Jonarok 29

210 Ilopsinky mpoBeieHHs eKCIIepTH3H
peecrpauiiinux MaTepialiB Ha Jikapehki
3ac00H, 1110 IOAAIOTHCS Ha JePKABHY
peecTpaliio (epepeecTpaliro), a Takox
CKCIEPTU3H MaTepialliB PO BHECEHHS
3MIH JI0 peecTpalifHuX MaTepiaris
MPOTATOM JTiT peecTpartiifnoro
IIOCBIUEHHSI

(myHkT 4 po3ainy V)

3BIT

Npo AOKJIHIYHI J0C/HiaKeHHS

1. Hasga nikaperkoro 3acoby (3a
HAsBHOCTI - HOMEp peecTpaniiiHoro
MOCBIIYCHH):

IMYHOPO

1) Tun nikapcekoro 3acoby, 3a KM
npoBoaniacs abo MmiaHyeThes
peecTpailis

JlikapcbKknii 3aci6 3a HOBHUM J10Che (aBTOHOMHE JIOCKE).
Menunuii imyno6ionoriunuit npenapar. Bigoma airoua
peuyoBHHA.

2) npoBeCHi A0CTiKeHHS

O Tak W Hi SIKIIO Hi, OOIPYHTYBATH:

IMYHOPO sBiisic o010 antu-D imyHornoGymin moauu
(IgG). orpumannit 3 rrasmu BixiGpanux i iMynizosanux
3/I0POBHX JIOHOPIB, 10 MAlOTh aHTHTLIA 10 D-aHTHreHy
CPHTPONNTIB, TOMY BiH MicTHTH cremndivuni anTuTina
(IgG) 10 D pesyc(Rh)-anTureny eputpounTis moumy.
AHTH-D  imMynornmoGynin  momHHH € [IPUPOIHIM
JKapchKUM  3acoboM,  skMEl  Gimsbko 40 pOKiB
3aCTOCOBYIOTh Y MEAWYHIH MPaKkTHI 3 METOK MNacHBHOI
imynonpodinakruku. Horo 6esmexa Ta e(eKTUBHICTD
Oymm noBe/leHi KIIHIYHMM JOCBiIOM 3acTOCYBaHHS y
mojeit. JlocaLKeHns TOKCHYHOCTI TTpH OJIHOPA30BOMY
BBEJICHHI Y TBApUH HE € MOUINLHHMH, OCKLIBKH BHCOKI
J03W  COPHYMHSIOTE  TinepBosiemio.  Jlocaimkenns
TOKCHYHOCTI IIpH NOBTOPHHX (0araropa3oBHx) BBEICHHSIX
Ta JIOCHUKEHHs eMOpIOHATBHOT/(eTaTbHOT TOKCHYHOCTI
HC € MOXNUIMBUMH 4Yepe3 IHAYKIIO aHTUTII Ta CHHTE3
anturin. OCKUIBKH 32 pesysibTaTaMu KIiHI9HOrO JOCBiLy
3aCTOCYBaHHsL IMyHOINIOOYIHY He HiaTBep/ukeHa Horo
KaHUEpOreHHa  Ta  MyTareHHa  Jii,  IIpOBeJCHHS
CKCICPUMEHTANLHUX JIOCII/PKEHD, 30KpEMa, 3a y4acTio
reTepoIOriYHUX BH/IIB, He BBAKACTHCS HEOOXIHIM.
Hacranosa Mixnapoanoi KOH(l)epeHun 3 qumomaauu
TEXHIYHHX BHMOI /10 peecTpalii mxapcm;; Lsae@ E"
moneit  (ICH)  momo HOKHIHI‘—II
OlOTEeXHONOTIUHKHX TMpenapariB Ta n
OTPHMAHHX 3 IUIA3MH KPOBi JIIOIHHH,
10 MiHIMyMY KlJIbI(ICTI: ﬂoxmmq




A1 HOBHX JliKapchKuX 3acobiB  (muB. Jlogatok I
«Hacranosa ICH S6 (R1) — pokniniuna oninka 6esnexu
OloTeXHONOTIUHUX ~ JiKapchbKHX — 3acoGiB,  eram Sy
EMA/CHMP/ICH/731268/1998, rpyneus 2011).

Le GiibuIoro Mipolo akTyansHO i s JliKapcsKoro 3acody
IMYHOPO, mo 6ys Brnepme 3apeectposanuii B Itamii y
macronaxi 1982 p. Ta mIMPOKO 3acTOCOBYETBCS B
KIiHIuHil npakTuii nporsirom Tpusatoro wacy. ToGro
ayxe 100puil npodine Ge3neKH Ta MEePEHOCHMOCT] [BOIO
JUKApChKOro 3acoly y Juojedl MiATBep/uKeHO HOro
KIIHIYHAM ~ JIOCBIZIOM Ta BIANOBIIHMMH [JaHHMH 3
(bapmaxoHarsy.

Haiisaxxnusinre MTATAHHSI beaneku antu-D
iIMyHOrI00YIJIHY JTIOAMHM, OTPUMAHOTO 3 ILIA3MHU KpOBI
JIOIMHH, CTOCYETHCS BipycHOT Oesneku. lle nuramus
BUPIIIYETHCA 3aBISKH BifOOpY Ta KOHTPOIIO JIOHOPIB
KPOBI,  CKPUHIHIY  (TECTYBAaHHIO)  KOXHOI  moOpil
JIOHOPCBKOT  IUIa3MH, TYJB [asMH Ta TOTOBOTO
JKapchKoro  3aco0y Ta 3acTOCYBAHHIO CYYacHHX Ta
¢(eKTHBHHX 3ax0IiB Ta Npoueayp Mij uac npouecy
BUPOOHHULITBA TKapCBKOTO 3aco0y. [Iponec
IHAKTUBAIII/BHIATCHHSA BipyciB  3/IHCHIOETBCS  3rifHO
AIIOYHX KePIBHULTB B JIEKIIBLKA €TAIB, M0 BKIIOYAKOTH.
cepe/l IHIIMX, COJIbBeHT-ICTEPreHTHHIT METO I iHAKTHBAIL]
BIDYCiB. ¥V 3B's3Ky 3 1M, OyJ0 TpOBEIEHO OLIHKY
TOKCHKOJIOI'YHOTO IOTeHIaTy JIBOX JIOMIIIOK
IMYHOPO, OTPUMAHHUX BHACJIJI0K COJIbBEHT/
ACTEPrCHTHOrO ~ METOJly  iHakTWBauwii  Bipycie i3
3acTocyBaHmsaM TpH-n-Oytuindocdary (TnBP) i marpito
xouary. JKogHHX MOTEHIIHUX TOKCHKOIOTIMHHX PH3HKIB,
TOB’A3AHUX 3 [IMMU JIBOMA JOMILIKAMH, [IPU 3aCTOCYBAHH]
nikapebkoro 3acoby IMYHOPO y nosysanui ta pexumi,
nepe/I0aYCHUMH  TEPANeBTHYHUM  3aCTOCYBAHHSIM, He
BHUSIBJICHO.

@apmaxoHHaMivHi, bapmakokiHeTHUH] Ta
TOKCHKOJIOTYHI  BJacTHBOCTI  anTH-D  iMyHOr;0GYIiHY
TOJMHM € nobpe  Bigomumu.  [liloya  peuoBHHA
Jikapepkoro 3aco0y (antu-D  iMyHOrno6yin oxunm)
3aCTOCOBYEThCS B KIIHIYHIE mpaktumi gk Taxa,
e(EKTHBHICTD SIKOT € BH3HAHOIO TA PiReHb OE3NeKy AKOT €
npuitHsTHUM. Ockiibku anTH-D iMyHOrNIOGYMiH MoMHH#
€ LIMPOKO 3aCTOCOBHOIO B KIIHIYHIH mpakTwii, moGpe
BIJIOMOIO  JIIIOYOIH0  PEYOBHHOIO, SKOMHI  MOZabIi
JIOCIIDKEHHS  HE  BHMAralThCs. Tomy 3BiT, MmO
TPYHTYy€ThCs Ha OibsiorpadiuHOMY aHaslisi, € JopedHuM.

2. Gapmakostoris:
i i B Lr e T &
ARTH-D iMyHOrI06YI1iH JHOMHEN Tipe/icTaBage co00i0 MPOAYKT IIPHPOJTHOTO [OXOUAG Tz, s KHil
. s . R 3 *

Osn3bK0 40 POKIB 3aCTOCOBYIOTH Y MeAMUHI IPAKTHI 3 METOK ITaCHBHOI }M}EH@‘H iral q,?&gﬂ.
Horo Gesneka Ta eeKTHBHICTD GyiM J0BEICH] KIHIYHIM T0CBiIOM 3aCTQCYBAR) >
TaKMX OOCTABMH JIOCII/DKEHHS y TBApMH HE BBAXKAIOTHCH JIOUITEHEMHE; | ¢

Pe3yJIbTaTH HE PO3IIUPSTH JaHi M0 Ge3MneyHoro Ta panioHaIbHOro 3aCTBg 'B'! ]
3aco0y, K1 Mi/ITBepKEH] KIHIYHHM T0CBIIOM 3aCTOCYBaHHH. W=

= - 4 " 5 B AN
butein Toro, ockiieku IMYHOPO cknanaerbes 3 GUIKIB miiasMu KpPOBI JIIO I
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nacranoBu ICH S6(R1) «Jlokniniuna omninka Gesnekd 0iOTEXHOTOTIUHMX JIKAPCHKUX 3ac00iBy,
IPOBCACHHS OOIMPHUX (apMaKoJIOriYHUX AOCHIDKCHb Y TBADMH HE JOLIIBHE Yepe3 iHYKIiIo
aHTHTLI Ta inTepdepentio 3 antutinavn (Hacradosa ICH S6(R1) — noxiiniuna ouinka Ge3mexn

010TeXHOJIOMYHHX JTIKApCHKUX 3ac00iB, 2011).

1) nepBunHa Gpapmako MHaMiKa

He 3actocosno

2) Bropunna (gapmaxoiuHamMika

He 3actocosHo

3) dhapmakororis Gesrnexn

He 3actocosHO

4) apmaxounamivni B3aeMoil

He 3acTocosHO

3. GapMaKkoKiHETHKA:

Ockinbkn IMYHOPO e Ginkom momuHm, 1ocuipkenHs (papMaKOKiHETHKH Y TBAPHH He JIOLJTBHI.
Knintany  apmaxokinetuxy nikapebkoro saco0y IMYHOPO nocmimkyBamn y KiaiHiuHOMY
BUIIPOOYBaHHI, lai 0/10 SKOro MPUBEACHI Ta OIIHEH] Y 3BiTi PO KJIiHiYHE BUIIPOGYBAHHS.
Pesyibrati hapMakoOKiHETHUHMX JTOCTIUKEHb Y HEpelleBAHTHUX BHIIB MOXKYTh OYTH XHOHUMH i
HE pPEeKOMEHJYIOThCs. barato mixapchkux 3acobiB  OI0TEXHOJIONIYHOrO MOXOMKEHHS IS
3aCTOCYBAHHS JIOAAM € IMYHOreHHHMH JUIst TBapiH. TOOTO IHAYKIS yTBOPEHHS aHTHTIJI BILIMBAE
Ha (apmakokineTHuHi/papMaKoIMHAMIYHI apaMeTpH Ta HE € TPOTHOCTHYHO IIHHOK IpPH
inTeprnpeTanii gaHux Jociipkenns (Hactanosa ICH S6(R1) — moxminiuna orinka Gesnexu
010TeXHOJIOTIYHHX JliKapehKHX 3aco0is, 2011).

1) aHamiTHYHI METOJIMKH TA 3BITH
1010 1X Basiganii

He 3acTocoBHO

2) BCMOKTYBaHHS

He 3acTocoBHO

3) posnoJin

Ile 3acTocorHO

4) metabonizm

He 3actocoBHO

5) BuBe/IeHHA

He 3acrocoBHO

6) papmMakoKiHeTHYHI B3acMO1ii
(JloKJTiHIYHI)

He 3actocosno

7) inmi papMakoKiHeTHYH]

He 3actocoBHO

IOCIIDKEeHHS

4. Tokcukooris:;

AnTi-D imynorno0yitin moauHn € (i3ioNoriunoi cK1an0Boo opranismy moanHd. Jociimkenns
TOKCHYHOCTI y TBApUH HE IIPOBOIUIINCH.

Lleit sikapcekuii 3aci® 3acrocoByeTbes y mepioa BariTHocTi. Bimcyrtni mani womo iioro
IIKITHBOTO BILIMBY Ha Nepelir BariTHOCTI. Ui/ Ta HOBOHAPOGKEHOTO (KaTeropist A).

JIocaipkeHns TOKCHYHOCTI TPU OJHOPA30BOMY BBEJICHHI Y TBAPUH HE € 3HAYYIIMMH, OCKUILKH
BHCOKI JIO3U CIIPUYMHSIOTH  TimepBosemiio. JI0C/Hi/UKeHH TOKCHYHOCTI TIPH  [TOBTOPHHX
(DaraTopa3oBHX) BBEJIEHHSX Ta JOCIHI/PKEHHS eMOpioHanbHOI/(eTanbHoi TOKCHUHOCTI He €
MOJMKJIMBHMH Hepe3 IHJYKIIIO aHTUTi Ta iHTepdepeHiio 3 aHTuTiiaMu. Brums nikapchkoro
3ac00y Ha IMYHHY CHCTEMY HOBOHAPOKEHOTO He JOCIIKYBaBCSI.

OckinbKu 3a pe3ynbTatamMy KIiHIYHOTO JI0CBijly 3aCTOCYBaHHS iMyHOTNIOOYIIiB He MiATBepIIKeHA
IXHS KaHLEPOreHHa Jlisl, MPOBENEHHsS eKCHePHMEeHTATBHAX JIOCHIKEHb, 30KpEMa, 33 Y4acTIO
reTepoJIOriYHHX BHJIIB, He BBAKACTHCA HEoOXiTHIM. CTOCOBHO IeHOTOKCHYHOCTI, OCKIIbKH JI0Ua
PCUOBHHA JIIKAPCHKOTO 3aco0y € OLIKOM JIIOJIMHH, CTAHAAPTHI TECTH 3 FEHOTOKCHYHOCTI HE €
3aCTOCOBHUMH.

TR

IMYHOPO 6m3pko 40 pokiB 3aCTOCOBYEThCA Y KIHIUHIH IpaKkTHIL i Horo IIOGth ii! HOGI/@H%FI:
Yy Juosielt miATBepLKeHA KIIHIYHHM 0CBIJIOM 3aCTOCYBaHHS.

TakuxX 00CTAaBHH (l‘[l,[[TBepZ[}KEHHH KJTTHIYHU T JIOCBIT 3aCTOCYBaHHs nmapcw I"D
JaHi € OCHOBHHM BH3HAUYAILHUM (I)Ell(TOp()M JUTS OIIIHKY Oe3IeKH. 3‘.'- \

i PHIVBA




1) TOKCHYHICTE Y pasi onHOpa3oBOro
BBEJICHHSI

He 3acrocoBHO

2) TOKCHYHICTB Y pa3i MOBTOPHHUX
BBEJIEHD

He 3acTtocoBHO

3) reHOTOKCHYHICTD:
in vitro

He 3actocorno

in Vivo (BIIIFOYAIOUH JI0aTKOBY
OIIIHKY 3 TOKCHKOKIHCTHKH)

He 3acTocoBHO

4) KaHLIePOTeHHICTE!

He 3actocosno

JIOBIOCTPOKOBI JIOCTII JKEHHS

He 3acrocorHo

KOPOTKOCTPOKOBI JAOCTIIPKEHHS
a0 J0CIiIFKeHHS cepeIHbOT
TPUBAJIOCTI

He 3acrocosno

JOIATKOBI JOCII/DKEHHS

He 3acTocosno

5) penpo/lyKTHBHA TOKCUYHICTD Ta
TOKCHYHHH BIUIMB HA PO3BUTOK
[IOTOMCTBA:

He 3actocoBHO

BILIMB Ha (PepTHIILHICTD 1 paHHIH
eMOpIOHAJIbIHI PO3BHTOK

He 3acTocoBHO

eMOPIOTOKCHYHICTE

He 3actocoBHO

MpeHartalibHa i MOCTHATAILHA
TOKCHYHICTH

He 3actocosno

JIOCITIKEHHS, IIPH AKHX [Ipernapar
YBOJIHTBCS TOTOMCTBY
(HecTaTeBO3pLIIMM TBapUHAaM) Ta/abo
OIIHIOCTLCS Bijyiajena ais

He 3acrocosHO

6) MiClieBa IEPEHOCHMICTh

He 3acrocorno

7) IOAATKOBI JIOCIIIIKECHHS
TOKCHYHOCTI:

He 3actocosno

AHTHIEHHICTH (YTBOPEHHS aHTHTiN)

He 3acrocosHO

IMYHOTOKCHYHICTh

He 3zactocorno

JIOCTITKEHHS MeXaHI3MIB JiT

He 3actocosno

JIKapehKa 3a/IeKHICTh

He 3actocoBHO

TOKCHYHICTDL MeTa0oJIITIB

He 3actocoBHO

TOKCHYHICTH JIOMIIIOK

IIponec inakTHBALil/BHIATICHHS BipyCiB 3IiCHIOETHCS
3MIHO  IFOYMX KepIBHHLITB B JIKibKa eTamiB, M0
BKITIOYAIOTh, Cepel IHIIMX, COJBBEHT-IAETEePreHTHHIl
MeTOA iHakTuBauii BipyciB. CoJbBEHT-IeTepreHTHHIT
METOJ( IHAKTHBALT BIpyCiB BKJIIOYAE 3aCTOCYBAHHS TPH-
n-Oyrwindocdary  (TnBP) i  marpiro  xonary.
ExcriepumenTalibii ani mo/10 3acTOCOBYBAHHUX M1ij1 Yac
BHUPOOHHIITBA NiKapehKOro 3aco0y npoueyp
iHAKTHBAIT/BHTAICHH BlpyCIB BKJIIOYEHI JI0 Moty Iio- 3
Ta y3arajabHeHi y po3ini 2.3 3aransue pes -

Lli sBa KOMIIOHEHTH MPUCYTHI ¥ T'OTOBO

MePEBUIIYIOTh
TOKCHKOJIOTIYHOTO [OTEHINATy I

IIPOBEICHO 3a JOLOMOTOK0 {2\
6i6niorpadiunoro amamizy. YKommr




TOKCHKOJIOTIYHHX PU3UKIB [ IMX JIBOX JOMIIIOK TIpH
3aCTOCYBaHHI  aHTH-D  IMyHOrIOOYIiHY — JIIOAHHH
komnanii  KEIPIOH 'y jo3yBamni Ta pexmumi,
rnependavenux  TEparneBTHYHMM  3aCTOCYBAHHAM. He
BHSBJICHO.

1H1IE

He 3acTocoBuo

5. BHCHOBKH 11010 JIOKJIIHIYHOTO
BUBYEHHS

Autu-D iMynorno0ymin mpeactaeise coGoi0 MpomyKT
MPUPOJHOTO TOXOUKCHHSA, AKUA Oam3pko 40 poxis
3aCTOCOBYETBCSA Y MEAWYHIA MpPaKTHIU Ui ITACUBHOT
imynonpodinaktukn. Moro Gesmeka Ta e(PeKTHBHICTh
Oyiu jioBeleHi KJIIHIYHHM JOCBIZOM 3aCTOCYBAHHA Y
moziel. 3a Takux 0OCTaBMH JOCIIUKeHHS y TBapHH He
BBKAIOTBCA ~ JOUUIBHUMH,  OCKUIBKH  OTpHMaHi
pe3yabTaTH HE PO3IIMPATH AaHi Moo Oe3neuHoro ta
pallioHalbHOrO 3aCTOCYBAHHS JIKAPCHKOro 3acoly, fAKi
MiATBEP/KEeH] KIIHIYHAM JO0CBIZOM HOT0 3aCTOCYBAHHS,

3asBHUK

(BmacHUK peecTpariifnoro
IIOCBIUCHHS )

KEJIPIOH C.ILA.

/mionuc/

IpencraBuuk 3asBHuKa
Hupexrop TOB «I"emollnazmar»

(mmimac)

Pobepro Mapkyyui,
¥ YJIITODHAX [IHTAHb

HOaia ®POJIOBA




Annex 29

to the Procedure for conducting expert
evaluation of registration materials of
medicinal products applied for the state
registration (registration renewal) as well as
expert evaluation of materials on variations
to registration materials during the validity
of registration certificate

(article 4 of section I'V)

REPORT
on preclinical studies

1. Name of medicinal product
(number of Marketing IMMUNORHO
Authorization, if applicable):

1) type of medicinal product under | Full registration dossier. Medicinal immunobiological

which the registration has been product. Known active substance.
performed or is planned to be
performed

2) studies executed yes mno  ifnot, justify:

IMMUNORHO is a human anti-D immunoglobulin
(IgG) obtained from plasma from selected and
immunized healthy donors having antibodies against
erythrocyte D-antigen: it therefore contains specific
antibodies (IgG) against the D (Rh) antigen of human
erythrocytes.

Anti-D immunoglobulins are natural products used in
therapy for about 40 years as passive immuno
prophylaxis. Their safety and efficacy have been
clucidated in humans in a consolidated and wide
clinical cxpeueme Single dose toxicity testing in
animals is of no relevance since high doses result in
overloading. Repeated dose toxicity and embryo-foetal
toxicity studies are not practicable due to induction of,
and interference with antibodies. Since clinical
experience provides no hint for tumorigenic and
mutagenic effects of immunoglobulin, experimental
studies, particularly in heterologous species, are not
considered necessary.

The ICH guideline on preclinical experiments on
biotechnology-derived pharmaceuticals and plasma-
derived products clearly suggests, in fact. to reduce at
minimum the non-clinical safety packa&g,,ib; th«.sa
classes of heterologous proteins even.

guideline S6 (R1) — preclinical s fety
biotechnology-derived  pharmace tic{ﬁ
FMA/CHMP/ICH/?B1268/1998 De\:cm




first authorised in Italy on November, 1982 and has
been widely used in the clinical practice for a very long
time. The very good safety and tolerability profile of
the product in humans is therefore supported by clinical
experience and relevant pharmacovigilance records.

The most important safety issue of human anti-D
immunoglobulins, being a blood-derived product is
related to viral contamination. This aspect is managed
through selection and control of the blood donors.
testing of each donation, of plasma pools and of
finished product and through specific steps during the
manufacturing process, according to the state-of-the-art
knowledge and procedures. The viral
inactivation/removal process is carried out according to
the pertinent notes for guidance through a series of
steps including the solvent/detergent viral inactivation
process. The potential toxicity of two contaminants of
IMMUNORHO, derived from the solvent-detergent
treatment, TnBP and Sodium Cholate, has been
analyzed. No potential toxicological alerts emerged for
the two substances for the dosages and the treatment

schedules proposed during the therapeutic use of
IMMUNORHO.

Pharmacodynamic, pharmacokinetic and toxicological
properties of human anti-D immunoglobulin are well
known. The active substance of the medicinal product
(human anti-D immunoglobulin) has been in well-
established medicinal use with recognized efficacy and
an acceptable level of safety. As human anti-D
immunoglobulin is a widely used, well-known active
substance, no further studies are required, and the
applicant provides none. Overview based on literature
review is, thus, appropriate.

2. Pharmacology:

Anti-D immunoglobulins are natural products used in therapy for about 40 years as passive
immunoprophylaxis. Their safety and efficacy have been eclucidated in humans in a
consolidated clinical experience. In such conditions animal experimentation is not considered
relevant since it would not basically contribute to the safe and rational use of the product.
Moreover, IMMUNORHO is constituted of plasma-derived human proteins and according to
ICH guideline S6(R1) “Preclinical safety evaluation of biotechnology-derived
pharmaceuticals™ it is not pertinent to proceed to extensive pharmacological studies in animal
models due to induction of, and interference with antibodies [ICH guideline S6 (R1) —
preclinical safety evaluation of biotechnology-derived pharmaceuticals, 201 Iif A

1) primary pharmacodynamics NA
2) secondary pharmacodynamics NA DA
3) pharmacology of safety NA
4) pharmacodynamic interactions NA

3. Pharmacokinetics: \
Being IMMUNORHO a human protein, animal pharmacokinetics is not\ rele

‘:.\:‘\"..-.. 2
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pharmacokinetics of IMMUNORHO was studied in a clinical trial and data are reported and
discussed in the clinical report.

Pharmacokinetic studies in non-relevant species may be misleading and are discouraged.
Many biotechnology-derived pharmaceuticals intended for human are immunogenic in
animals. Therefore, the induction of antibody formation effects on
pharmacokinetic/pharmacodynamic parameters and is predictive compromised interpretation
of the data from the study [ICH guideline S6 (R1) — preclinical safety evaluation of
biotechnology-derived pharmaceuticals, 2011].

1) analytical methods and reports | NA
on their validation

2) absorption NA
3) distribution NA
4) metabolism NA
5) excretion NA
6) pharmacokinetic interactions

i NA
(preclinical)
7) other pharmacokinetic studies NA

4. Toxicology:

Anti-D immunoglobulins are normal constituents of the human body. No animal toxicological
testing has been carried out.

This medicinal product is used during pregnancy. No harmful effects are known with respect
to the course of pregnancy, the foetus and the neonate (category A).

In animals, single dose toxicity testing is of no relevance since higher doses result in
overloading. Repeated dose toxicity testing and embryo-foetal toxicity studies are
impracticable due to induction of, and interference with antibodies. Effects of the product on
the immune system of the newborn have not been studied.

Since clinical experience provides no hint for tumorigenic effects of immunoglobulins.
experimental studies, particularly in heterologous species, are not considered necessary.
Concerning genotoxicity, being the active substance a human protein, genotoxicity standard
tests are not considered applicable.

IMMUNORHO has been clinically used for about 40 years, and its good tolerability in
humans is supported by clinical experience.

For these reasons no nonclinical toxicity studies referring to the active substance are
necessary. It must be considered that in these conditions clinical data are the primary
determinant for safety evaluation.

1) single-dose toxicity NA

2) repeated dose toxicity NA

3) genotoxicity:
in vitro

in vivo (including supportive
toxico-kinetics evaluations)

4) carcinogenicity:




long-term studies NA
short- or medium-term studies NA
additional studies NA
5) reproductive and developmental

S NA
toxicity:
fertility and early embryonic

NA

development
embryotoxicity NA
prenatal and postnatal toxicity NA
studies in which the offspring
(juvenile animals) are dosed and/or | NA
further evaluated
6) local intolerance NA
7) additional toxicity studies: NA
antigenicity (development of :

o rz NA
antibodies)
Immuno-toxicity NA
mechanistic studies NA
dependence NA
toxicity of metabolites NA

toxicity of impurities

The viral inactivation/removal process is carried out
according to the pertinent notes for guidance through a
series of steps including the solvent/detergent viral
inactivation process. The solvent/detergent treatment
utilises  Tri-n-butyl-phosphate (TnBP) and Sodium
Cholate. Experimental data about viral
removal/inactivation  procedures used in  the
manufacturing process are included in module 3 and are
summarized in the Quality Overall summary (module
237,

These two components are still present in the finished
product with the limits

The toxicological potential of these two contaminants
was evaluated by comprehensive bibliographic research
and discussion. No potential toxicological alerts
emerged for the two substances for the dosages and the
treatment schedules proposed during the thempwm&g use
of Kedrion Anti-D IgG. e

other

NA

5. Conclusions on preclinical study

Anti-D immunoglobulins are natur"eﬂ
therapy for about 40 year




been elucidated in humans in a consolidated clinical
experience. In such conditions animal studies are not
considered relevant since it would not basically
contribute to the safe and rational use of the product.

Applicant
(Marketing Authorization Holder)
KEDRION S.P.A.




Jonarok 30

no [lopsaaxy npoBeseHus ekcniepTH3H
peecTpaniifHuX MaTepiaiiB Ha TiKapChKi
3aco0H, 1110 [ONAKOThCS Ha JIePIKaBHY
peecTpariio (mepepeecTpaniio), a TaKoK
€KCIICPTH3H MaTepialliB PO BHECCHHS
3MIH JI0 peecTpalifiHux MaTepiais
IIPOTATOM JIiT peecTpariiinoro
MTOCBITYCHHS

(myHKT 4 po3miny V)

3BIT

npo kjaiHiyHe Bunpodysanus KB038bis

1. Ha3Ba nixkapcekoro 3acoby (3a | IMYHOPO
HAsIBHOCTI - HOMEP
peecTpaiiftHoro MOCBiAYeHHs)
2. 3aaBHHK KEJZIPIOH C.IT.A.
JIOKAJIITA AW KOHTI, KACTEJIbBEKKIO
ITACKO!JIL, 55051 BAPT'A, JIVKKA (JIV), ITAJIISA
3. BupoOnuxk KEJIPIOH C.IT.A.

C.C.7 BIC KM. 19,5 - 80029 CAHT’AHTIMO (HA),
[TAJIIA

4. IlpoBeseHi 1oCiKeHHS:

W TaK O Hi SIKIIO Hi, OOIPYHTYBATH

1) Tun sikapenkoro 3aco0y, 3a
SAKHM IIPOBOIHIacs abo
IUIAHYEThCS peecTpartis

Jlikapcbkui 3aci0 3a NOBHUM 10Che (aBTOHOMHE
nocke). Mennunuii imynoGionorigauii npenapar.
Binoma niroua pedosuna.

5. IloBna Ha3Ba kiniHiYHOrO
BUIIPOOYBaHHsI, KOIOBAHHIA
HOMED KJIHIYHOTO
BUIIPOOYBAHHSA

Hocmimkenns (hapmaxokiHeTUKH aHTu-D
IMyHOIJIOOYJIIHY JIOAMHU ISl BHYTPILIHBEOM S30BOTO
BBEJICHHSI KOMITaHii KEJIPIOH. Binkpure,

HEKOHTPOJILOBAHE, HEPAHJOMIi30BaHe JOC/IiIKEeHHS
[ ¢dasm 3a yuactio Rh(D)-meraTuBHMX 310pOBHX
J100pPOBOJIBIIIB.

Ko unpobysanns: KB038bis (Homep BunpobyBanus
y 6a3i qanux EUDRACT: 2006-001167-36)

Bepcis npotokony BunpoOysanus: 24 mororo 2006

6. ®aza KIHIYHOTO
BUITPOOYBAHHSA

Gasza [

7. llepioJ npoeieHus
KJIIHIYHOTO BHIIPOOYBAHHS




8. Kpaiuu, e npoBomuiocs
KJIiHI4YHEe BUMTPOOYBaHHs

ITams

9. KinpkicTs g0ciipKyBaHHX

3armiaHoBana; 15
daxTiuna: 15

10. Meta ta BTOpuHHI 1ini
KIIIHIYHOTO BHIIPOOYBaHHS

Jocniukenns GpapMaKoKiHETHUHUX MapamMeTpis auTH-D
imynornoOyniny  Jnoxauuu  kommanii  KEJIPIOH
(IMYHOPO) mics 0JIHOKPATHOTO
BHYTPIIIHBOM 30BOT0 BBEJICHHS JIO3H, BiAMOBITHO 10
BUMOT CPMP/EMEA 3rIHO KEPIBHULTBA
CPMP/BPWG/575/99.

Bropunni mini:

1. JlocaukeHnst MHTTEBOI Ta BiACTPOUEHOI MicLEeBOT
MEePEHOCHMOCTI mics OJIHOKPaTHOTO
BHYTPIIINBLOM I30BOT0  BBEJICHHS JIIKAPCHKOrO 3acoby
IMYHOPO.

2. Ouinka 1106IYHUX ABHIIL, 1O BUSBIAIOTLCS Y KOPOTKI
Ta CepelHl CTPOKH [iC/s BHYTPIIIHEOM S30BOTO
BBezenns n1o3u IMYHOPO.,

11. Jnzaits KaiHigHOro
BUIIPOOYBaHHS

HepanyjomizoBane,  HeKOHTpOJIbOBAHE,  BiJAKpUTE
aociipkeHns | ¢pasu 3 0IHOKpaTHUM BBEIEHHSIM J103H

12. OcnoBHi KpuTepii
BKJIKOYEHH I

- 310poBi 100pOBOIIbIL

- Rh(D)-nerarusui cy6’ekTH

- Cratb: yonoiua abo xiHoua

- Bik Bin 18 mo 55 pokis

- HeraruBuuii pesynprar asamizy Kkposi Ha
nasgeuicThk BIJI Ta Bipycis remaruris A, B ta C

- Indopmosana 3roza

13. NocnijukyBanuii TiKapehbKui
3aci0, crocib 3acTocyBanus,
cuna aii

IMYHOPO ~ anrupesycnuit (D) imyHormoGymin
JIO/IMHM, [OPOIIOK 1 PO3YMHHUK JUISl PO3UHHY JUIS
1H’ €KLl U1 BHYTPIIIHBOM " SI30BOTO BBE/ICHHSI

14. [lpenapat nopiBHsHHA, J1034,
ciioci® 3acTocyBaHHs, cuia Jiii

He 3actocosno. Ile Hepan1oMiz0BaHe HEKOHTPOILOBAHE
JIOCII1JIKEHHSI

15. CynyTHs repariis

Ilix wac mpoBeneHHs MOCHiDKEHHs He mnepenbadeHa
KonHa cynytHs tepamis. CyG’ektaM, 3amyueHuM y
JOCIDKEHHs, MOKe OyTH NpH3HAUCHAa BHKIIKOYHO
Tepallis A JIKyBaHHS FOCTPUX 3aXBOPIOBalb, SKa He
BILTMBATHME  Ha papmaxoxiﬁemqﬂi Blfl\flipEOBaHHH'

16. Kpurepii oninku
e eKTHBHOCTI

MRT, Tmax Cl Vd




17. Kpurepii oninku Ge3neku

A) OO’ eKTHBHI 03HAKH MiCIIEBOT TEPEHOCHMOCTI Y MicIli
10 el

» 10YepPBOHIHHS

A

» HaOpsIKk
» TeMIieparypa mKipu

B) Cy0 eKTHBHI 03HAKH MiCIEBOT EPEHOCUMOCTI y MicIl
1H ekl
» OoJTicHI BIIMYTTS

# YYTIUBICTH

B) 3aranbHa KJIiHIYHA TEPEHOCHMICTD
JKUTTERO BaXKITHBI MOKA3HHKH,
» AprepianbHui KpoB' IHHH THCK
» llynee
» Temmeparypa Tisa

I') Hlonenne 3BiTyBaHHs npo MoOiYHI SBUILA

18. CraTuctuuni MeToaH

OnucoBuif, HEKOMIIAPTMEHTAJIBHUI aHaii3 (cepeaHe
3HAYEHHs, CTaHjapTHe BinxuieHHs (SD), koedimient
Bapianii (CV), meniana).

19. Jlemorpadiuni nokasHUKH
JIOCIIJDKYBAHOT TTOITYJIsALIT
(cTaTh. BiK, paca, TOIIO)

YV nocnipxenus Oyno  BkiroyeHo 15 3/I0POBHX
nobpososbiie: 10 ocib kiHowoi cTarTi 1.5 0cid 4os10BI4Oi
cTaTl.

14 cyG’exriB Oyiu eBpolieoiiHol pacu Ta 1 cy® ekt —
a31iCBKOI, cepe/iHiil BIK SIKUX CTaHOBHURB 36,3 poKH.

20. PezynbTaTi e(hpeKTHBHOCTI

PesyabTaTn gociaizkenns papmakokiHeTHKH
Cepe/iHe 3HAYECHHS KIHIIEBOTO 1EPIOLY HarliBBHBE/ICHHS
(/2 E) antu-D imynornoOyniny (IgG) IMYHOPO, mo
CIIOCTEPITaioch y IBOMY JIOCHIKEHHS, CKJIAI0
npudnu3Ho 22 1Hi, a Iepio HAiBBUBEICHHS CTAHOBUB
Bix 8 no 50 xHis.

Cepe/He 3HaueHHsi vacy IepeOyBaHHS CTaHOBHIIO
31 ngenb (33 aui y cyG’eKTIB JIOCHIKEHHS 3KIHOUOT
cTati). 3 oMy Ha Te, 110 TPHBATICTH CIIOCTEPEIKEHHS
cknanana 28 qHiB, HE MOYKHA BUKJIIOYATH, 10 BETUYHHA
CEpEIHBOr0 yacy nepedyBaHHs MOKe OYTH 3aHHIKEHOIO.

Cepenniti kniperac (CLobs) cranosus 17,1 mu/roa, a
06’em posnoniny (Vdobs) — 13,5 1. Takox BigmideHa
3HauYHa BHYTPIMIHLOCYO €KTHA BapiabenpHICTh IHX
napaMerpis (CLobs, CV =45,1%; Vdobs, CV = 64,8%).

21. PeayneTaTn Oe3mexkn

HOBmDMnﬁHOCﬂ PO YOTHPH HecepH03H1 HOQI,%HI ABHLILA,

JKapebKoro 3acoy.

CyTTeBUX 3MIiH y JKHTTEBO B&j
(KpoB’SIHHH THCK, HYJIBC Ta T 1{1
3a(ikcoBaHo. &




3a pesynbTaTaMu PyTHHHUX JIaD0paTOPHHUX aHAMI3iB, 110
BUKOHYBAJIUCS Il MOHITOPHHTY O€3NeKH, BUSBICHO
THUIC HE3HAYHY aHEMIIO BHACII/IOK BiIGOpY KPOBI.

22. BHCHOBOK (3aKJIFOUEHHS)

dapmakokineTuka Jikapeskoro 3acody IMYHOPO
nojibna  mo  QapmakokiHeTHkH  iHmmX  antH-D
IMYHOTI00YJIiHIB, 10 BBOJSTHCS BHYTPIIIHBOM'SI30BO
Ta Yy moAiOHMX KoHentpaiisx. ITomibHo 1o iHIMX
JTKapChKHUX 3aco0iB BIJIMIYAETHCA 3HAYHa
BHYTPIHBOCYO €KTHA BapiabelbHICTh, KA YaCTKOBO
MOKe OYTH NOsCHEHa PI3HHICIO Y Maci Ta Billi ocodu, y
IBHJIKOCTI  abcopOuii, posmojainy Ta  BHBEACHHS
(eniminanii) antu-D iMyHOTI00Y TiHY.
Brytpimiibom’si30Be  BBejcHHs  JliKapchkoro  3acofy
IMYHOPO He npu3BOAMTEL 10 3HAYHMX 3MiH JKHTTEBO
BAKIMBUX  [IOKA3HHKIB T4 IeMaToJoriyHux  abo
OloXIMIYHMX 11apaMeTpiB, a TaKokK He CIPHYHHAC
3anajlbHi peakuii y Micii BBe1eHHS.

3asBHUK (BIaCHHUK

peecTpauiifHoro

IIOCBLTYEHHS) /mionuc/

KEDRION S.P.A. :
(mijumc)

Ipencraguuk 3asBuuka

Jupexrtop
TOB «I'emollitazmax»

Pobepro Mapkyuui

KepiBHHK 2 peryJsiTOpHUX MHTAHL
(iM’s, ocasa)

H0ais ®POJIOBA



Annex 30

to the Procedure for conducting expert
evaluation of registration materials of
medicinal products applied for the state
registration (registration renewal) as well as
expert evaluation of materials on variations
to registration materials during the validity of
registration certificate

(article 4 of section IV)

REPORT

on clinical study KB038bis

1. Name of the medicinal product
(number of Marketing
Authorization, if applicable)

IMMUNORHO

2. Applicant

KEDRION S.P.A,

LOCALITA AI CONTI, CASTELVECCHIO
PASCOLL, 55051 BARGA, LUCCA (LU), ITALY

3. Manufacturer

KEDRION S.P.A.

S.8.7 BIS KM. 19,5 — 80029 SANT’ANTIMO (NA),
ITALY

4. Studies executed:

myes no  ifnot, provide arguments

1) type of medicinal products
under which the registration has
been performed or is planned to be
performed

Full registration dossier. Medicinal immunobiological
product. Known active substance.,

5. Complete name of the clinical
study, coded number of clinical
study

Evaluation of pharmacokinetics of Kedrion
intramuscular anti (D) immunoglobulin. An open label,
non controlled, non randomized, phase | study on Rh(D)
negative healthy volunteers.

Study Code: KB038bis (EUDRACT NUMBER: 2006-
001167-36

Study Protocol Version: 24 February 2006

6. Phase of clinical study

Phase |

7. Period of clinical study

from 24 May 2006 to 10

Ko,

8. The countries where clinical
study has been performed

£
Italy g

L
\



9. The number of subjects

planned: 15
actual: 15

10. Purpose and secondary
objectives of the clinical study

To evaluate the pharmacokinetic parameters of Kedrion
human anti-D immunoglobulin preparation
IMMUNORHO following a single i.m. injection, in
compliance with the information requested by the
CPMP/EMEA note for guidance CPMP/BPWG/575/99.

Secondary objectives:

l. To evaluate the immediate and delayed local
tolerability following single intramuscular injection of
IMMUNORHO.

2. To evaluate short, medium term adverse event reporting
after single i.m. injection of IMMUNORHO.

11. Design of clinical study

Non randomized, non controlled, open-label study with
single dose administration

12. Basic inclusion criteria

O Healthy volunteers

T Rh(D) negative subjects

[ Sex: male or female

[1 Age 18 to 55 years,

L1 Negative to blood testing for HIV, HAV, HCV and
HBV

Informed consent.

13. The investigated medicinal

product, method of administration,

strength

IMMUNORHO: human anti Rho (D) immunoglobulin,
powder and solvent for solution for injection for
intramuscular use

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

NA — this is a non-randomized non controlled study

15. Concomitant therapy

No concomitant therapy were allowed during the study.
To subjects may be prescribed only therapy needed to
treat acute disease not affecting the pharmacokinetic
measurements, in particular are excluded therapies with
immunoglobulin or any other plasma derivatives.

16. Efficacy evaluation criteria

Pharmacokinetic parameters: AUC (0-t), AUC (0-0)
AUMC (0-0), Cmax, Cmin, Tmax, MRT. t % o and B,
MRT, Tmax, Cl, Vd

17. Safety evaluation criteria

A) Objective signs of local %%ﬁb_{mi @,‘ﬂag injection site
P A
: NGB,

» reddening V&
» swelling by
> skin temperallgren

0

A




B) Subjective signs of local tolerability at the injection
site
~ tenderness
#  soreness
C) Overall clinical tolerability
Vital signs.
» Arterial blood pressure
» Heart rate
» Body temperature
D) Daily AE reporting.

18. Statistical methods

Descriptive, non compartmental analysis (mean , SD, CV,
median).

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

A total of 15 healthy volunteers were enrolled in the study:
10 were female and 5 male.

14 subjects were Caucasian and 1 Asian with a mean age
of 36.3 years.

20. Results of efficacy

Pharmacokinetics Results

The mean terminal elimination half-life (/2 E) of anti-D
IgG Immunorho observed in this study was about 22 days
and the half-life ranged from 8 to 50 days.

The average mean residence time was 31 days (33 days in
the female volunteers). Given the time-course of
observation (28 days), it cannot be ruled out that this may
represent an underestimate of the true residence time.

Average clearance (CLobs) was 17.1 ml/h and
distribution volume (Vdobs) 13.5 L. A large inter-subject
variability in these parameters was also observed (CLobs,
CV =45.1%:; Vdobs, CV = 64.8%).

21. Results on safety

Four mild and unlikely related adverse events were
reported.

No important changes in vital signs i.e. in blood pressure,
heart rate and body temperature were recorded.

The routine laboratory tests performed for monitoring
safety did only discover slight anemia due to blood
sampling.

22. Conclusions

The pharmacokinetics of IMMUNORHO is similar to that
of other anti-D immunoglobulin products injected
intramuscularly at similar concentrations. As observed
with other products there is however considerable inter-
subjects variability, only partially expig’j{ﬂgd'{;_'a@%ﬁ’-’q@er

products by weight and gender, in absof

injection of IMMUNORHO is
significant changes in vital signs an

—

A<



biochemical parameters, nor is it associated with local
inflammatory reactions at the site of injection.

Applicant (Marketing
Authorization Holder)

KEDRION S.P.A.

Roberto Marcucci

DU, Py
7T R 1
Regulatory Affairs Man

(&~



Jlonatok 30

1o Llopsiiky npoBeieHHsl eKCriepTH3H
peccTpalifHuX MaTepiaiis Ha NTiKapchbKi
3aco0H, 1110 MOJIAIOTHCS Ha IEPIKABHY
peecTpallito (MepepeecTpariio), a TakKoxK
CKCIEPTH3U MaTepialliB PO BHECEHHS
3MiH JI0 peecTpaniifHuX Marepiasib
NPOTATOM JiT peecTpartiifHoro
[IOCBIIUEHHS

(myHKT 4 posuiny IV)

3BIT

npo KjaiHiuHe Bunpodysanua KB065

1. Ha3Ba nixkapcbkoro 3aco0y (3a
HasBHOCTI - HOMEP
peecTpaniifHoOro MoCBiTYeHHs)

IMYHOPO

2. 3agBHUK KEJIPIOH C.I1.A.
| JIOKAJIITA AWM KOHTI, KACTEJIbBEKKIO
ITACKOJIL, 55051 BAPT'A, JIYKKA (JIY), ITAJIIA
3. Bupoouuk KEJIPIOH C.IT.A.

C.C.7 BIC KM. 19.5 - 80029 CAHT’AHTIMO (HA).
ITAJIIS

4. TlpoBeneHi 1OCIIKEHHS:

W TaKk O HI AKILO Hi, 00IpYHTYBATH

1) Tun nikapebkoro 3aco0y, 3a
SKHM [IpOBOJIMIacs abo
IUTAHYETLCS peecTpallis

Jlikapcbknit 3aci6 3a nOBHUM 10Che (ABTOHOMHE
noche). Menuunuii imyHo6i0I0T uHmMi 1penapar.
Bijoma airova peyosrua.

5. TloBHa Ha3Ba KIiHIYHOIO
BHIIPOOYBaHHs, KOJOBaHHH
HOMEP KJIIHIYHOTO
BUIIPOOYBAHHS

Binkpure, HEKOHTPOJILOBAHE, MYJIBTHLEHTPOBE
pocniyukenns  (Qasu Il 3 omiHKK eeKTHBHOCTI,
(hapmakokineTnkn Ta Ge3meKH JKapchbKOro 3acoby
IMYHOPO as1s nonepemxenns Rh(D) isoimynizanii y
Rh(D)-neratupnux  Baritnux  skinok 3 Rh(D)-
[IO3UTUBHUM I1JI0JI0M

Koz sunipoGysanns: KB065 (Homep BunpoGyBants y
6asi nanux EUDRACT: 2020-003570-49)

Bepcis nporokony sunpoGysanns: 03 six 30 uepsus
2021 p.

6. ®aza KiiHivHOrO
BHIIPOOYBaHHs

daza I11

7. llepioj npoBeieHHs
KIIHIYHOTO BUTIPOOYBaHHs




3arajbHa TPUBATICTH BHIPOOYBaHHS: NMpUOIH3HO 16
MICSIIIIB.

8. Kpainu, ne nposoiuiiocs
KJIiHIYHE BUITPOOYBaHHS

Itamis, [onbina, Yecska Pecniybiika, Yropumna, Pocis

9. KinbKicTh JOCTIHKYBaHHX

sarraHoBana: monaiimenme 200 nanieHTis, siki OyayThb
OIIHIOBATHCS

seuseensa: B R

10. Mera Ta BropuHHI 11111
KJIIHIYHOTO BUIIPOOYBaHHS

e Ominka  edekTHBHOCTI  JIKApCBKOro  3acoly
IMYHOPO s nonepeuents Rh(D) i3oimynizanii
y Rh(D)-nerarnsuux Baritaux skiHok 3 Rh(D)-
MO3HTHBHHUM 1UJI0JIOM

¢ Ouinka Oesmnexn nikapebkoro 3acody IMYHOPO ans
nonepepkenHs  Rh(D)  i3oimynizanii y  Rh(D)-
HeraTMBHUX BariTHUX KiHOK 3 Rh(D)-nosutusHum
J10JIOM

e Oxapakrepusysatu (papmakokinetuky (PK) antu-D |

IMyHOIJIOOYNiHY — JHOAMHM — [CHSL  BBEICHHS
IMYHOPO Rh(D)-HeraTUBHHUM BariTHUM JKiHKaM.

11. Jluzaiin KIIHIYHOTO
BHIIPOOYBaHHS

Binkpure, HEKOHTPOJILOBAHE, MYJIbTHIIEHTPOBE
JOCIIDKEHHS

12. OcHoBHI KpuTepil
BKJIFOYEHHSI

Kpurepii BkIouenms

e CyO’extH, Kl HepeJl BKIIOYEHHSM y BUIPOOYBAHHS
10OPOBLILHO Ha/IA/IH CBOIO MHCHMOBY 1H(GOPMOBaHY
3rojly 1 JI03BUJI Ha JIOCTYN J0 CBOIX MEPCOHAIBHUX
JaNuX 10J10 3/I0pOB’s 1Cas OTPUMaHHS HUMH yCiX
pO3’ACHEHb 1110/10 KJIIHIYHOTO BHIPOOYBaHHS, HK
TOr0 BUMAratoThb MICIIE€BI PETyJISTOPHI BHMOTH.

e Bik Bix 18 pokiB Ha MOMEHT CKPHHIHTY.

¢ leratusnuit pesyc-daxrop.

e Baritnicts: Big 25-ro (3 nepuioro 1o ¢bOMOro JHs)
210 26-T0 (1eHb CLOMUIT) THIKHSI recTaril.

e Herarusni Ha HasBuicTh aHTH-D AHTHTIL.

e Rh(D)-nozurusnuii i (Bkmovaroun D-crnabkuii Ta
D-nenoBuuii), 1o NiATBEpP/IKEHO pe3yibTaTaMu
[EPEUI0ION0BOr0  HEIHBA3MBHOTO TE€HOTHITYBAaHHS
[J10/1y/MaTepi.

e Ocobu, sKI MONKYTb JOTPUMYBATHUCSI IPOLEAYP
BUIIPOOYBaHHSL.

Kpurepii BuKmovenns
e [lonepenne BBeneHHs anTH-D  iMyHOrI00YIiHY
POTArOM 1€l BariTHOCTI.

e Aneprii Ta TsKKi peakuii Ha 11\;}@1‘??56

g

WiHH®. abo

v

IHIII TIpenapaTy KpPoBi B aHaMHe3 .,
e Awmmionenres, Oiomcis  Bop ﬁ/

KOPIOLIEHTE3, BHKOHaHI al@ . @@1 :

BUKOHAHHS 11i/1 4ac 1€l BariTHOCT T

o,



e Bigomi knminiuno smauymi anomanii marepi aGo
[UI07a, TaKl fAK MepeuicikKanis UIaleHTH JUIs ey
BariTHOCTI.

e [urpaonepaniitna  peindysis.,  Bukomana  a6o
3aIIaHOBaHa 10 BUKOHAHHS IT1/] Yac i€l BariTHOCTI.

e IlepenmBanns xpoi abo il KOMIOHEHTIB mpoTsroM
0 MiCsIIiB Bijl 10YATKy BUIPOOYBaHHS.

e Jliarnocrosana CEJICKTHRBHA HEJIOCTaTHICTE
iMynorno0yminy A (IgA) 3 anrurinamu jo IgA.

* Yuactb y Oy/b-sKOMY iHTepBEHUIHHOMY KIiHIYHOMY
BHIPOOYBaHHI  JIKAPCHKOrO  3ac00y/MeIi4HOro
BHpOOY y mepiojt npotsrom 30 auis a6o 5 nepioxis
HAIIBBUBEEHHSA, 3aJICKHO BiJ Toro, skmii mepiox
JOBILIHA, 10 HallaHHs iHGOPMOBaHOT 3ro/Iu.

* byjap-akuil iHIMI MeAMuHME cTaH, sKMil MOKe
BIUIMHYTH Ha OLIHKY pe3yJIbTaTiB JIOCIiDKeHHs abo
IHTEPIPeTAIlIIO TaHHX.

e bararorutizana BariTHicTb.

e Ocobm, sKi OTpUMAQIM  IICIJICHHS  SKHBOKO
ATCHYHOBAHOIO BIPYCHOIO BaKLMHOK MPOTAroM 2-4
THAHIB nepesl BBejaeHHsM IMYHOPO, afo sxi
TUIAHYIOTh OTPUMATH LIEIUICHHS IPOTATOM 3 MicAIlB
micJist OcTaHHBOrO BBeAeHHs IMYHOPO.

® 3JI0SKICHI ~ HOBOYTBOPCHHS B aHamHesl. 100
BHMAraioTh XipypriuHoro BTpYYaHHs, CHCTEMHOI
Tepanii abo ONMpOMiHEHHS, MPOTAOM HOTEPEenHiX
5 pokiB ab0 BBAKAIOTLCA TAKHMH, 10 HE JOCHTIIH

NOBHOT peMiciT (KpiM BHUAIKIB JIIKyBaHHs Oa3ajibHO- |

abo  MIOCKOKIITHMHHOI ~KapUHHOMH IKipH a6o
BUJIIKYBaHOT KAPLMHOMH MIHIKH MaTKH in situ).

e SIKIO Ha AYMKY JOCIII/IHHKA € IUTAHHS, SKi MOYXKYTh
ITOCTAaBHTH 11171 3arpo3y Gesnexy cy6’ekTa, BINTHHYTH
Ha BIAIIOBI/IHICTE CY0’€KTa BUMOram MpoTokomy ato
MOCTABUTH MiJ CYMHIB HamilfHicTh oTpUMaHMX
JTaHHUX.

e Hanexnicts 10 KEJIPIOH, KOHTPAaKTHO-
JIOCIIZIHMIBKOT  OpraHisanii. crmiBpoGiTHHKH Micis
MPOBC/CHHS  JIOCJI/UKEHHS, abo IxHi  pojmui,
He3&ICHKHO  Bij  Gesmocepennboi  ywacti y
JOCITIIHULIBKIH JisIbHOCTI.

13. JlocnmipkyBaHuit miKapehKui
3acib, criocif 3acTocyBaHHSL,
cuia qil

IMYHOPO — antu-D iMmyHOr106Yy1iH J110,1HH,
PO3YMH JUIs  IH'€KWiH IS BHYTPIIIHBOM S30BOTO
BBCJICHHI

14. Ilpenapar nopiBHsHHS, 1034,
cnoci0 3acrocyBanHs, cuia ail

. e o
He 3acTocoBHo. lle nepanjomizoBane y@e?ggtiqrpﬂgp,oiga_.ne
JIOCITIJDKCHHSI &2

15. Cynyrus tepanis

Brenenns THIIHX
3a00pPOHSIETBCS.




Ilicns  BeesenHss IMYHOPO imennenHs IKMBHMH
aTCHYHOBaHMMKM  BIDYCHHMH  BakUMHAMH  CJIij
TPOBOJIUTH HE paHille HIK uepe3 12 THKHIB.

16. Kputepii oninku
epekTuBHOCTI

[lepBunHIi KiHIeBI TOYKH eEeKTHBHOCTI:
e jionsa (cTymiHb) aHTH-D aHTHTIN, OlliHeHa uyepes
24 THOKHI TicIIs JIIKYBaHHS (OCTAHHS OTPUMAHa J1034).

BTopuuHi KiHIEeB] TOUKH e()eKTHBHOCTI:

® Jjonst (cTymine) antu-D aHTHTIN, oOuiHeHa uyepes
12 TwxuiB nicnst jikyBaHHsS (OCTaHHS OTpHMaHa
J103a).

®apMaKoKiHETHYHI KIHIEBI TOUKH

IlinnsraTuMyTh ONIHIN HACTYIIHI [TAPAMETPH:

® MakcuMallbHa KoHleHTparis (Cmax),

e muroma iy kpueoro (AUCO-inf).

* KiHUeBMI nepiosl HamiBBMBeeHHs (t1/2p) i mepion
Hanisposnmoiny (t1/24), y Bunmaaky Oinbme 1
KOMITapTMEHTA.

® BHIMMHUIA 3aranbHHUl KIIpeHC npenapary 3 Ia3sMu
MmicJist BHYTpilHBOM s130Bor0 BBeenus (CL/F),

® BUJIMMHH 3arajlbHH 00’€M po3noaiay mpemapary 3
MJIa3MH  TCIA  BHYTPIIIHEOM SI30BOr0  BBEJICHHS
(V/F).

17. Kpurepii oninku 6esnexu

e Kimbkicts cyG'ekTiB i3 noOiYHMMM sABHIIAMH, SKi
BMUMaraloTh HeBlJKJIauHoro JjikysaHus (Treatment
Emergent Adverse Events, TEAEs) (%) i uacTtka
cy0'ekTiB, y SKHX cHocTepiramocss MpHHAHMHI
| noGiune siBuILIE.

e Kimpkicts cyO'ektiB i3 cepio3HHMH NOGIYHHMH
seuiamMu (Serious Adverse Events, SAEs) (%) i
uacTKa cy0'eKTiB, y SIKHX crioctepiraiocs npunaiiMui
1 cepitozne nobiune aBuie.

18. CraTHeTHYHI MeTOTH

Onucosuii anasiz

19. lemorpadiuni nokazHuku
JOCITIKYBaHOT TTOTTYIISIIT
(cTath, BIK, paca, TOIIO)

Jlani BicyTHI — BUNIPOOYBaHHSA TPUBAE.

20. Pesynpratil e(heKTHBHOCTI

Jaui BijicyTHI — BUIIPOOYBaHHS TPHBAE.

21. PesynwraTn Oesneku

Jani BincyTHi — BUINpoOyBaHHs TPHBAC.
h_d:-‘"f = i

22. BucHOBOK (3aKJIIOYEHHSI)




3asBHUK (BJIACHUK
peecTpariifnoro
IIOCBITYCHHS )

12

/nionuc/

KEDRION S.P.A.

[IpencraBauk 3asBHuka
JupexTop
TOB «I'emollmazmax»

(migrmc)

PoGepro Mapkyuyi

KepiBHHK 3 peryiasiTopHUX [THTAHD
(iM’s1, TIocaza)

HO0uais ®POJIOBA



on

Annex 30

to the Procedure for conducting expert
cvaluation of registration materials of
medicinal products applied for the state
registration (registration renewal) as well as
expert evaluation of materials on variations
to registration materials during the validity of
registration certificate

(article 4 of section IV)

REPORT
clinical study KB065

1. Name of the medicinal product
(number of Marketing
Authorization,  if applicable)

IMMUNORHO

2. Applicant

KEDRION S.P.A.

LOCALITA AI CONTL CASTELVECCHIO PASCOLL.
55051 BARGA, LUCCA (LU), ITALY

3. Manufacturer

KEDRION S.P.A.

S.5.7 BIS KM. 19,5 — 80029 SANT’ANTIMO (NA),
[TALY

4. Studies executed:

Xyes no if not, provide arguments

1) type of medicinal products under
which the registration has been
performed or is planned to be
performed

Full registration dossier. Medicinal immunobiological
product. Known active substance.

5. Complete name of the clinical
study, coded number of clinical
study

Phase 111, Open-label, Uncontrolled, Multicenter Study to
Assess Efficacy, Pharmacokinetics and Safety of
IMMUNORHO in the Prevention of RhD Isoimmunization
in Rh(D) negative Women Pregnant with Rh(D) positive
Foetuses

Study Code: KB065 (EUDRACT NUMBER: 2020-
003570-49)

Study Protocol Version: 03 of 30 June 2021

6. Phase of clinical study

Phase 111

7. Period of clinical study

First Patient First Visit: 30 March ﬂ?‘ff’
Total study dulatlon apprommaté’g," 61

8. The countries where clinical study
has been performed

=



C ™\

9. The number of subjects

Planned: at least 200 evaluable patients
actual:

10. Purpose and secondary
objectives of the clinical study

* To assess the efficacy of IMMUNORHO in the
prevention of Rh(D) isoimmunization in Rh(D) negative
women pregnant with a Rh(D) positive foetus

e To assess the safety of IMMUNORHO in the prevention
of Rh(D) isoimmunization in Rh(D) negative women
pregnant with a Rh(D) positive foetus

¢ To characterize the pharmacokinetics (PK) of anti-D
immunoglobulin after IMMUNORHO administration in
Rh(D) negative pregnant women.

11. Design of clinical study

Open-label, Uncontrolled, Multicenter Study

12. Basic inclusion criteria

Inclusion Criteria

e Subjects who have voluntarily given written Informed
Consent and Authorization to Access Personal Health
Information after the nature of the study has been
explained according to local regulatory requirements,
prior to study entry.

» Age >18 years at the time of screening,

e Rh(D) negative.

e Pregnancy is at 25 (from day 0 to day 7) to 26 (day 7)
weeks gestation.

e Negative for anti-D antibodies.

e Carrying a Rh(D) positive (including Dweak and
Dpartial) foetus as determined by antepartum
foetal/maternal non-invasive genotyping.

e Individuals who can comply with study procedures.

Exclusion Criteria

e Prior administration of RhD immunoglobulin during the
current pregnancy.

e History of allergies or severe reactions to
immunoglobulins or other blood products.

e Amniocentesis, chorionic villus biopsy or cordocentesis
performed or planned for the current pregnancy.

» Known clinically relevant maternal or foetal
abnormality, such as placenta previa for the current
pregnancy.

e Intra-operative cell salvage performed or planned for the
current pregnancy.

e Blood or blood component transfusion within 6 months
of study entry.

e Diagnosis of selective IgA deficiency with anti-IgA
antibody. '

e Participation in any interventional(‘fﬁ'ngf viee &mﬁ;al
trial within 30 days or 5 half-livgs
prior to Informed Consent. ff ]

» Any other medical condition tha
study assessment or interpretati




* Multiple pregnancy.

e Live attenuated viral vaccine administration within 2-4
weeks before IMMUNORHO or planned within 3
months after the last administration of IMMUNORHO.

e History of malignancy requiring surgery, systemic
therapy, or radiation within the prior 5 years or
considered not in full remission (except for curatively
treated basal or squamous cell carcinoma of the skin or
cured cervical carcinoma-in-situ).

e In the opinion of the Investigator, have issues or
concerns that may compromise the safety of the subject.
impact the subject’s compliance with the protocol
requirements, or confound the reliability of the data
acquired.

e Be a Kedrion, CRO, clinical site employee, or their close
relative regardless of direct involvement in research
activities.

13. The investigated medicinal

strength

product, method of administration,

IMMUNORHO: human anti Rho (D) immunoglobulin,
Solution for injection for intramuscular use

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

NA — this is a non-randomized non controlled study

15. Concomitant therapy

The use of other Anti-D immunoglobulins administration
are prohibited.

After IMMUNORHO administration, a time interval of at
least 12 weeks must pass before use of live attenuated
virus vaccine.

16. Efficacy evaluation criteria

Primary Efficacy Endpoints

e Incidence of anti-D antibodies evaluated at 24 weeks
after treatment (last dose received).

Secondary Efficacy Endpoints

e Incidence of anti-D antibodies evaluated at 12 weeks
after treatment (last dose received).

Pharmacokinetic Endpoints

The following parameters will be evaluated:

e Concentration maximum (Cmax).
» Area-under-the-curve (AUCO-inf).
. Terminal Half-life (t1/2p) and distribution Half life

* Apparent total clearance of the dru
intramuscular administration (CL/
e Apparent total Volume of distribuf

plasma after intramuscular administra;
B
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17. Safety evaluation criteria

e Number of subjects with Treatment Emergent Adverse
Events (TEAEs) (%) and proportion of subjects
experiencing at least 1 AE.

e Number of subjects with serious AEs (SAEs) (%) and
proportion of subjects experiencing at least 1 SAE.,

18. Statistical methods

Descriptive analysis

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

Data not available — study ongoing

20. Results of efficacy

Data not available — study ongoing

21. Results on safety

Data not available — study ongoing

22. Conclusions

Data not available — study ongoing

Applicant (Marketing
Authorization Holder)

KEDRION S.P.A.

Roberto Marcucci
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