1as BCiX HOTHPBOX TamiB BepxHs mexa 95%-ro JI ans ckopurosaHoro
BIAHOLLEHHS CEPEAHIX MEOMETPHUHNX (TBTIT" y nopisuanni 3 YBTIT) TuTpis Oyna
MEHILIO0 33 NONEePEAHbo BU3HAHEHY MEIKY HE MeH1oi edekTUBHOCTI 1.5, 1110
o3HauANo, 1Wo 6yN0 NPOAEMOHCTPOBAHO HE MEHLY eexrusHicTs UBIIT no
ginHoweHns Ao TBIIL.

LLiram 4Bl TR TR UBIIC
N Ccrr N CIr'T Cxopuranane BCT {93% A1)

A(HINTD) 388 5489 774 622,2 1,1 (0,98, 1.30)
AlH3NZ) 388 1150 774 1194 1,0 (0,90.1,19)

usnr TBMM(BikT.) TBON(BikT YUBMNT
B-Bikropis 388 3020 393 364.0 1.2 (0,98, 1.46)

ypnr TBAM(SIM)  TBAC(Sm) MBTIC
B-SAmurati 388 2776 38l 270.7 1.0(0.81,1.19

MpkmiTin: Cropwrosati BCT § 95%-uii [l Gyno pospaxosnHo 3 sukopucTaHHam ANOVA ang aurnpUpsine
[1EPETBOPEHHX TUTPIB HA 29-7 nent/ST-H ek 3 YPaxyBaRiM BIKOBUX Iy, UCHTPY 1 CTATYCY
MPUMYBAHHA, BKAIOUCHAX 10 MoAeni AK KOBAPIATH,

MpuntiThn: BUCIOBOK NPO HE MoHLIY edextupnicty YBTTT no niAHOUISHHIO 1O TR MoxcHa IPOBHTH. AKLL0 ATH

BCIX YOTHPLOX LTHMID BEPXHA MEXKA 05%g-ro A Gyag merurolo 3a 1,5.

Mpusizsn: N — KiNbKICTb YYQCHHUKID, JUIA AKHX OTPHMAHO nani; CT'T — cepenHiii reomMeTpusHni THTD: BCT —
BiAHOWEHHA CEPEAHIX TCOMCTPHUNHX,

[puniTka: *[ani Trpis anTHTin, sranaveni umaxan AlL ABOX TPHOANEHTIHX BAKLMH. 06’ casani b Iys 8 ABON
A-wmamis,

BTopHHHMA ananis

CepesiHi reoMeTprUli nicissakipnalitinx Turpis (CMT) 06ox B-wimamoBrx Al
y UBII[ Gynu cTaTiCTHYHO 3HAUYLLC GinblIMMK B NIOPIBHAHHI 3 Nepexpecto-
peaKTHBHONO BiAMOBIAIO HA piaMiHny B-wramoy niuito 8 TBIT. Ckopurosane
BCI™ ans o6ox wrtamis 6yno >1 (p<0,0001); omxe, 6y0 MPOAEMOHCTPOBAHO Kpalle
iMYHOTrEHHICTb KOXHOT 3 B-1TamMoBnx niuiw y UBIIT y nopiBHAHHI 3 TBMI i3
RiZMiHHOIO B-1UTaMOBOO fiiHI€H0.

U ~



v

iLlran YBII TBIC YRITITEM

N Crr N crr Ckopurosane BCT (95% A1) p-anaveniia
uBnr TBNOMAmM.)  YBNI/TBNI(AM )
B-Bigrapn 396 306.7 389 1045 2.9(2,36,3.64) 0.0001
4Bnr TBMM(BikT.) UBMNI/TBOMN(Bik.)
B-fmarata 396 280,8 399 383 7.3(5,83.9,03) <0.0001

MpuniTia: Cropurosani BT 1 95%-wit JLI poIpAROEAHI 3 BHKOPHCTAHHAM ANOVA o1 nompHifiminto NepeTBOpeIiny TWTPIN KA
20-7i AEHL/S 71 LEHD 3 YPAXYBAHHAM BIKOBUX IPYN, UEHTPY i cTATYCY NPHUMYBAKHA BKMONCUUX 10 PEIKHMY AR
KOBapIaTH,

[pustiTica: BUCHOBOK NP0 HE MEHWY ediekTunaicts YBTIT no pianoweHHIO A0 TBNI™ MoHa 3poGHTH, HKULO AN BEIX HOTHPHON
wramis BCI > | Ta p-snauesna <0,05.

MpuniTia: N — kinekicTs Y4ACHHKIB, 1A AKMX OTPHMEHO nani; CT'T — cepeaniit reoMeTPHYHAI THTP; BCT -— sianowenus
CEPEAHIX NEOMETPUHHIX.

3aranioM, KpaTHICTb 361/bILEHHS CEPELHBOrO FEOMETPUHHOTO (K3CT") TupiB
AHTUTIN ANS THTDIB, BU3HAUeHNX wsxom AT, Oyna noaibHoto gna rpyn
BaKIMHALIT 117 BCiX yotnpbox wramis, K3CI™ sHaxoannacs 8 AianasoHi Mix 6,6 Ta
16,7 y rpyni UBIT 12 6,9 Ta 18,6 y rpyni TBIII (32 BUHATKOM BiAMIHHHX NiHIA).

21. PesynbTartu
Ge3nexkn

Slk BUAHO 3 AOCHiMKeHHs, Bouenns a0 UBITT Apyroi B-wramoBoi niHii HE
CTAaBWTH Niz 3arposy Gesneky BakUMHW B LIl nonyasuii 8 nopistsuui 3 TBIIT. He
BiA3HAYANKCH KAIHIUHO 3HAuYIIL BIAMiHHOCTI Y npodinsx micuesoi abo cucTemMHol
peakTOTEHHOCTI MiX Tpynamn pakiMHaLiT 260 MiX NepLIOotO i APYroto BaKLWHaLIE0
cepeil HENpUMOBaHHX yuacHuki. Binb y Micui BakLHAaLT yacTile cnocTepirapcs B
rpyni TBIII', xo4a ue, #MOBIpHO, 6yN10 NOB’A3aHO 3 GI/IbLIMM AHTHICHHNAM
nasanTaxennsm UBIIT, Tlporsrom nepiony iMmyHisauii yactora [14, o suHAKAN ¥
383Ky 3 BakL#Halliewo, Oynia OHaKOBOIO B rpynax YBIIT i TBIIT (BBaxanocs, WwWo
L1 GiNBLUOCTI 3 HUX He iCHYBano o6rpyHTOBAHOT HMOBIpPHOCTI NPHUHHHO-
HaCAiAKOROrO 3B’ A3KY 3 AOCHIHKYBAHOIO BaKIMHO). BinbluicTs peakuii Oyau
[1erKoro a60 CepeIHBOro CTYNEeHs THKKOCT] i y 6inblocTi y4acHHKiB B 000X rpynax
BaKLMHALLT 3a3BuHall Tpusany sin | 103 JHIB.

[TiA yac JOBrOCTPOKOBOrO MNOAANBIIONO BiACTENEHHS 6e3nexy Bakuunu T4, wo
BHHMKIU Y 3B’ 3Ky 3 BakUuHauieio, 15 3a kpuTepisiMi HalioHanbHOro iHCTHTYTY
paky (CLLIA) i [T, 1o npeacTasisiorh 0coBNMBHIt iHTEpeC TPaNAsIHCh HEHACTO AK
g rpynax YBIIT, Tak i B rpynax TBIIL, i k0AHe 3 HUX HE PO3T/Iffanacs fax Take.
118 AKOro icHYBana o6rpyHTOBaHa HMOBIPHICTb MPUUMHHO-HACNIAIKOBOTO 3B'A3KY 3
ocnimkyBaHoko BakLuHow, Y oMy, AaHi 3 6€3neKH y3roMkytoTbCH 3 iCHYHOUOI0
HAYKOBOIO JIITEPATYpPOIO 3aCTOCYBaHHS BakLHMH Y AiTeH, 1o, AK BHAHO 3
OCHLIKEHHS, BKA3YE HA Te, 110 HE CNOCTEepiraeThes KNiHIYHO 3HAYYIUMX

siaMinnocTed mix UBTIT i TBIIT wozo ix npodinis be3nexn.
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22. BUCHOBOK
(3aKJIHOYEeHHS)

3azanbui GUCHOBKU.

o T[licnsBakuuHaLiiai TuTpy anTuTin, BU3HaueHi wsaxom AlT, ycix wramis, wo
mictstbes B UBIIT, He nocTynanacs THM ke Litamam B pisHux cknagax TBIIT,
TOBTO BIACYTHSI iIMyHOIHTEPEPEHLA 3 iCHYIOUUMH LUTAMAMH.

o [licnaBakumHALiFHI TUTPK aHTUTIN, BU3HAUeHi wasxom AllY, obox B-
wramMoBKx AiHif y UBIII nepesaxany NepexpecHo-peakTHBHY BIAMNOBIAL Ha
BiAMiHHY B-luTamoBy Aitito y TBIIT.

o  Kpugi 380poTHOT (hyHKLUIT po3noniny A8 TUTPIB AHTHTIN, BU3HAYCHHX LIIAXOM
AIT, 1eMOHCTPYIOTh NOPIBHAHHI NicAABAKUMHALIAHI THTPH OLHAKOBOrO LITAMY
midk rpynamu UBTIT i TBIII™ HesanexHo Bia Biky abo cratycy nprumyBaHHs.

o  OTpumaHi ceponoriuHi napameTpu THTPIB AHTKTIN, BU3HAUeHNX wisxom All,
6ynu nopisHanHuME Mix rpynamu YBIIT i TBIIT ang oanaxosux LTamis.

o OTpuMaHi CeposIoriuHi napameTpy THTPIB aHTHTIN, BU3HAYEHMX Wwsixom AHB
ta AIHA, BiANOBinanH ceponoriuHim napameTpam, BUsHaueHum wasxom All.

o 3Baranbhi npodins 6esnexu i peakrorenHicts YBII Gynn nopiBHAHHAMY 3
3arajbHUMY npodingmu 6esneky i peaxkrorennictio TBIII

Y nocnimrxenni INFQ3002 He 6ysio BusiBiieHo npobniem 6e3neky A0C/iLKYBaHOro
nikapcskoro 3aco6y. [Tpodini UBTIT i TBIIT, 3ackoBaHi Ha MicueBnX i CHCTEMHMX
peakuisx, a Takox AaHWx [151 nia uac dasu imyHisauii i 6-micsunoro nepiony
OAANBILOrO BiACTEXKEHHS 32 6E3MNEKOH BAKLWMHH, Oyau nopiBHsHHKMKU. OTKeE,
BBaXXAEThCS BUNPaBAaH MM 3acTocoByBaTh AaHi 6esnexu TBIIT ana YBIIT, Tobro
MOXKHa BBAXATH, 110 npodins Gesnexn TBIIT miaTpumye BCTaHOBEHHS NpOdinto
Hesnexy UBIIT. Takum uuHoM, Ge3nexa Uboro Nikapcbkoro 3acoby
MiATBEPIKYETHCS MPOBEAEH MU PaHille KNIHIYHMMH AOCTIKEHHAMN NpoaBanol
TPUBANIEHTHOT BaKLMHK Ans npodinaktuky rpuny [nduysak®.

3aranbHWi NPOdinb KOPHCTL/PU3NK AOCHIIKYBAHOT BAKUMHH MO3UTHBH K.

3asaBHUK
(BJIacHMK
peectpauiliHoro
N10CBiAUEHHS)

E.P.M. Xsoyc (E.R.M. Geuns), Marictp Hayk, JlokTop dbapMaileBTHUHHX HayK
JrpekTop i3 HOPMATHBHO-TIPABOBOIO PEryJIIOBaHNS

«A660oTT Bionomxkikans 5.B.» (Abbott Biologicals B.V.)
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INFQ3001

=== |
' onarok 30

o TTopsky NpOBEACHHA EKCTePTHIN |

eecTpallinHuX maTepialis Ha nikapebKi 3ac00H, 5:
1110 OHAKOTbCs Ha AEPXKaBHY peecTpauito
[nepepeecn‘pauiro), a TaKoK excnepTH3H
\Ma"replams MO BHECEHHA 3MIH 110
\peECTpamnHm maTtepianis npoTarom aii
peec*rpamuﬁoro noceiaueHns (MyHkT 4 po3ALNy

V)

3BIT
npo KJiHiuHe BunNpoOyBaHHS

1. Ha3Ba nikapcbKOro Indnysak® Terpa

3acoly (3a HASBHOCTI -
HOMEp peecTpauifHoro
[OCBiAYEHHS):

2. 3asaBHUK «AB60TT Bionowkikans 5.B.» (Abbott Biologicals B.V.), Hinepnanin

3. BupobHUK «A660TT Bionomxikans b.B.» (Abbott Biologicals B.V.), Hinepnatiu

4. TlpoBeneHi tak B AKLLO Hi, 0OrpyHTYBaTH
NOCHIKEHHS!

UoruprBaleHTHa BakLiHa And npoQinakTHkH rpufy (MOBEPXHEBHI AHTHTCH.

1) THI AiKapChKOro
{HAKTHBOBaHA)

3acoly, 3a TKUM
NpoBOANNACH abo

icapchkuii 3aci6, Ha qKVi MOAAETHCS MOBHA 3asiBKA Ha peecTpaLiro.
[TaHYETBCS PEECTPALLIS P ’ A peecTpall

5. TToBHa Ha3Ba INFQ3001

KNiHiYHOTO _ N . ‘ .
A IOMi30BaHE NOJBIHHE CNNE aKTMBHO KOHT 0f1bOBaHE A0C/ I KEHHA

BBIpOGYBRSE™, Pouﬁgnm ns OLijll M6e3n2:<y Ta IMYHO HHO‘ZT 1'2 H ‘ IlOC ) ’

i H i naaTHo

KOJIOBAHUT HOMED p ANst OUIHK 1 Ta iMyHOTe aHAnAaT)

ATHI4HOrO HOTHPHBAJIEHTHO! BAKUMHMY «ABGoTT» (Abbott) And npocbmaKTnKu rpuny i 17 HE

BunpoGyBaHHA MeHLLOT edyeKTUBHOCTI Y NOpiBHAHHI 3 TPUBANCHTHOIO BAKLMHOIO AN

npodinakTaky rpuny.

6. daza KNiHiMHOrO




1 lBlﬂpO6YBaHHEI

7. Tlepion npoBEACHHA
KIHIYHOTO
sHpoOyBaHHs

3 TPABHS 2015 POKY no CIUEHB 2016 POKY

8. Kpainn, ne
pOBOJIKIIOCH KMiHIUHE
BHNpOOYBaHHS

Benbris, HimeyuyHa, YropuiuHa, JlaTBia Ta JinTBa

9. KinpKicTb
nocHi AXKyBaHUX

hannadosada: UBIT — 1 540 oci6: TBI i) — 220 oci6: TBIM ) — 220 ocid
daxrauxa: YUBIIT - 1 535 oci6: TBIMpicr) — 221 ocoba: TBIM sm) — 221

10. MeTa Ta BTOPUHHI
igii KIHIYHOTO
sinpodyBanns

(OcHOBHA METa nonsArasna B TOMY, 1106 POJEMOHCTPYBATH, LLO HOTHPH BAICHTHA
paKUMHa A5 npodinakTHKh rpuity (UBTIT) He merL ehEKTHBHOIO, HIXK
TpUBAJEHTHA BAKLMHA 114 npoGinakTUKK rpumy (TBIII) y wramax rpuny
oaHAKOBUX JiHIH, HA OCHOBI BH3HAYEHHS nicasBaKuMHaLiAHNX THTPIB AHTHUTIN
LISIXOM aHanizy Ha iHribyBanHa remarmotuHauii (ALD). BTopHHHI Ui
HoJsrany B TOMY, 1106 nokasaTy nepesary YRIIT wap TBIT y B-wramax
rpumny BiAMIHHUX AiHif | reTanbHo oXapakTepnu3yBarTh iMyHHY BIANOBIAb 32
IOMOMOro10 KpHBHX 3B0OpOTHOT PyHKUIT posnoziny (3PP) THTPIB @HTHTIN |
CepoNoriuHuX flapameTpiB, BU3HAYCHUX Y Al i ananisi Ha HefiTpanisauito

sipycy (AHB).

IMpodine Gesnexw UBIIT y nopiBHawHi 3 TBII 6ys0 OLiHEHO WIAXOM aHanizy
peaK'i‘OFGHHOCTi, 4 TAKOX HACTOTH HebaKaHuX noBiqnux aeuut (M51) Ha
BaKIAHY.

11. [luzaiiH KNiRI4HOTO
BHIIPoOYyBaHHA

PaHnoMi30BaHe NOABIHiHe chine aKTUBHO KOHTPOJILOBAHE aocnipKenHa

12. OcHoBHi KpuTEpii
BIJIIOYEHHS

[lopocni Ta JII0AH AiTHBOTO Biky 31 CTAbIILHUM 370pOB’ AM, BHCHOBOK LLONO
cTaGibHOCT SIKOro 3pO0JeHIH Ha OCHOBI MEAMUHOTO aHaMHE3Y. MEAUHROTO
ornsay i KiliHiHHOT ouinku JocaiaHukom, Y4acrnku JOCHIKEHHSA MOTIIM MaTH

CHOBHI 3aXBOpIOBaHH, AKLIO CHMITTOMM/O3HAKM LIMX 3aXBOPIOBaHb Gynu Tiin
F(OHTPOJ‘ICM. SIKLO Y4ACHHK AOCIIIKEHHS npuiimMas npusHaueHi nikapchKi
1aco6u 0151 OyIb-AKOro CTaHy Ha nocTiiiHill OCHOBI, 032 JiKapChKKX 3acobiB
mana 6yTu cTabibHO NPOTArOM L(OHAIMEHLIIE TPLOX MiCALIB, LLO nepeaysanu
pakLMHaLl y Mexax JIOCITiKEHHA.

13. [locnifpKysaHni
nikapcbkuii 3aci6,
croci6 3acTOCYBaHHA,
cuna aii

KanauAaTHA HOTHPUBAJIEHTHOrO BAKLUHA 715 npodiaakTHKyY rpruny.( YBII)

PazoBa 4034, O CTAHOBKIA 0,5 MJ1, HOTHPUBASIEHTHOT cyBOANHUUHOT BAKIIHHH
s npodiNaKTUKY TPHITY (3i WTaMaMK, pEKOMEH/10BaH MU A7 Ce30HY I'pHTY
NH2014/2015), L0 MICTHTb npuBaM3HO 15 MKF @HTHICHY remarioTHHIHY Ha
LiTaM Bipycy; L0 BBOAWTLCA BHYTPiLLHBOM'A30B0 B AENLTONOAIOHHI M's13
naeva.

14. [Tpenapat

Pas30Ba 4034, L0 cTanoBuia 0,5 M1, iLEeH30BaHOro niKapchbKoro 3acoly
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Eopismm s, 1033,
criocib sacTocyBaHns,
cunia At

[ndmysax®, 1o MiCTHTB MPU6AN3HO 15 MK aHTUTEHY reMarJroTHHIHY Ha JuTam|
gipycy, abo pa3osa 1032 0,5 ma TBIIT, wo MicTuThb BigMiHHWH wTam B (061 Bi
BaKLMHA MiCTATb LITaMH, peKOMEH/10BaHi /U1sl CE30HY rpuny NH2014/2015), 1o
BBOIMTHCS BHYTPIlLIHBOM'A30BO B JeNbTONOAIGHNA M'A3 nieva.

15. CynyTHs Tepanis

He no3BoniaBcs npuiom Oy Ab-skuX nikapcbkux 3acobiB, qKi BNAMBAKTL HA
iMyHHY CHCTEMY, [ig uac KOCHIMKEHRS A0 2-r0 pinBinyBanta (22 fierb), y TOMY
yuchi NPOTATOM 4 THIKHIB, LLO nepeyBali No4aTky AOCAiDKEHHA (aTa
nignucatus Gopmu iidopmainnol aroau). He 103BONSINCH BRENCHHS RAKILMH

(xmnBux a6o {HAKTHBOBAHMX) MPOTArOM 4 THOKHIB 10 BaKLMHaUIT B MEXKAX

ochiKeHHs Ta Nnajosa BaKUMHALf (KPIM i i3 BUKOPHCTAHHAM
10CJ1i/KYBaHOi BaKLK HW) APOTArOM NEPIONY JOCTiKEHHS A0 2-10
gigsinysaHHs (22 AeH b).

- |16. KpuiTepii OLIHKH
BHOCTI

(OcHOBHA 3MiHHA edpercrusrocTi: [lepBUHHIMN BHMIpIOBAHMMH pe3ynbTaTami B
11bOMY AOCNIIKEHH] Oyn reoMeTpHYHi nicnssakuinawifui THTPK AHTUTIN
NpoTH ABOX wTamis A- i Box wiramis B-, srisHaueHi wasxom Al

BTopHHHI 3MiHHI eexTHBHOCTI: BTOPHHHNMH BUMipIOBaHUMY pE3y/ibTaTamMh B
{BOMY AOCAiKeHHT OYU cepefiHi reoMeTpri Hi noBaKiMHAULIAHUX THTpIB
AHTHTIJ NPOTH [IBOX LITAMIB A- i nBox wramis B-, przHaveni masxom Al
cepe/iHi reoMeTprH Hi poBaKuMHaUifiHUX Ta HicnsiBaKUAHALIHIX THTPIB

AHTUTIN Qs NIATPYNH yqaCHMKiB, susnaueHi wnsxom AHB; pisHi
cepokoHBepCii Ta KpaTHiCTb 301 MbLICHHS cepellHbOro reoMETPUHHOTO (K3CTI")
TUTPIB @HTUTIN, BUSHAUCHAUX wnsxom AIC i AHB; i foBaKLMHalifi Ta
nicassakuyHaliini 3Ha4eHHa KT THHHO-0TTOCEPENIKOBAHOTO iMyHITETY AUIS
HiArpYTIH YHaCHUKIB.

17. Kputepil OLiHKH
Oe3neKu

—

11106 ouinuTh Ge3nexy Ta pPEaKTOFEHHICTh BAKLMHH, Gyno BUKOHAHO TaKi
OLLiHKH: MiCLEB | cuctemni nobiuni peaxuii, He nos’ 43aHi 3 BBEACHHAM BaKUMH,
saranbHUi AMCKOMOPT, cepitosni noGiuti ABULIA (T151) Ha BaKUMHK i HOBI
XpOHiUHi 3aXBOPIOBANHA.

18. CTaTUCTHUHI
METOH

Poamip BHOIpKH, LIO cranoBus 1540 yHaCHHKiB, BaKLMHOBAHWX UBIIl, i agivi
no 220 yuacHuKiB, BaKLlHHOBaHNX TBIIT, 3a6e3ne4yBas 3arafibHy CTATHCTHUHY
noTyxHicTs >95%, 1106 NpoaEeMOHCTPYBATH HE MeHLY eQEKTHBHICTD UBIl no
sinnowernio Ao TBIII 1moao iMYHOreHHOCTi NPOTH OJIHAKOBHX LUTAMIB.
JTorapumiiHO nepeTBOpeHi TTPH QHTWTIN, BU3HAUEH] LIIAXOM All", 6yno
NOPIBHSHO MDK rpynamu 3a JONOMOTOI0 AUCRepCiAHoro auanizy (ANOVA).
BHCHOBOK NPO HE MEHULY eeKTUBHICTh YBII™ no siAHOUIEHHIO 10 BN
MOdcHa 3poBuTH, AKULO Bci uoTHpy ABOGIUHI 95%-i gosipui intepsany (Al) ans
BiHOLIEHHS CEPEMHIX reomerprunnx (BCT) ByayTh MEHILMMK 38 nonepeaHho
Br3HAYEHY MEXY HE etLoi edexTuBHoCTi 1,5. Merky He MEHLOT
edpexcruHocTi 1,5 ©yJ10 BCTAHOBNEHO BiANOBIAHO A0 YMHHOI HOpPMATHBHOT
HaCTaHOBN.

ITepesary YR nan TBIT (nio cTocyeThed HAYKUIT CHABHILION iMyHHOT
pianosiai) 6yno AOCHIMKEHO 3 BHKOPHCTAHHAM voneni ANOVA. onucaHol
sue. BucHOBOK Mpo nepesary YBIIl Haa TBIIT mMoxHa 3pobuTH, AKULO




Pmocropormiﬁ 95%-puit JII Oyae MEHLIUM 32 1. 1

19. iemorpadiuni
ROKa3HHKH
i UKy BaHO!
onmynsLii (CTaTh, BIK,
4, TOWLO)

BinbilicTs yHacHUKIB Hanexanu 10 eBpOMNeicbKOl pack (99,5%). 3a cTaTTIo
4ACHMKM PO3MNOAINSNHCH TAKHM quHOM: yonosikh — 859 (43,4%), KiHKH =
1121 (56,6%). CepeaHiil (CB) Bik npH CKPHHIHTY CTAHOBUB 55,7 (17.7) POKiB.

CripBigHOLIEHHS A0POCIHX i monedt niTHLOro Biky 0YA0 O/IHAKOBHM Y BCIX
rpynax Bakuy Hauil.

20. Pesyaprati
edeKTHBHOCTI

He mMeHiua cchelc"msﬂic"rh 0JIHaKOBHX WTaMiB

He menuty ehekTHBHICTb YBIII" no BIAHOUIEHHIO 11O TBI 1woAo iHAyKoBaHo!
imyHoreHHOCTi [POTH OJHAKOBOTO LITaMy 6y/0 AOCHIAKEHO LAAXOM
[OPIBHSIHHS MiX 4OTHPUBAJICHTHOIO | TPUBAJIEHTHOIO BAKLMHAMMH cepeanix
reoMETPUUHUX nicnsBakuMHaLifHUX TUTPIB AHTUTIJ, BUSHAUCHHUX wasxom All,
HPOTH LyX WTamis (AUB. TaGANLLIO HWKYE).

[litam YBIT TBOI™ TBOC/UBIT
N CrT N CIT Cxopurosane

BCT
(95%-nit A1)
433 220,9 1,18 (1,023,
1,370)
A(H3N2) 1524 393,1 436 413.5 1,06 (0,928,
1,213)
UBIEC TBM iy VB i UBnr
B-Bikropis 1521 1529 215 142,0 0,88 (0,726,
1,071)
YpMr TBM sy TBMT G NELIN
B-Smarara 1520 102, 215 86,1 0,82 (0,677,
0,998)
—— nosipHnil inTepeaL. BCI — piaHOWEHHH CEpeil ix reomerprupix. CI'T— oepenii

reomerpranuit THTR: 1T — [HriGypaHHi remarmoTHHaLil; N — KiABKRICTE yHACHHKIB, ANA ARHX OTPHMAND
ani; YBI1T — vwoTHpUBANEHTHA paKuHHa WA npotinakTHKH FPHIAY, TRIT — TPHBAACHTHA BARIHHA AT
npOGAAKTHER FPHAY, Biwr, — Bikropis; fAm.— Simarara. * Jaui THTRIB QHTHTI, BHIHAMEH] LUNRAXAM Al
BOX TPHBANEHTHHX BAKUNH Gyno off 'enHano B nyn AN 180X A-LITAMIB.

jist BCIX HOTHPBOX 1TAMiB BEPXHA MEXKA 95%-ro [Il Ans BiAHOWEHHA cepenHix
reomerpuunmx (BCT, TBIII y nopisHsHHi 3 UBIII) THTPiB, BU3HAHCHNX
\unsixom ALT, Gyna MEHLLOIO 38 fofepeaHbo BU3HAUEHY MEAY He MeHILOT
eexTHBHOCTI 1,5, wo 03Ha4ano, 1o Gyno NpoaeMOHCTPOBAHD HE MEHLLY
ehexTHBHICTD YRl no sinHoweHHA 10 TBIIT.

[Mepesara BIAMIHHUX WITAMIB :

Mss obox B-uiTaMoBHX nini BCT tuTpis AHTWTIA, BU3HAYEHHX 1LINAXOM AlT.
s rpynu TBIIT Oyno MEHLIMM 3a MOJIOBHHY BCT ans rpynn UBTL: 64.1 Ta
153,1 BiANOBIAHO (niniga B— Bikropis) i 47,2 T2 101,9 BiANOBIAHO (ninia B -
Simarara). O6uaBi giMiHAROCT] By/n CTATHCTUHHO snauyimu (P < 0.0001. ans
0GOX NOPIBHSAHbB), TakuM ulHOM, BU3HAHEHA wnsxom Al iMyHHE BiANOBi Nk,
nopoayKeHa aHTureHamu no B-wtamis, nepeBaxana iMyHHY BIANOBIAb,
MOPOAYKEHY BHTHIEHaMH, 1O BONOAIIOTH NEPEXPECHOI0 PEaKTH BHICTIO,
BiAMIHHAX B-wraMosix JiHik (A4B. TabNLLIO HYIKUE).
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MTam YBIIT TBIII TBHI' /MBI
N CrT N CrT CxopuropaHe I
BCI (95% Al)  3naueHns

YBIIl TBI gy TBM Ty /UBIIT o
B- 1526 153,1 218 64,1 0,41 (0,334, < 0,0001
Bikropis 0,493)

YUBTIT TBMI @iy TBI @i J/UBII
B- 1525 101,9 220 472 0,45 (0,374, < 0.0001
SmaraTa 0,552)

Cropouents: [l — nosipHHH irTepsa; BCTI — BILHOLEHHS CEPEAHIX FEOMETPHHHAX. CI'T — cepeiid
reoMeTpHHHITHE THTP, N — KLBKICTh YHRCHHUKIB, AR AKAX OTpPHMAHO NaHl, YBIIT — yoTuprBancitTia
BakuuHa AN NpoQinaRTHKK TPRITY, TRII — TpuBaneHTHa saKunHa A1s npodinaxTaick rpuny; Bikt —
BikTopis; S — Slmarara.

D1 Peaynuratn Gesnexi

PezynbTaTi UbOTO JOCHILKEHHA NOKasyoTh, WO AoJaTkoBUi B-wutam y yBIT
He CTaBWTh Mij 3arpo3y 6esnexy B nopisuauni 3 TBIII. Hacrora MOBIIOMJIEHHSI
npo [15] na BaKumMHY 6yJia HU3bKOIO | OAHAKOBOIO B rpynax BakuuH 10 22-ro
nHs, | He icHyBaJo 06 rpyHTOBAHOT }iMOBipHOCTI [ pU4MHHO-HACi AKOBOTO

3B’ 3Ky 3 OCHIKYBAHOK BAKUMHOIO Hi A5 OAHOrO 3 3apEECTPOBAHMX
NpoTSromM TPUBANOro nepiofy MOAaNbLIOTO siacTexenns ceprosrmx [151 abo
I151 3a kpuTepismis HallionanbHoro incrutyry CLLIA 3 paky. Micuesi i cHeTemH
npodisi PEaKTOreHHOCTI TaKoX Gyau nopibuumu Ang rpyn BaKkiH HaLiii;
GinbLlicTs NOGIuHUX peakdii Gynm aerkoro ab0 cepeiHbLOro CTYNneHs THKKOCTI |
TpUBajla NpoTAroM 1-3 anis. Llj naui y3roukyroThes 3 pe3yi bTaTamM
MeTaaHaNi3y N’ STH PaHL0oMi30BaHKX KniHiYHUX BUTIPOOYBaHb, WO CBIA4HTb PO
e, 1110 He Gy 3HaYHO! pizHALI MK YBIIT i TBIII i3 TO4KHW 30pYy HacTOTH
arperoBaHnx MicUEBHX  cuctemHux 1151 nporsirom 7 AHiB nicns BaKLMHaLL,

22. BUCHOBOK
(3aKmo4eH HS)

Sazansii BUCHOBICU!

o ImyHHa BiZNOBIAL (MicAABAKLH HALliAHT THTPH QHTUTLA, BU3HAHEHI
wsxom AIT) yeix wramis, 1O micrstees B UBTIL, He nocrynanacs B
e(peKTUBHOCTI THM XK€ liTaMaMm B piznux TBIIT, T06T0 BIACYTHS
iMyHoiHTEpQepeHLs 3 icHyIOUMMH LITAMAMH.

o Jlns kowHOT B-usrramoroi ikii 8 UBIT (uicnﬂaarzumnauiﬁ&ii THTPH
anTuTin. Busnaveri wasxom Al Gyno [|POEMOHCTPOBAHO CHIILHILY
iMyHHY BiANOBIAbL Y nopisuanni 3 TBIT i3 BiAMIHHOI B-11TAMOBOIO
AiHI€.

o 3uauents otprmarux 8 AIl CepooritHUX napameTpis Ans KOKHOTO 3
wramis y YBIT Gynu BuLuumy, sk A AOPOC/HX, TaK i AN MOACH
NITHBOTO Biky 38 KpHUTEPIT 3a/10BiNBHOT iIMYHHOT BiANOBIAl Ha
paKi{HaLiio wia npo(inakTuki rpumy, seranosaeni Komiterom EMA 3
sikapcbkix 3aco0iB AN MOAUHH.

e Jlani AHB signosianu AaHHM AlT, nigrBepaxyrodu, 1o iMyHHa
BiAMOBiAb IHAYKYE YTBOPEHHA pyHKUIOHANBHNUX AHTUTIN,

e Y npucyrtrocti B UBIII" apyroro B-1uTamy pPeakToresHicTs i arafibhi
npodini Ge3nexy BaKLUHHY 3ATHILAIOTECA nopisussnnma 3 TBIIT. J

{1
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'V nocnimkendi INFQ3001 He Byno BHSABACHO npo6nem Ge3neku
10CHI Y BAHOTO J1IkapcbKoro sacoby. [Tpodini UBII i TBIIL. 3acHOBaHI Ha
MiCLIeBAX | cUCTEMHEX NOGIYHKMX peakwisX, a TAKOX KOpPOTKOCTPOKOBI i

Seaneka LBOro AiKapchkoro 3acoBy NiATBEPAKYETRCS NPOBEACHUMH paHile
KAIHIYHHMHA LOCNIKEHHAMH NpoaaBaHol TPHUBAAEHTHOT BaKUMKHK ANst
npoQinakTUky rpuny Indaysak®.

3araibHUi TPOdiNb KOPHUCTL/PU3UK JOCJiXKYBAHOT BaKLMHH MO3UTHBHHH,

nosroctpokosi Aani T15 Gy MOpiBHAHHVMA. OTKe, BBKAETLCS BUNPABAAHHM
sactocosysath fai Gesnexu TBIIT ans YBIIT, To6ro npodins Gesnexu TBIT
VOYCHA BBAXKATH TAKAM, LU0 TiATPAMYE npodinb Gesneky YBII™. Takum 4HHOM,

—

3asgBHUK (BIACHUK
peecTpauifiHoro
TOCBIAYEHH )

E.P.M. Xboyc (E.R.M. Geuns), Marictp Hayk, JloxTop hapMauesTHHHUX HayK
IlpeKTop i3 HOPMATHBHO-NPABOBOTO PETYNIOBAHHS

«AB60TT Bionomkikans B.B.» (Abbott Biologicals B.V.)



INFQ3002

Annex 30

to the Procedure for Expert Evaluation of
Materials for Medicinal Products Submitted
for State Registration (Re-registration), as
well as Expert Evaluation of Materials on
Amending Registration Materials During the
Validity Period of the Marketing
Authorization

(paragraph 4, section IV)

CLINICAL TRIALS
REPORT

1. Name of the
medicinal product
(marketing
authorization
number — if any):

Influvac® Tetra

2. Applicant

Abbott Biologicals B.V., The Netherlands

3. Manufacturer

Abbott Biologicals B.V., The Netherlands

4. Studies of the
medicinal product
conducted

Yes, Neo— If no study was conducted, justify

1) type of the
medicinal product,
which was
registered or is
planned to be
registered

Quadrivalent influenza vaccine (surface antigen, inactivated)

Full application medicinal product

5. Full title of the
clinical trial,

INFQ3002
Randomized, Double-Blind and Active-Controlled Study in Children and

Adolescents Aged 3—17 Years to Assess the Safety and Immunogenicity of

1



clinical trial code
number

Abbott’s Candidate Quadrivalent Influenza Vaccine and its Non-Inferiority
versus Trivalent Influenza Vaccine

clinical trial

6. Phase of the Phase III
clinical trial
7. Duration of the | SEP 2016 to APR 2017

8. Countries where
the clinical trial
was conducted

Estonia, Finland, Germany, Hungary, Lithuania, Poland

9. Number of
clinical trial
subjects

planned: 400 QIV: 400 TIV(vic): 400 TIV(vam)
actual vaccinated: 402 QIV: 404 TIV(vic). 394 TIV(vam)

10. Primary and
secondary
objectives of the
clinical trial

The primary objective was to demonstrate the non-inferiority of QIV to TIV
for shared influenza strains, based on post-vaccination HI titres. Secondary
objectives included demonstrating the superiority of QIV to TIV for
alternate-lineage B-strains and characterizing the immunogenicity of the
influenza strains in QIV, with respect to HI, VN, and NI titres.

The safety objective of this study was to compare the reactogenicity and
safety of QIV with that of TIV.

11. Design

Randomized, Double-Blind, Active-Controlled Study

12. Main inclusion
criteria

Male or female children/adolescent subjects aged between 3 and 17 years
inclusive, in stable health, who had not been vaccinated against influenza or
had laboratory-confirmed influenza in the 6 months preceding the study
vaccination. '

13. Investigational
medicinal product,
method of
administration,
strength

Candidate Quadrivalent Influenza Vaccine (QIV)

A single 0.5 mL dose (primed subjects) or two 0.5 mL doses (unprimed
subjects) of Influvac® Tetra given intramuscularly and containing
approximately 15 pg HA antigen per virus strain.

14. Comparator
medicinal product,
dosage, method of
ladministration,
strength

A single 0.5 mL dose (primed subjects) or two 0.5 mL doses (unprimed
subjects) of Influvac® given intramuscularly and containing approximately
15 pg of HA antigen per virus strain, or TIV containing the alternate B-
Istrain.




15. Concomitant
treatment

Any medication that influences the immune system was not permitted during
the study until Visit 2 (Day 29) for primed subjects or Visit 3 (Day 57) for
unprimed subjects, including the 4 weeks preceding the start of the study
(date of signature on the ICF). Use of systemic corticosteroids was
forbidden. Receipt of vaccines (live or inactivated) within 4 weeks before
study vaccination or planned vaccination (other than with the study vaccine)
during the study period until Visit 2 (Day 29) for primed subjects or Visit 3
(Day 57) for unprimed subjects was not allowed.

16. Efficacy
avaluation criteria

Primary endpoint:

Geometric mean HI antibody titers against the four vaccine strains 28 days
after vaccination (Day 29, primed subjects) or 28 days after the second
vaccination (Day 57, unprimed subjects).

Secondary endpoints:

Change from baseline geometric mean HI antibody titers against the four
vaccine strains; Postvaccination geometric mean VN and NI titers and
change from baseline for a randomized subset of subjects; Seroconversion
rates and GMFIs for HI, VN, and NI for a randomized subset of subjects;
Postvaccination CMI values for a subset of subjects and change from
baseline.

17. Safety
evaluation criteria

To assess safety and reactogenicity, the following assessments were made:
solicited local and systemic reactions, overall inconvenience, serious
unsolicited AEs and new chronic illnesses.

18. Statistical
methods

A sample size of 1200 subjects secured an overall statistical power of >90%
to demonstrate non-inferiority of QIV to TIV with respect to
immunogenicity against the shared strains. This sample size also secured an
overall statistical power of >98% to demonstrate supetiority of QIV to TIV
with respect to immunogenicity against the alternate-lineage B-strains, while
allowing for an exclusion rate of 5% from the per-protpcol sample. Non-
inferiority of QIV to TIV was analysed for each of the four strains using a
wo-sided 95% confidence interval (CI) for the geometric mean ratio
(GMR), defined as GMTtiv/GMTarv. An analysis of variance (ANOVA)
model was used for the log-transformed HI titres, with age group (3-8 and
017 years of age), centre, and priming status included in the model as
stratification factors. The non-inferiority margin of 1.5 was predefined
according to regulatory guidance. Non-inferiority of QIV to TIV was
demonstrated if, for all four strains, the upper limit of the 95% CI for the
GMR fell below the non-inferiority margin.




19. Demographic
icharacteristics of
istudied population
(gender, age, race,
etc.)

The majority of subjects were white (98.8%). The mean age was 7.6 years.
Overall, 51.8% of subjects were males and 48.3% of subjects were females.
In general, the demographics of subjects were similar across vaccination

groups.

0. Efficacy results|Primary Analysis

For all 4 strains, the upper limit of the 95% CI for the adjusted GMR (TIV
versus QIV) fell below the predefined noninferiority margin of 1.5;
therefore, noninferiority of QIV to TIV was demonstrated.

Strain Qv TIV' TIV'/ QIV
N GMT N GMT Adjusted GMR (95% CI)

ACHINT) 388 5489 774 6222 1.1 (0.98, 1.30)
A(H3N2) 388 1150 774 1194 1.0 (0.90, 1.19)

Qv TIV(Vic) TIV(VicyQIV
B-Victoria 388 3026 393 364.0 1.2 (0.98, 1.46)

Qv TIV(Yam) TIV(Yam)/QIV
B-Yamegata 388 2776 381 2707 1.0(0.81,1.19)

Note: Adjusted GMR and 95% Cl are calculated using ANOVA on the log-transformed titers at
Day29/Day 57 with age group, center and priming status included as covariates in the
meodel.

Note: Noninferiority of QIV to TIV can be concluded if for all four strains the upper limit of the 95%
CI falls below 1.5. *

Note: N = Number of subjects with non-missing data; GMT = Geometric mean titer; GMR =
Geometric Mean Ratio.

Note: *HI titer data of the two trivalent formulations pooled for the two A-strains.

Secondary Analysis

The postvaccination geometric mean titers (GMTs) of both B strain lineages
in QIV were statistically significantly higher compared with the cross-
reactive response to the alternate B-strain lineage in TIV. The adjusted GMR

for both strains was >1 (p<0.0001); therefore, a superior immunogenicity for

—
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each of the B-strain lineages in QIV when compared to the TIVs with the
alternate B-strain lineage was demonstrated.

Strain QIvV - TIV QIV/TIV
N GMT N GMT Adjusted GMR (95% CI) p-value
Qv TIV(Yam) QIV/TIV(Yam)
B-Victoria 396 306.7 389 104.5 2.9(2.36,3.64) <0.0001
Qv TIV(Vic)  QIV/TIV(Vic)
B-Yamagata 396 280.8 399 383 7.3(5.83,9.03) <0.0001

[Note: Adjusted GMR and 95% CI are calculated using ANOVA on the log-transformed titers at Day 29/Day 57
with age group, center and priming status included as covariates in the model.

INote: Superiority of QIV to TIV against the alternate lineage B-strains can be concluded if for both strains GMR >
1 and p-value <0.05.

INote: N = Number of subjects with non-missing data; GMT = Geometric mean titer; GMR = Geometric Mean
Ratio.

Overall, the geometric mean fold increases (GMFIs) in HI titers were similar
across vaccination groups for all four strains. The GMFIs varied between 6.6
and 16.7 in the QIV group and 6.9 and 18.6 in the TIV group (excluding

alternate lineages).

21. Safety results

The inclusion of the second B-strain lineage in QI'V did not appear to
compromise safety in this population compared with TIV. There were no
clinically relevant differences in local or systemic reactogenicity profiles
between the vaccine arms, or between first and second vaccinations among
unprimed subjects. Vaccination site pain was more commonly observed in
the QIV arm, although this was likely due to the higher antigen load of the
QIV formulation. During the immunization period, the incidence of
lunsolicited TEAEs was similar in the QIV and TIV arms (most of which
were considered as having no reasonable possibility for a causal relationship
with the study vaccine). Most of the reactions were mild or moderate in
severity and generally lasted for 1 to 3 days for the majority of subjects in

both vaccination groups.
During long-term safety follow-up, TESAEs, NClIs, and AESIs were

infrequent in both the QIV and TIV arms, and none were considered as
having a reasonable possibility of a causal relationship with the study

vaccine. Overall, the safety data are consistent with the existing literature in

vy
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children, indicating that there appears to be no clinically relevant difference
between QIV and TIV with respect to their safety profiles.

22. Conclusion

Overall conclusions:

e The postvaccination HI titers of all influenza strains contained in QIV
were noninferior to the same strains in the TIV formulations, i.e., there
was no immuno-interference with existing strains.

e The postvaccination HI titers of both B-strain lineages in QIV were
superior to the cross-reactive responses to the alternate B-strain lineage
in TIV.

e The reverse cumulative distribution curves for HI titers demonstrate
comparable postvaccination titers for the shared strain between QIV and
TIV groups independent of age or priming status.

e The derived serology parameters of HI titers were comparable between
QIV and TIV groups for the shared strains.

e The derived serology parameters of VN and NI titers were in line with
those of HI.

e The overall safety profile and reactogenicity of QI'V were comparable
with those of TIV.

Study INFQ3002 did not reveal any new safety concern. The profiles
between QIV and TIV, based on local and systemic reactions as well as AE
data during the immunization phase and the 6-month safety follow-up
period, were comparable. Therefore, it was deemed justified to bridge safety
data from TIV to QIV, i.e., the safety profile of TIV can be considered
supportive to establishing the safety profile of QIV. Thus, the safety of this
product is supported by the previously conducted clinical studies with the
marketed trivalent influenza vaccine Influvac® .

The overall risk benefit analysis is positive.

Applicant
(marketing
authorisation
holder)

Director Regulatory Affairs
Abbott Biologicals B.V.
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INFQ3001

Annex 30

to the Procedure for Expert Evaluation of
Materials for Medicinal Products Submitted
for State Registration (Re-registration), as
well as Expert Evaluation of Materials on
Amending Registration Materials During the
Validity Period of the Marketing
Authorization

(paragraph 4, section IV)

CLINICAL TRIALS
REPORT

1. Name of the medicinal
product (marketing
authorization number — if

any):

Influvac® Tetra

2. Applicant

Abbott Biologicals B.V., The Netherlands

3. Manufacturer

Abbott Biologicals B.V., The Netherlands

4. Studies of the
medicinal product
conducted

Yes Ne If no study was conducted, justify

1) type of the medicinal
product, which was
registered or is planned to
be registered

Quadrivalent influenza vaccine (surface antigen, inactivated)

Full application medicinal product

5. Full title of the clinical
trial, clinical trial code
number

INFQ3001

Randomized, Double-Blind, Active-Controlled Study in Adults to
Assess the Safety and Immunogenicity of Abbott’s Candidate
Quadrivalent Influenza Vaccine and Its Noninferiority to Trivalent

Influenza Vaccine.




trial

6. Phase of the clinical Phase II1
trial
7 Duration of the clinical | MAY 2015 to JAN 2016

8. Countries where the
clinical trial was
conducted

Belgium, Germany, Hungary, Latvia, and Lithuania

0. Number of clinical trial
subjects

planned: 1,540 QIV: 220 TIVvic: 220 TIV(vam)
actual vaccinated: 1,535 QIV: 221 TIV(viy: 221 TIV(vam)

10. Primary and secondary
objectives of the clinical
trial

The primary aim was to demonstrate the noninferiority of QIV to
TIV for shared-lineage influenza strains based on the post-
vaccination Hl-titres. Secondary aims were to show the superiority of
QIV to TIV for alternate-lineage influenza B-strains and to
characterise the immune responses in detail by means of reverse
cumulative distribution (RCD) curves of antibody titres and derived
serological parameters for HI and VN.

The safety profile of QIV compared to that of TIV was assessed by
analysing reactogenicity as well as the occurrence of unsolicited
adverse events (AEs)

11. Design

Randomized, Double-Blind, Active-Controlled Study

12. Main inclusion criteria

Adults and elderly subjects in stable health as judged by medical
history, physical examination, and clinical judgment of the
[nvestigator. Subjects may have had underlying illnesses as long as
their symptoms/signs were controlled. If regular prescribed
medication was being taken for a condition, the medication dose
must have been stable for at least three months preceding study

vaccination.

13. Investigational

of administration, strength

medicinal product, method

Candidate Quadrivalent Influenza Vaccine (QIV)

A single 0.5 mL dose of quadrivalent influenza subunit vaccine (with
the strains recommended for the influenza season NH2014/2015)
containing approximately 15 pg HA antigen per virus strain, given

intramuscularly in the deltoid muscle of the upper arm.




14. Comparator medicinal
product, dosage, method
of administration, strength

A single 0.5 mL dose of licensed Influvac® containing
approximately 15 pg of HA antigen per virus strain, or a single 0.5
mL dose of TIV containing the alternate B-strain (both vaccines with
the strains recommended for the influenza season NH2014/2015),
administered by intramuscular injection in the deltoid muscle of the

upper arm.

15. Concomitant treatment

Any medication that influences the immune system was not
permitted during the study until Visit 2 (Day 22), including during
the 4 weeks preceding the start of the study (date of the signature on
the ICF). Receipt of vaccines (live or inactivated) within 4 weeks
before study vaccination or planned vaccination (other than with the
study vaccine) during the study period until Visit 2 (Day 22) was not

lallowed.

16. Efficacy evaluation
criteria

Primary Efficacy Variable: The postvaccination geometric HI
antibody titers against the two A- and the two B-strains were the
primary outcome measures in this study.

Secondary Efficacy Variables: The secondary measurement
outcomes in this study were the prevaccination geometric mean HI
titers against the two A- and the two B-strains; the pre- and
postvaccination geometric mean VN titers for a subset of subjects;
the seroconversion rates and GMFIs for HI and VN; and the pre- and
postvaccination CMI values for a subset of subjects.

17. Safety evaluation
criteria

To assess safety and reactogenicity, the following assessments were
made: solicited local and systemic reactions, overall inconvenience,
serious unsolicited AEs and new chronic illnesses.

18. Statistical methods

A sample size of 1540 subjects vaccinated with QIV and two times

of >95% to demonstrate the non inferiority of QIV to TIV with
respect to the immunogenicity against the shared strains. Log-
transformed HI titres were compared between the groups by means
of analysis of variance (ANOVA). Non-inferiority of QIV to TIV
could be concluded if all four two-sided 95% confidence intervals
(CIs) for the geometric mean ratios (GMRs) would fall below the
predefined non-inferiority margin of 1.5. The non inferiority margin
of 1.5 was set in accordance with current regulatory guidance.

responses) was investigated using the ANOVA model described

220 subjects vaccinated with TIV secured an overall statistical power

Superiority of QIV over TIV (with regard to inducing higher immune

above. Superiority could be concluded if the two-sided 95% CI fell
below 1. :




19. Demographic
characteristics of studied
population (gender, age,
race, etc.)

The majority of subjects were white (99.5%). A total of 859 subjects
(43.4%) were males and 1,121 subjects (56.6%) were females. The
mean (SD) age at screening was 55.7 (17.7) years.

The proportion of adult and elderly subjects was similar in each
vaccination group.

20. Efficacy results

Noninferiority of Shared Strains

The non-inferiority of QIV to TIV with respect to the induced
immunogenicity against the shared strain was tested by comparing
the postvaccination geometric means of the HI titers against these
strains between the quadrivalent formulation and the trivalent
formulations (see table below).

Strain QIV TIV? TIV*/QLV

N GMT N  GMT  Adjusted

GMR

(95% CI)

A(HIND) 1511 186.6 433 2209  1.18(1.023,
1.370)

A(H3N2) 1524 393.1 436 4135  1.06(0.928,
1213)

QIV TIVwiy TIVie/QIV

B-Victoria 1521 1529 215 1420  0.88(0.726,
1.071)

QIV TIVeyamy TIV(YamyQIV

B-Yamagata 1520 1021 215  86.1 0.82 (0.677,
0.998)

Abbreviations: CI = confidence interval; GMR = geometric mean ratio; GMT = geometric
mean titer; HI = hemagglutinin inhibition; N = number of subjects with nonmissing data;
QIV = quadrivalent influenza vaccine; TIV = trivalent influenza vaccine; Vic = Victoria;
Yam = Yamagata. * HI titer data of the two trivalent formulations were pooled for the two
A-strains. '

For all four strains, the upper limit of the 95% €1 for the HI
geometric mean ratio (GMR; TIV versus QIV) fell below the
predefined noninferiority margin of 1.5, meaning that the
noninferiority of QIV to TIV was demonstrated.

Superiority of Alternate Strains

For both B-strain lineages, the HI GMT of the TIV group was less
than half of the GMT in the QIV group: 64.1 versus 153.1 (B-
Victoria lineage) and 47.2 versus 101.9 (B-Yamagata lineage). Both
differences were statistically significant (P < 0.0001, both
comparisons). Thus, the HI antibody responses elicited by the

-strain antigens were superior to the antibody responses elicited by
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cross-reactivity antigens of the alternate B-strain lineages (see table

below).
Strain QIv TIV TIV/QIV
N GMT N GMT Adjusted P
GMR (95%  value
I
QIv TIViyam) TIV(vamy/QIV
B- 1526 153.1 218 64.1 0.41(0.334, <
Victoria 0.493) 0.0001
Qv TIVwiy TIVie/QIV
B- 1525 101.9 220 47.2 0.45(0.374, <
Yamagata 0.552) 0.0001

Abbreviations: CI = confidence interval; GMR = geometric mean ratio; GMT = geometric
mean titer; N = number of subjects with nonmissing data; QIV = quadrivalent influenza
vaccine; TIV = trivalent influenza vaceine; Vic = Victoria; Yam = Yamagata.

21. Safety results

Results of this study demonstrate that the additional B-strain in QIV
did not compromise safety compared to TIV. Reporting rates of
unsolicited AEs were low and similar between the vaccine groups up
to Day 22 and none of the reported SAEs or NClIs during the long-
term follow-up period had a reasonable possibility for a causal
relationship with the study vaccine. Local and systemic
reactogenicity profiles were also similar between vaccine groups; the
majority of reactions were mild or moderate in severity and lasted for
1-3 days. These data are consistent with the results of a meta-
analysis of five randomised clinical trials, demonstrating that there
was no significant difference between QIV and TIV in terms of the
frequency of aggregated local and systemic AEs within 7 days post-

vaccination,

22. Conclusion

Overall conclusions:

e The immune response (postvaceination HI titers) of all strains
contained in QIV was noninferior to the same strains in the
TIVs, i.e., no immuno-interference with existing strains.

e Superior immune responses (postvaccination HI titers) were
demonstrated for each of the B-strain lineages in QIV when
compared with the TIVs with the alternate B-strain lineage.

o The derived HI serological parameters for each of the strains
in QIV showed levels higher than the criteria that have been
defined by the CHMP for a satisfactory immune response to
influenza vaccination, both for adult and elderly subjects.




e Virus neutralization data were in line with HI data,
confirming that the immune response induces functional
antibodies.

e The presence of a second B-strain in QIV leaves the
reactogenicity and overall safety profiles comparable with
those of TIV.

Study INFQ3001 did not reveal any safety concern. The profiles
between QIV and TIV, based on local and systemic reactions as well
as short-term and long-term AE data, were comparable. Therefore, it
is deemed justified to bridge safety data from TIV to QIV, i.e., the
safety profile of TIV can be considered supportive to the safety
profile of QIV. Thus, the safety of this product is supported by the
previously conducted clinical studies with the marketed trivalent

influenza vaccine Influvac®.

The overall risk benefit analysis is positive.

Applicant (marketing
authorisation holder)

E.R.M. Geuns, MSc, PharmD
Director Regulatory Affairs
Abbott Biologicals B.V.
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