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

1. Name of the medicinal UMAN COMPLEX 500 TU/20 ml
product (number of Marketing

Authorization, if applicable)

2. Applicant KEDRION S.P.A.

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

3. Manufacturer

KEDRION S.P.A.

VIA PROVINCIALE (loc. BOLOGNANA) - 55027
GALLICANO (LU), ITALY

4, Studies executed:

W Yyes 0Ono 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. Known active substance.

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

Study code: S102-0494

Study title: Pharmacokinetics, Thrombogenicity and Safety of a
Double Viral Inactivated Factor IX Concentrate Compared to a
Prothrombin Complex Concentrate

6. Phase of clinical study

[I1

7. Period of clinical study

from 14/08/2000 (FPI) to 23/10/2000 (LPO)

8. The countries where clinical
study has been performed

Venezuela
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9. The number of subjects

planned: total planned enrolment wa524 haemophilia B
subjects. Bolz )
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actual: the actual enrolment was 12 subjects randomized (1:1
ratio) to receive either Uman Complex DI followed by Aimafix
DI first after al4 days- wash out period, or the mentioned
products in reverse order

10. Purpose and secondary
objectives of the clinical study

Pharmacokinetic Objective

* To compare the pharmacokinetic of a plasma derived factor
IX concentrate of Kedrion S.p.A. Aimafix DI (henceforth
Aimafix DI) and of a plasma derived prothrombin complex
concentrate of Kedrion S.p.A. Uman Complex DI (henceforth
Uman Complex DI), when administered intravenously to
haemophilia B patients.

Safety Objectives

* To evaluate the safety and tolerability of Aimafix DI and
Uman Complex DI, when administered intravenously to
haemophilia B patients.

* To evaluate the prothrombotic activity of both concentrates at
30 minutes, and 6 hours post infusion. For this purpose, any
increase in the markers of thrombin activation fragment
(F1+2), and thrombin-antithrombin (TAT) complex.

Efficacy Objectives

* To evaluate the haemostatic efficacy of both FIX containing
products in the management of acute bleeding events.

11. Design of clinical study

phase III, randomized open randomized-cross over study

12. Basic inclusion criteria

Inclusion criteria

1. subjects affected with severe haemophilia B, with FIX: C
activity <1 IU/100 ml of plasma; in a subsequent phase of the
study, subjects affected with moderate haemophilia B, with
FIX: C activity ranging between 1 and 4 [U/ 100 ml of plasma,
were also enrolled,

2. male, age 12 years and older,

3. apart from haemophilia B, normal medical history, physical
examination and vital signs,

4. hematology, serum chemistry and urinalysis within normal
range of the clinical laboratory used or, if outside the normal
range, considered not clinically significant by the Clinical
Investigator,

5. negative antibody against FIX: C,

6. subjects who had signed, or whose parengé)légél gﬁardiar'ls"' .'
had signed, a written informed consent for pparticipating in
protocol, and were available for all the visits schéduled in the' | |-
study. o\ e g ]
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13. The investigated medicinal
product, method of
administration, strength

Test product A

Kedrion S.p.A. Uman Complex DI., containing 500 I.U. FIX,
500 L.U. FII, and 400 L.U. FX per vial, reconstituted in 20
ml/vial. Viral inactivation was performed with
solvent/detergent (TnBP 0.3%/Tween 80 1%) and heating of
the lyophilized product at 100°C for 30 min.

The product was administered as an IV injection in the
subjects’ forearm.

Test product B

Kedrion S.p.A. Aimafix DI, containing 500 IU FIX per vial to
be reconstituted in 10 ml. The product is prepared from PCC
by affinity chromatography on immobilized heparin. Viral
inactivation methods are the same described in preparation A.

The product was administered as an IV injection in the
subjects’ forearm.

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

Not applicable, Uman Complex DI and Aimafix DI used as test
products

15. Concomitant therapy

Not applicable, Uman Complex DI and Aimafix DI used as test
products, no other products used

16. Efficacy evaluation criteria

In the second phase of the study, subjects who have
participated in the pharmacokinetic assessment were invited to
take part to a continuation study of 6 months of duration, in
which the subjects were treated exclusively with the
concentrate assigned at the end of the first phase of the study to
manage acute bleeding events.

17. Safety evaluation criteria

A second objective was to compare the systemic and local
acute tolerance of Aimafix DI and Uman Complex DI, after
intravenous administration to persons with haemophilia. Vital
signs, including body temperature, pulse, respiration and
supine blood pressure were determined prior to, during and
after infusion. At the same times, clinical observation and
adverse events were also recorded. The markers of the
activation of the hemostatic system were also to be determined
as safety measure in this study.

18. Statistical methods

6.9.1 Statistical Plan Described in the Protocol ...
Pharmacokinetics data were calculated accordmg to 'the ISTH
recommendations (Morfini 1991).

All pharmacokinetic parameters were stimmarize with mean,
standard deviation and 95% confidence intérval of mean for each.

combination of time with the different type of preparatlon




Data analysis was performed using STATA 7.0® (Stata
Corporation, 4905 Lakeway Drive - College Station, Texas
77845 USA).

Paired 2 tails Students t test was used to compare means of two
Products for each different pharmacokinetic parameters and was
used to evaluate the differences between the preparations A and
B in the potential thrombogenic behavior.

In the crossover analysis ANOVA model (Fisher’s test) was
used to compare means of concentrations of AUC between the
product A and B and to evaluate their bioequivalence. In this
model was considered Period effect, Treatment effect and their
interaction.

In safety analyses all reported P-values are two sided.
Significance was assessed with o set at 0.05. Statistically
significant results are flagged by their degree (*P<0.05;
P<0.01; ***P<0.001).

Analysis of Baseline Characteristics

Descriptive statistics (mean, standard error, median, minimum
and maximum) for age, height and weight at first study visit
were calculated for each Concentrate group.

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

12.1.1 Summary of Demography

Patient  Year of birth Weight (kg)

1 1968 79,7
2 1980 75
3 1985 48,5
4 1981 55,6
5 1984 58,8
6 1986 58
7 1986 61,7
8 1983 45,5
9 1988 36,6
10 1964 85
14 1973 73
12~ 1979 69
13 1982 53

* Withdrawal of consent

20. Results of efficacy

Follow-up period

During this six-months period, the patients rt‘:.ce_iv‘ed.a mean of ¥
16,925 Ul + 5927 of preparation A and 21,220 UI + 4761 of
preparation B. The majority of the bleeding episodes were

Pt



controlled with one infusion and all patients experienced
excellent response to factor IX.

21. Results on safety No adverse events were observed with high purity FIX Aimafix
DI. One patient experienced a mild bronchial asthma crisis
during PCC infusion, treated with aerosol inhaler. No anti-FIX
inhibitor was observed during the follow-up period.
Thrombogenicity studies were carried out as part of the safety
assessment. They showed that at 30 min post infusion, with
product A (Uman Complex) there was an increase in
prothrombin fragment F1+2 and TAT that was sustained at 6
hours, and only a marginal increase in TAT with product B
(Aimafix), that disappears at 6 hours. Other parameters tested
(D-Dimer, ATIII and Fibrinogen) did not show a significant
change during the observation period.

22. Conclusions The study results show that both Kedrion S.p.A. plasma
derived products containing factor IX, the high purity factor IX
concentrate Aimafix DI, as well as the prothrombin complex
concentrate Uman Complex DI evaluated in this study were
well tolerated; there was no evidence of inhibitor development
during the follow-up period with both products. The results of
PK evaluation showed significant differencies between the test
products including the lower AUC, an increased clearance and
diminished IR for the PCC concentrate. The FIX concentrate
Aimafix DI demonstrates lower thrombogemc markers than

Uman Complex DI. 4
Applicant ;
(Marketing Authorization Holder) é
KEDRION S.P.A. /X/ L ‘//m%«;f

(signature)

Roberto Marcucci
Regulatory Affairs Manager

(name)




Honartok 30

z1o [opsanxy npoBeaeHHs eKCepTH3H
peecTpanifHAX MaTepianiB Ha JiKapchki
3aco0u, IO NOJIAFOTHCS HA JIEPIKABHY
peecTpalio (epepeecTpario), a TaKoK
CKCIEPTH3H MaTepialliB PO BHECCHHS
3MiH JI0 peecTpanifiHiux MaTepiaiin
NPOTArOM Aii peecTpamiiinoro
[OCBIAUCHHS

(myHKT 4 posminy IV)

3BIT

Npo KJIiHiYHe BUNIPOOYBaAHHS

1. Haspa nixapchkoro 3aco0y
(3a HAsIBHOCTI - HOMEp
PeeCTpalifHOro MOCRiTYeHHS)

YMAH KOMIIJIEKC 500 MO/20 mn

2. 3as9BHHK KEJIPIOH C.IT.A.
JIOKAJIITA AW KOHTI, KACTEJIbBEKKIO [TACKOJTI,
55051 BAPI'A, JIVKKA (JIY), ITAJIIA

3. BupoOnuxk KEJPIOH C.ILA.

BIA TTPOBIHCIAJIE (srox. BOJIOTHAHA) - 55027
FAJUIIKAHO (JIY), ITAJILA

4. TIpoBeneHi AOCITiKEHHS:

mTaKk O Hi SKIIO Hi, OOTPYHTYBATH

1) Tan nixapeskoro 3acofy, 3a
SKHUM [poBoOIHIacd abo
IUIAHYETHCS PeECTpaltis

Jlikapcpkmit 3aci6 3a MOBHHM 0CkE (ABTOHOMHE JOCKE).
Binoma nitoua pewosuna.

5. IloBHa Ha3Ba KJIIHIYHOIO
BHIIPOOYBaHHS, KOJIOBaHUN
HOMEp KJIIHIYHOI'O
BUIIPOOYBAHHS

Konx sunpobysanus: S102-0494

Hassa  wiimivrOro  BumpoOyBamms:  ®apMakokiHeTHKa,
TPOMOOTeHHICTh Ta Oesneka KOHUEHTpaTy (aktopa IX
MOJBIHHOT BipyCHOI iHaKTHBAMil NMOPIBHAHO 3 KOHIEHTPATOM
NPOTPOMOIHOBOTO KOMIUIECKCY JIIOHHH

6. Pasa xiiniyHOrO
BUIIPOOYBaHHS

Daza II1

7. Ilepion npoBenenus
KJIIHIYHOTO BUNIPOOYBaHHS

14 ceana--‘Z.'OO-O"p, —23 okoBTHA 2000 p.

8. Kpainu, ne mpoBoaitocs
KJIiHIYHE BUIIPOOYBaHHS

Benecyena; 4

o,

oy




9. KinbkicTh mociimKyBaHuX

3artaHoBaHa: 24 narientu 3 remodiniero B

akTHUHA: (aKTHUHA KiIBKICTH BKIIOYEHHX Y BHIPOOYBAHHS
namieHtiB — 12 pamnomizoBaHux cy6’eKTiB (CITBBiHOLIEHHS
1:1), sixi orpumysamn Yman Kommeke micis etany oTpHMaHHS
npenapary Aimadike Ta nepioay BiIMHBKH TpHBATicTIO 14 nHIB
(abo npuiiom nmpemapatiB y 380pOTHOMY TOPSIIKY).

10. Mera ta Bropussi mini
KJIIHIYHOTO BUIIPOOYBAHHS

Lini 3 ornsigy dhapMakokiHETHKH

* IlopiBusinnsa dapmaxoxiHeTHKH KOHIEHTpATY (haxTopa IX 3
mnasmu siroaunn Aimadike, komnanii KEJIPIOH C.ILA. (nami —
Aimadike), Ta KOHIEHTPATy IPOTPOMGIHOBOTO KOMILIEKCY 3
miasmu iroauan Yman Kommreke, komnanii KEJIPIOH C.IT.A.
(mayi — Yman Kommnexc), y mauientis 3 remodiniero B mpu
BHYTPIIlIHHOBEHHOMY BBEJICHHI.

Iini 3 ornsiny Gesmexu

* Ouinka 6e3nexy Ta IEPeHOCHMOCTI npenapatiB AimMadike Ta
Yman Kommiekc y mamientiB 3 remodimiero B mpm
BHYTPILIIHEOBEHHOMY BBEICHHI.

* Ouninka TpomMGoTHUHOI aKTHBHOCTI 060X MpemapaTiB uepes
30 xBumuH Ta 6 roauH micng iHQysii. JInsg mporo BH3HAYAIH
Oynb-sike 30iMpINeHHS MapkepiB axkTHBamii TpoMGiHy —
¢parmentiB nmpotpom6iny (F1+2) Ta kommekcy TpoMOiH-
antuTpomOin (TAT).

[ini 3 ornsany edexTHBHOCTI

* Ouinka reMocTaTH4YHOI e(heKTHBHOCTI 060X Mmpenapartir, mo
MicTath pakrop koarymamil IX, s sikyBamHS rocTpHX
KPOBOTEH.

11. luzaiin KJiHIYHOTO
BUIIPOOYBaHHs

paHIOMi30BaHe BiJIKpUTE IIepeXpecHe JocIiuKkeHns hasu 11

12. OcnHoBHI KpuTepii
BKJIFOUCHHSI

Kpurepii BkinroueHHS

1. mauienru 3 ToKKoI0 QopMmoro remodinii B, y skux piBeHB
(axropa F IX: C B miasmi cranosuts Merme 1 MO/100 mit; Ha
HACTYITHOMY €Tarl JOCJIKEHHS TaKOX 3aly4aIuch Nalli€cHTH 3
noMipHoto opmoro remodinii B, y sikux pisers dakropa F IX:
C B mna3mi cranoBuB Bix 1 1o 4 MO/100 mu,

2. malieHTH Y0JI0Bi401 crati BikoM Bix 12 pokis,

3. OKpiM 3aXBOpPIOBaHHS HA reModiio B namienTt NOBHHEH MaTH
HOpMAlbHUA aHAMHE3, 3alO0BiIBHI Pe3yIbTaTd - MEAHYHORO
OTJIAly Ta OCHOBHI IIOKa3HUKH CTaHY oprammy, ¢

4. pe3yNbTaTH reMaTOJIONI9HIX JOCIIJUKEHE, XIMIYHOTO apayizy |

KpOBl Ta cedi B paMKax HOPMH, B lHIIIOMy BHHa,HKy Ha pOSCy,Z[ | 5




BITIOBI/IJIBHOrO JIOCTiJHMKA (AKIIO Ha HOro JyMKy TaKi
BiJIXUJIEHHS HE € KJIHIYHO 3HAUYIIHMHU),

5. HeratuBHi auTuTiNa 10 F IX: C,

6. martienTy abo 1x 6aThKU/3aKOHHI OIKYHM HAJAH THCEMOBY
iHpOpMOBaHY 3Oy Ha y4acTh y KIiHIYHOMY JOCTIIKSHH] Ta
Oyiu NpUCYTHI Ha KOXKHOMY BI3HTi, 3aIJJaHOBAHOMY B pamKax
JIOCIIIKEHHS.

13. NocnimkyBanmii HocmipkyBannit npenapar A
TiKapceKuii 3acib, croci6

aacToCyBaRNs, CiIa, i Ilpenapar Yman Kommneke, xommanii KEJIPIOH C.ILA., mo

mictuts 500 MO daktopa koarymsmii IX, 500 MO dakropa
koaryssii 1T ta 400 MO daxropa koarymsiii X y doakomi,
BinHOBJICHOMY y 20 M po3uMHHHMKA. BipycHa iHakTHBamis
COJIBBEHT-JleTepreHTHUM MeTonoM (TnBP 0,3%/Tween 80 1%)

Ta HarpiBaHHAM Jiodinizary nporsrom 30 XB npu Temmeparypi
100 °C.

Ilpeniapat  BBOJAMIIM ~ BHYTpINIHBOBEHHO y  HEpeAmIiuus
nalieHTa.

HocnimkyBanuit mpenapar B

[Ipenapar Aimadike, komnanii KEJJPIOH C.ILA., mo MicTHTB
500 MO ¢axropa koarysnii IX y dbnakoni mwis BinHOBIEHHS Y
10 M pozunnnuka. [Ipemapar BHrOTOBIEHHH 3 KOHIEHTPATY
nporpombiHoBoro  kommiekcy (KITK) wmeromom  adinnoi
Xpomarorpadii Ha iMMmoO6imizoBaHoMy remapuni. MeTtomn
BipyCHOI iHaKTHBANIl Taki X gK i JuIsA mpemapary A.

llpemapar  BBOOMIIM ~ BHYTPINIHBOBEHHO Yy  HeperTivds

maIfieHTa.
14. Ilpenapar nopiBHsSHHS, He 3acrocosno. Ilpemapatn Yman Kommiekc Ta Aimadike
71034, c1ocib 3acToCyBaHHS, BHKOPHCTOBYBAIM y AKOCTI JOCII/DKYBAHHX JKAPCHKHX
cuia aii 3aco0iB.
15. CynyTHs Tepamis He 3acrocoBno. ¥V AKOCTi JIOCITIKYBaHHX JIKapchKHX 3aco6iB

BUKOpHCTOBYBamH YMaH Kommiekce ta Aimadike, xomui immmi
NpenapaTy He 3aCTOCOBYBAIH y TOCIiKEHH].

16. Kputepii ominku Y onpyrii  ¢asi [OCHi/DKEHHS [AaIlieHTaM, 3alyyeHHM V
eexTuBHOCTI JOCIIJUKEHHS. 3 OiHKM  dapMakoKiHeTHKH,  OyIIo
3alpOMOHOBAHO B3ATH YYacTbh y IPOJOBKEHHI JOCHIPKEHHS
TPHUBAJIICTIO 6 MICAIIB, y IKOMY MAII€HTIB TiKyBaIX BUKIFOYHO
KOHIIEHTPATOM, IO OYB 1M IpU3HAYEHHI B KIHIT nepriof (bazn
JOCTIKeHHS JUIsl IIKYBaHHA TOCTPHX KpOBOTe'-I

17. Kpurepii ouinku Gesnekn | Jlpyroro MeTOr JOCTiIKEHHS GYII0 HOpiBHH_HHSI CHCTEMHOT Td |
MICIIEBOI TOCTpOi IepeHOCHMOCTi mpemapaTis Aimadike Ta
Yman Komiuieke micns BHYTPILIHBOBEHHOTO ' BBEICHHS

naienTaM 3 remModiniero. OCHOBHI  [OKA3HMKY _ CTamy 4



Opramismy, Taki Sk TemIlepaTypa Tila, IyJIbC, YaCTOTa AHMXAHHS
Ta apTepialbHUi THCK BUMIPIOBAIIH 10, 1111 9ac Ta micms iHdys3ii.
PazoM 3 Tum 3jificHIOBanM KIiHIYHE CHOCTEpEXEHHS 3a
MallieHTaMH Ta peecTpyBanmd mobiumi peakmii. Y  skocrti
KPUTEPIFO OE3MEKH B LbOMY AOCII/UKEHH] BU3HAYAIM MapKepH
aKTHBALIl CHCTEMH reMoCTasy.

18. CtaTucTHuHi MeTomu

6.9.1 CTaTHCTHYHMIL IVIAH, ONMCAHMIT B IPOTOKOJI

Hani  dapmakoKiHeTHKE po3paxoOByBalM BiAMOBIAHO 0
pexoMeHzauii  MixnHapogHoro ToBapucTBa  (axiBIiB 3
TpoMbo3y Ta remoctazy (ISTH) (Morfini 1991).

Yei  dapmakokineTHuHi mnapamerpu Oymm mifcymMoBaHi i3
CepelHiM 3HA4YEHHSAM, CTAHAAPTHHM BimXuneHHsM i 95 %
JOBIPYHM iHTEPBATIOM CEPEIHBOTO 3HAYEHHS JUIST KOJKHOI
KOMOiHaIl] 9acy 3 pi3HHM THIIOM IIpEIapary.

AHaJli3 JlaHUX IPOBOJIMIIHA i3 3acTocyBaHHAM nporpamu STATA
7.0 (Stata Corporation, 4905 Lakeway Drive - College Station,
Texas 77845 USA).

Tlapnauii 2-xBocToBuii t-rectT CThIO/IEHTa BAKOPUCTOBYBAIH JULS
HOPIBHAHHA CepPelHIX 3HAYCHb KOXKHOTO (PapMaKOKiHETHYHOTO
napameTpa JBOX MpenapariB, o0 OIiHAUTH BiJMIHHOCTI MIX
npernaparamu A Ta B B vacTHHI 1X noTeHIiHHOL
TPOMOOTeHHOCTI.

Y mepexpecHOMY aHAli3i Ul NMOPIBHSHHS CEpe/HIX 3HAUYEHB
konuentpaniii AUC npenaparis A i B, a Takox 111 OmiHKH iX
0loeKBiBaIEHTHOCTI BUKOpUCTOBYBaH Mozedb ANOVA (tect
®imepa). 3a Jonomoror miei Mojeni OmiHIOBAIH ehekT
nepiofdy, NiKyBajibHu eeKT Ta iX B3aeMOiIO0.

Vei orpumani B ananizi Gesrexn P-3Ha4YeHHS € TBOCTOPOHHIMH.
3HayumicTh omiHIOBaNM 3a ymoBH o = 0.05. CTaTHCTHUHO
3Ha4MMI pe3y]bTaTH [O03HAdYeHi iX piBHem (*P < 0.05; **P <
0.01; ***P <0.001).

AHaui3 6a30BHX XapaKTEepPUCTHK

Jns KOXHOI rpynM mHaiieHTiB, siKi NpWHMAl KOHIEHTPAT,
PO3paxoByBa/ld OIKMCOBI CTATUCTHYHI JaHi (CepeHe 3HAYEHHS,
CTaHIapTHa 1Moxubka, MeliaHa, MiHIMaJIbHE Ta MaKCHMAaIbHE
3HAUCHHsI) 100 BiKYy, 3pOCTY Ta MacH Tijla Iijl Yac MepuIoro
Bi3HTY.

19. Jlemorpadiuni nmokasauxu
JOCJIJKYBAHOT TOMYJISALT
(crats, BiK, paca TOIIO)

12.1.1 Pe3rome nemorpadgivaux noKasHHKIB

MNauienT Pik HapomkeHHa Bara (kr)

1 1968 79,7
2 1980 s
3 1985 /.0 485
4 1981/ ./ 555
5 1984 58,8




6 1986 58

7 1986 61,7
8 1983 45,5
9 1988 36,5
10 1964 85

1 1973 73
12* 1979 69

13 1982 53

* BioknukaHnHs 3rogu

20. Pesynbratu edexTuBHOCTI

ITepion crioctepexeHHs

IIpoTsiroM boro MecTHMICsSIHOrO IepioTy MaIieHTH OTPUMAITH
B cepenHboMy 16 925 MO + 5 927 npenapary A ta 21 220 MO
+ 4 761 npenapary B. Binbmicts enizonis kpoBoTey mikyBaimn
3a  JOMOMOror  ofmiel imdy3il, i y Bcix namieHTis
crocTepiranach BiMiHHa KITiHiYHa BiAMOBiAE Ha pakTop IX.

21. Pe3ynbraTu Oe3nexu

Ilpu nikyBamHi BHCOKOOUHINEHMM (hakTOpoM Koarymwimii IX
Aimadikc xoIHMX MOOIYHHX peakiiif He crocTepirazocs.
3a)ikcOBaHO ONMH BHIAJOK JIEFKOrO Hanaay GpoHXianbHOL
actmu mig gac indysii KIIK, skuit jgikyBamu 3a J0IOMOTORO
aepo30JIBHOrO iHranaTopa. IIpoTsarom nepiomy crnocrepexeHHs
’KOJIHOTO BHNIAJIKy YTBOPEHHs iHTi6iTOpiB (hakTopa Koarymsmii
IX He 3adikcoBano.

JlocHizxkeHHs TPOMOOr€HHOCTI TIPOBOJMIIM Y paMKax OLiHKH
Oesnexu. LI DoCTiJUKEHHS NPOAEMOHCTPYBATH ITiABHINEHHS
nporpomGinoBoro ¢parmenta F1+2 Ta xommuiekcy TpoMmOiH-
anTuTpoMOiH (TAT) uepes 30 xBuimH nicis indysii npemapary
A (Yman Kommekc), ske 36epiraiocsk mpotsrom 6 romud, i
JHMINC HE3HaYHE [MiJBUINEHHS pIBHS KOMIUIEKCY TpoMOiH-
auTuTpoMOiH (TAT) nicns BBenenns npenapary B (Aimadixc),
AKMH 3HMKaB 4depes 6 roguH. Inmmi nokasuuku (JI-mumep,
aututpoMOin III Ta ¢ibpunoren) icrotHo He 3MiHIOBaHCS
IPOTArOM MEPIOJY CIIOCTEPEIKEHHS.

22. BHCHOBOK (3aKJIIOYEHHSI)

Pesynbratn  nocmipkeHHS — mpojeMoHCTpyBamu  106py
NePeHOCHMICTh 000X IpemapariB 3 IUIA3MH KPOBi KOMIIaHIT
KEJIPIOH C.ILA., sxi Mmictse akTop IX — BHCOKOOUHMIIEHHT
KoHIeHTpar ¢akropa IX  Aimadikc Ta  KoHIenTpar
IIPOTPOMOiIHOBOrO Kommekcy Yman Komiuieke; mpoTarom
NEpiojly  CIOCTEPEKEHHS JKOJHWX  BHIAZIKIB . yTBOPEHHS
iHribiTopis e 3apeecTpoBaHO I 060X ' IIpemapartis.
Pesynbraty (papMakoKiHeTHYHOI OIIHKE HpOAEMOHCTPYBAIH
ICTOTHI BiAMIHHOCTI MiX JIOCI/DKYBaHUMH. TIpeliapaTaMu, y
TOMy 4HCIi Hyk4e 3HadenHs AUC, 30UibeHHs KIipeHcy Ta
3MEHIICHHS 4acy HEralHOro BMBIIBHEHHS JUIS KOHIIEHTpATY
IPOTPOMOIHOBOrO  KOMIUIEKCY. Y  mopiBHsAHHI 3 YwmaH




Kommnexcom — kommemtpar  daxropy IX  Aimagike
MPOJEMOHCTPYBaB O1JIblI HU3bKI TPOMOOTreHHI MapKepH.

3agBHUK

(BnacHux peecrpaniiinoro
ITOCBITUCHHS )

KEJPIOH C.I1.A.

ITpencraBuuk 3assBHHKA
Hupexrop TOB «I'emollizazmay

/nionuc/

(mizrmwc)

Podepro Mapky4ui
KepiBHHK 3 peryisTopHuX HTaHb
(im’s1, mocana)

I0ais ®PPOJIOBA




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 the medicinal product UMAN COMPLEX 500 IU/20 ml
(number of Marketing Authorization,
if applicable):

1) type of medicinal products under  |Full registration dossier. Known active substance.
which the registration has been
performed or is planned to be
performed

2) studies executed yes L Bils) if not, justify:

Prothrombin complex concentrate factors have been
used as substitution therapy in the treatment of
congenital and acquired deficiencies for more than 40
years. Prothrombin complex concentrate factors (human
coagulation Factor II, IX and X) are normal constituents
of the human body. Their safety and efficacy in humans
have been elucidated throughout a consolidated and
wide 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.

In animals, single dose toxicity testing is of no
relevance, since higher doses result in overloading.
Repeated dose toxicity testing in animals is
impracticable due to the interference of developing
antibodies to the heterologous protein. Since clinical
experience provides no indication of tumorigenic and
mutagenic effects of human plasma prothrombin
complex factors, experimental studies, particularly in
heterologous species, are not con51dered necessary

The ICH guideline on preclinical’ exper;ments on
biotechnology-derived pharmaceuﬁcals and plasma-’.;
derived products clearly suggests//in fact, to -reduce at
minimum the non-clinical safety pagk ge“fof:j"thesw
classes of heterologous proteins even in case of! new.’#




development products (Please refer to Annex I: “ICH
guideline S6 (R1) — preclinical safety evaluation of
biotechnology-derived  pharmaceuticals Step 5"
EMA/CHMP/ICH/731268/1998, December 2011).

This is even more valid for UMAN COMPLEX which
was first authorised in Italy on August 12th, 1976 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 prothrombin
complex concentrates, 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
UMAN COMPLEX, derived from the solvent-detergent
treatment, TnBP and Tween 80 (Polysorbate 80), 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 UMAN COMPLEX.

Pharmacodynamic, pharmacokinetic and toxicological
properties of human prothrombin complex are well
known. The active substance of the medicinal product
(human prothrombin complex) has been in well-
established medicinal use with recognized efficacy and
an acceptable level of safety. As human prothrombin
complex 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:

Prothrombin complex concentrate factors have been used as substitution therapy in the treatment
of congenital and acquired deficiencies for more than 40 years. Prothrombin complex concentrate
factors (human coagulation Factor II, IX and X) are normal constituents of the human body. Their
safety and efficacy in humans have been elucidated throughout a consolidated. atid wide clinical
experience. In such conditions, animal experimentation is not considered re,levant smce it would
not basically contribute to the safe and rational use of the product. : 0

Moreover, UMAN COMPLEX is constituted of plasma-derived human ‘pmtpms and ﬁccordmg

to ICH guideline S6(R1) “Preclinical safety evaluation of | bmtech‘nology derwed




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 1].

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

3. Pharmacokinetics:

Being UMAN COMPLEX concentrates of human proteins for intravenous administration,
animal pharmacokinetics is not relevant. Clinical pharmacokinetics of UMAN COMPLEX 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 on  |NA
their validation

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

7) other pharmacokinetic studies NA
4. Toxicology:

Prothrombin complex concentrate factors are physiological constituents of the human body. In
animals, single dose toxicity testing is of no relevance, since higher doses result in overloading.
Repeated dose toxicity testing in animals is impracticable due to the interference of deyeloping
antibodies to the heterologous protein. Even doses which are largely higher than . those
recommended in man per kg of body weight do not show any toxic effects in experlmental
animals. Since clinical experience provides no indication of tumorigenic; and’ mutagenic effec’ts:-.
of human plasma prothrombin complex factors, experimental studles partlcu!arly m
heterologous species, are not considered necessary. R :
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UMAN COMPLEX has been clinically used for more than 40 years. Its good tolerability in

humans is therefore 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: NA

in vitro

in vivo (including additional NA

evaluation on toxicokinetics)

4) carcinogenicity: NA

long-term studies NA

short-term studies or medium-term NA

studies

additional studies NA

5) reproductive toxicity and toxic NA

postnatal development exposure:

effects on fertility and early embryonic|NA

development

embryotoxicity NA

prenatal and postnatal toxicity NA

studies in which the medicinal product [NA

is administered to the breed (immature

animals) and/or the long-term effect is

evaluated

6) local tolerance NA

7) additional toxicity studies: NA

immunogenicity (development of Not performed: UMAN COMPLEX has been c'l“lnklcally'

antibodies) used for more than 40 years, and its good tolerablhty m
humans is supported by clinical expemence EY )



immune toxicity Not performed: UMAN COMPLEX has been clinically
used for more than 40 years, and its good tolerability in
humans is supported by clinical experience

evaluation of mechanisms of action ~ |Not Applicable: physiological constituents of the

human body.
drug dependence NA
toxicity of metabolites Not performed: UMAN COMPLEX has been clinically

used for more than 40 years, and its good tolerability in
humans is supported by clinical experience.

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 system
applied is constituted by Tri-n-butyl-phosphate
(TnBP)/Tween 80 (Polysorbate 80).

These two components are present in the finished
product with the limits of h respectively.
The toxicological potential of these two contaminants
was evaluated by comprehensive bibliographic research
and discussion (See Module 2.4). No potential
toxicological alerts emerged for the two substances for

the dosages and the treatment schedules proposed
during the therapeutic use of UMAN COMPLEX.

other NA

5. Conclusions of preclinical study UMAN COMPLEX is natural human plasma-derived
product used in therapy for more than 40 years. Its
safety and efficacy have been elucidated in humans in
a consolidated clinical experlence In such. COTldlIIOIlS
animal experimentation is not considered relevant since
it would not basically contribute to the safe and rational | .
use of the product. Baly \
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1o llopsaKy npoBeneHHs eKCIIepTH3H
peecTpaliifHuX MaTepiaiB Ha JTiKapchKi
3ac00H, 10 NOJAIOTECS HA ICPIKABHY
peecTpallilio (epepeecTpariio), a TaKoxK
CKCIIEPTU3H MATEPialiB PO BHECEHHS
3MiH JIO peecTpalliffHuX MaTepiaiis
IPOTSrOM Iil peecTpaniifHoro
IOCBITYEHHS

(myHKT 4 po3miny IV)

3BIT

NPo JOKJIIHIYHI JOCTIPKEHHA

1. Ha3pa nikapcekoro 3aco0y (3a
HasBHOCTI - HOMEp peecTparliifHoro
IIOCBITYEHHS):

YMAH KOMITJIEKC 500MO/20 mn

1) Tun mgikapcpKOro 3acody, 3a SKUM
IpoBojIacs abo IIaHy€EThCS
peecTpariist

Jlixapcekuif 3aci6 3a HOBHUM J0CHE (ABTOHOMHE JJOCHE).
Binoma niroua pedoBuHa.

2) mpoBezeH] JOCITiIKEHHS

O Tak m Hi SIKLIO Hi, OOTPYHTYBATH:

Konnenrpar ¢axropiB mpoTpoMGiHOBOro KOMILIEKCY
moHa] 40 poKiB 3aCTOCOBYIOTH Y MEAMYHIN IMPaKTHIN IS
3aMICHOI Tepamii mpu JiKyBaHHI Bpo/pKeHOi Ta HaGyTol
HEJOCTAaTHOCTI  (akTopiB  koarymsamii. Konmenrpar
(akropi np0Tp0M61HOBoro Komiuiekcy (daxropu II, IX ta
X) € IpUPOHIMH CKIIaOBUMH OpraHi3My JIOZHHH. Moro
Oesmeka Ta e(eKTHBHICTB JUIst JIOAWHU Oynu HOBeneHi
KOHCOJJJOBAHMM Ta IIMPOKAM KIIHIYHHM JIOCBiZOM
3aCTOCYBaHHsA y MoJeH. 3a Takux 0OCTaBHH JOCIIKEHHS
Y TBapHH HE BBAXKAIOTLCS JOLIIBHIMH, OCKIJIBKH OTPHMAaHI
Pe3yNbTaTH HE pPO3LIMPATH JaHi 1040 OesneuyHoro Ta
palioHaTBPHOI0 3acTOCYBAHHs JIKApPCLKOro 3acoby, sKi
MiATBEPIAKEH] KIIHIYHAM JIOCBIZIOM 3aCTOCYBaHHS.

HocikeHHs: TOKCHYIHOCTI pa3oBOi JI03H y TBAapHH He €
HOLIJIBHHMH, OCKIIBKM BHCOKI JIO3H CIIPHYHHSIOTH
rinepsonemiro. JIoCiiKeHHS TOKCHYHOCT] IIPU IIOBTOPHHUX
(6araTopa3oBHX) BBENECHHSX Y TBAPHH HE € MOKIHBHMH
4yepe3 iHTep(epeHNilo AHTHTIN, [0 YTBOPIOIOTHCA JIO
rereposioriugoro Ginka. OCkilBKH 3a  pe3yibTaTaMu
KJIHIYHOTO JNOCBILY 3aCTOCYBaHHS (axTopis
IPOTPOMOIHOBOTrO KOMIUIEKCY JIOAMHY HE ITiJTBEpIKEHA
IXHS KaHLEpOr'eHHA Ta MyTareHHa I, MPOBEICHHS
CKCTIEPHMEHTANIBHEX JOCIi/DKEHb, 30KpEeMa : 3 y4acTio
IETEPOJIOTIYHUX BU/IB, HE BBAXKAETHCS HeoﬁmeHM

HacranoBa MixuapogHoi Kombepeﬂuu 3 I‘apMOHISaI.lﬂ;
TEXHIYHHX BHMOT JIO peecTparii mxapcmcﬂx 33005113 ISt |
mopnett  (ICH)  momo JIOKJ'[[HI‘-IHHX ﬂocmmKeHL
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0l0TEXHOJIOrIYHUX TpENapariB Ta NiKapchKUX 3acoOiB,
OTPUMaHHX 3 IUIAa3MH KPOBi JIFOJHHH, PEKOMEH/IYE 3BECTH
0 MIHIMYMY KiIBKICTh JOKTIHIYHHX JOCTIUKEHEL 3
Oesneku s [UX KIAciB reTepoIoriYHuX GLIKIB HABITE I
HOBHUX JiKapchKHX 3aco0iB (nuB. Jomatok I: «HacraHoBa
ICH 86 (R1) - jokiiHiyna owiHka Ge3mnexkd
OioTexXHONOriYHMX  JIKApCHKHX  3acobiB, eram  5»
EMA/CHMP/ICH/731268/1998, rpyuens 2011).

Lle Ginbmioro Miporo akTyalbHO i IuIs JliKapehKkoro 3acoby
YMAH KOMIUIEKC, wo 6yB BIepiie 3apeecTpOBaHHI B
Iranii 12 cepmua 1976 poky Ta mHPOKO 3aCTOCOBYETLCA B
KIIHIYHIH OpakTHIi mpoTsArom TpuBatoro yacy. To6ro
nysxe no0puit nmpodine Ge3mexu Ta MEPEHOCHMOCTI IBOTO
JIKapchKOro 3aco0y y Imofed MmijTBep/KeHO iHoro
KIIHIYHAM  JOCBIZIOM Ta BIJNOBIAHAMH HaHUMH 3
(bapmakoHarsimy.

HalipaxxmuBilme — muTaHHs ~ Oe€3meKH  KOHIEHTpATiB
MPOTPOMOIHOBOrO KOMIUIEKCY JIOAMHH, OTPMMAHOTO 3
IJIa3MH KPOBI JIIOIMHH, CTOCYETHCA BipycHOT 6e3nmexu. Ile
NIMTaHHS BHPIIIYETHCS 3aBISKH BinGOpy Ta KOHTpOIIO
ZIOHOPIB KPOBi, CKPHHIHTY (TECTYBAaHHIO) KOXKHOI MOpIIii
JNOHOPCHEKOI  IUIa3MM, IYTiB IUIa3MH T4 TOTOBOTO
JIKapceKoro 3acoby Ta 3aCTOCYBaHHIO Cy4YacHHX Ta
eEeKTUBHHX 3aXOMiB Ta MPOLEAYp IiJ dYac MpoIecy
BUPOOHULITBA JIKapChKOro 3aco0y. [Tpouec
IHaKTHBallil/BUaeHHss BipyciB 3IiHCHIOETBCS 3rifHO
JiIOUMX KEepiBHUUTB B JEKiIbKA €TalliB, [0 BKIFOYAIOTH,
cepesl IHIIMX, COJNBBEHT-AETEPreHTHHI METO/l iHAKTHBALlil
BipyciB. ¥ 3B’f3Ky 3 UuM, OyJI0 NPOBEIEHO OILIHKY
TOKCHKOJIOTTYHOTO MOTEeHIiay JIBOX JIOMIIITOK
nikapcekoro 3acoby YMAH KOMIUIEKC, orpuManux
BHACJIiZIOK COJIbBEHT/ IETEPreHTHOI'0 METO/LY iHaKTHBALil
i3 3acTocyBaHHsIM TpH-n-6yTHIGOCchary (TnBP) i Triny 80
(ITomicopGary 80). Kopuux MOTEHIHHHX
TOKCHKOJIOTIYHHX DPH3HKIB, MOB’S3aHHX 3 LIHMH JBOMA
NOMIIIKAMH, TIPH 3aCTOCYBAHHI JIIKApCBKOTO 3acoly
YMAH KOMIUJIEKC y pgosyBauni Ta pesxmMi,
nepeadayeHUMH  TEPAalleBTHYHHM  3aCTOCYBaHHAM, HE
BUSBIICHO.

dapmakoguHAMIYHI, bapMakoKiHeTHYHI Ta
TOKCHKOJIOT14Hi BJIACTUBOCTI poTpoMOiHOBOTO
KOMIUIEKCY JIIOMMHH € noOpe Bimomumu. Jlitoga peuosuHa
JIIKapchKOro 3aco0y (IIpOTPOMOIHOBHIA KOMILIEKC JIFOIMHH)
3aCTOCOBYETbCS B KJIHIYHIM mpakTHmi gk Taka,
e(peKTHBHICTE AKOI € BH3HAHOIO Ta PiBEHL GE3IIEKH SKOT €
NpUAHATHUM.  OCKUTBKM  MpOTPOMOIHOBHM ~ KOMILUIEKC
JIOJMHM € LIMPOKO 3aCTOCOBHOIO B KJAiHI4HiM TIpakThi,
no0pe BiZIOMOIO JiIOYOI) PEYOBHHOIO,, HKOMHI MOAATBII
NOCTi[UKEHHs HE BHMAraloThes.| « ToMy —3BiT, 100
IPYHTy€eThCA Ha Gibmiorpadianomy aHam3i, € JIOPEUHUM.
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2. dapmakosoris:

KOHueHTpaT (haxTopiB npoTpoMOiHOBOTO KOMIUIEKCY OHAX 40 POKiB 3aCTOCOBYIOTH Y MEIHUHIi
TIPaKTHI s 3aMiCHOT Tepamil mpu JiiKyBaHHI BPO/DKEHOT Ta HaGyTOI HEZOCTATHOCT (axropis
koaryysuii. KonneHtpar ¢akropis nporpombinoBoro kommiekcy (daxropu II, IX ta X) €
HpHpO)IHIMH CKIalOBMMH Opranismy moxuau. Horo 6esnexa ta ebextusuicTs s moxuau 6yim
JIOBe/IeHI KOHCOJIIOBAHAM Ta WIHPOKUM KIIHIYHHM JOCBIIOM 3aCTOCYBAaHHS y JIOJEH. 3a Takux
00cTaBuH JI0C/iIKCHHS y TBADUH HE BBAYKAIOTHCS JIOIIIBHUMH, OCKIIbKH OTpHMaHl pe3yJbTaTH He
POSUIMPATL JaHi MO0 GEe3NeYHOro Ta PallioHATBHOTO 3aCTOCYBAHHS JIKapehKOTo 3acoly, sk
MiTBEP/KEH] KIIHIYHHM JIOCBIZIOM 3aCTOCYBAHHSI.

Bimem Ttoro, ockimeku YMAH KOMIIIEKC ckiamaetbess 3 GUIKIB 11a3Mm KpPOBI JIFOJIMHH,
Binnosinno o HactanoBu ICH S6(R1) «JlokiiHiuHa ominka Ge3nekd 6i0TEXHOTOTIYHHX
MKapChKHUX 3acoBiB», HPOBENEHHS OOIIMPHUX (apMAKONOTiYHUX HOCIiIKEHD y TBapuH He
JOLiJIbHE uepes IHIYKUIF0 aHTHTIN Ta iHTepdepenwio 3 antuTinamu (Hactanora ICH S6(R1) —
AOKMIHIYHA OIliHKa Ge3mekn Gi0TeXHOIOrYHMX JTiKapehKuX 3aco6is, 2011).

1) nepBuHHa (apMakoIHHAMIKa He 3acrocosHo
2) BTOpHHHA (hapMakoauHaMiKa He 3actocoBHO
3) dapmakosoris Oe3mexu He 3actocoBHO
4) papmakomuHamMivyHi B3aeMomil He 3actocoBHO

3. ®apmakoKiHeTHKa:

Ockimbxkn YMAH KOMIUIEKC € koHueHTpaToMm GUIKIB JIFOMMHM IS BHYTpIIIHBOBEHHOTO
BBCJICHH, JIOCII/UKEHHS (h)apMaKOKIHETHKH y TBapHH He MOLUIbHI. KiiHiuny hapMakokiHETHKY
nikapekoro 3acody YMAH KOMIUIEKC pocnimkysany y KIiHigHOMY BHIPOOYBaHH], faHi 010
SIKOTO MPMBEJIEH] Ta OIiHeH] y 3BiTi po KIiHiuYHe BUIIPOOyBaHHS.

Pesynbratn hapMakOKiHETHYHHX JIOCIIDKEHD y HEPEJIEBAHTHUX BUIiB MOXKYTh Oy TH XHOHAMH i He
PEKOMEHYrOThCs. baraTo nikapepkux 3aco6iB 6i0TeXHOIOrYHOTO TOXOKEHHS /TS 3aCTOCYBAHHS
JIOAAM € IMYHOTEHHHMH Ui TBapHH. ToOTO iHJAyKIis YTBOpEHHS AHTHTLI BIUIMBAE Ha
apmakokiHeTHUHI/papmMakouHaMiuHi apaMeTpu Ta He € MPOTHOCTHYHO I[HHOK IIpH
inTepnperanii nanux gocimimkenus (Hacranosa ICH S6(R1) — nokiiHiuea oniHka Gesmexku
0i0TEXHONOTiYHHX JIIKAPCHKUX 3ac0biB, 2011).

1) aHaNITHYHI METOJUKH Ta 3BITH He 3acrocoBHo
10710 1X Bauiijganii

2) BCMOKTYBaHHS He 3actocoBHO
3) posmomin He 3acrocoBHO
4) merabounizm He 3acrocoBHO
5) BUBEJICHHS He 3acTocorHo
6) GapmakokiHeTHYHI B3aEMOIIT He 3actocoBHO
(moxtiHiuHi)

7) inmi papMakoKiHeTHYHI He 3acTocoBHO
JIOCTI KEHHS

4. ToxcHKONOTISA:

Konuentpar ¢axropis nporpomMbiHOBOro koMmruiekcy € (i3ionoriyHor CKIamoBOIO OpraHizmy
THO/HHH. JIOCHi/UKEHHS. TOKCHYHOCTI NPH 0JIHOPAa30BOMY BBEJEHHI y TBAPHH HE € 3HAYYIIUMH,
OCKUIBKH BHCOKi JIO3H CIIPHYMHAIOTH rinepBoseMiro. JlOcHi/keHHs TOKCHYHOCT] IPH MOBTOPHKX
(baratopa3oBuX) BBEIEHHSX y TBADUH HE € MOMIMBHMH dYepes inTephepeHItilo- aHTHTLL, 110
YTBOPIOIOTECS 10 reTepoioriqHoro Oinka. HapiTe 103w, 110 3Ha4HO NCPEBHIIYIOTh PEKOMCHAOBAH
JUIA IOOMHHA Ha | K- MacH Tinma, He JEeMOHCTPYIOTH OYIb-1KOi TOKCHYHOT Aily miggocmiaHuxX
TBapuH. OCKiJIBKM 32  pe3ymbTaTaMH  KIiHIYHOTO  JIOCBimy 3aCTOCYBAHHS d)aKTopJB
IPOTPOMOIHOBOTO KOMIUIEKCY JIFOJMHHM He TiATBEpIKeHa TXHs KaHIEPOTeHHa Ta MyTareHHa aii,
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IIPOBECHHA CKCIICPHMEHTAIBHUX ,Z[OCJIi,E[}KCHb, 30KpEMa 3a y4acTio I‘eTepOHOFi‘IHI/IX BHIIiB, HE

BBAXKAETHCSA HEOOXITHIM.

YMAH KOMIUIEKC mnonang 40 pokis 3aCTOCOBYETBCA Y KIIHIYHIA npakTumi i #ioro no6pa
MEePeHOCHMICTS Y JIozelt MATBEp/KeHA KITIHIYHAM JOCBiIOM 3aCTOCYBaHHS.

3 WX IPHYHH JOKIIHIYHI JOCTi/KEHHA TOKCHYHOCTI jiiouoi PEUOBHHH HE € HeoOxinuumu. 3a
TaKkX 0OCTAaBHH (ATBEP/PKEHHH KIiHIYHUI JOCBiA 3aCTOCYBAHHS JTIKapCHKOro 3aco0y) KIiHidH
JaHI € OCHOBHHM BH3HAYAILHUM (AKTOPOM IS OLIHKH GE3IEKH.

1) TOKCHYHICTE Y pa3i 0JHOPa30BOro
BBEJICHHS

He 3acrocoBHO

2) TOKCHYHICTE Y pa3i MOBTOPHUX
BBEJICHB

He 3actocoBHO

3) reHOTOKCHUHICTBD:
in vitro

He 3actocoBuO

in vivo (BKJIFOYAIOYH J0JaTKOBY
OIIHKY 3 TOKCHKOKIHETHKH)

He 3actocosHO

4) KaHUEPOTeHHICTh:

He 3acrocosHO

JIOBIOCTPOKOBI JOCTIIKEHHS

He 2actocorno

KOPOTKOCTPOKOBI JOCTIiIKEHHS
abo MoCHi/DKeHHS CepeaHbOT
TPUBAJIOCTI

He 3acTocoBuo

JONATKOBI JOCHIIKEHHS

He 3acTocoBrO

5) penpoyKTHBHA TOKCHYHICTE Ta
TOKCHYHHI{ BILIMB HA PO3BHTOK
IIOTOMCTBA:

He 3acTtocoBHO

BILIMB Ha GepTHIIBHICTE 1 paHHik
eMOpiOHAJIbHUIT PO3BUTOK

He 3actocoBrO

eMOpIOTOKCHYHICTh

He 3actocosHO

NpeHaTaIbHa 1 MoCTHATAIBEHA
TOKCHYHICTH

He 3acrocosHO

JOCTIIKEHHS, IPH SKHX Mperapar
YBOAHUTHCS MOTOMCTBY
(HecTaTeBO3piUM TBapHHAM) Ta/abo
OLIHIOETLCS BiUIaIeHa Jis

He 3actocosno

6) MicIieBa NepeHOCHMICTE

He 3actocorno

7) IOOAaTKOBI AOCIIIKEHHSI
TOKCHYHOCTI:

He 3acTtocoBHO

AHTHIE€HHICTE (YTBOPEHHS AHTUTI)

He pocnimxysanmacas: YMAH KOMIUIEKC mnonan
40 poKiB 3aCTOCOBYETBCS y KIIiHIYHIM mpakTHIi i HOro
nobpa NepeHOCHMMICTh Y  JIOAe#  MijTBep/rKeHa
KJTIHIYHHUM JOCBIZIOM 3aCTOCYBaHH.

IMYHOTOKCHYHICTB

He nocnmimxysamacs: YMAH KOMIIJIEKC mnonan
40 poKiB 3aCTOCOBYEThCS Y KIiHIUHIN mpakTumi i #oro
mobpa mepeHOCHMICT y  moel _-TijTBepiikeHa
KJIIHIYHHM JJOCBI/IOM 3aCTOCYBaHHS. £

JOCIIJDKEHHS MeXaHi3MiB Jiii

He 3acTOCOBHO: IPUPOTHS CKIIa/10Ba, opraH13My MIOAUHH,

TiKapchKa 3aIeXKHICTh

He 3actocoBrO




TOKCHYHICTE MeTabO0IiTIB

He pocmimxyeanacs: YMAH KOMIUIEKC monan
40 pokiB 3aCTOCOBYETBCS y KJIiHi4HiN MpakTumi i Horo
n00pa  MepeHOCHMICTB y  Jmomeil  miaTBepKeHa
KJIIHIYHUM JOCBIZIOM 3aCTOCYBAHHS.

TOKCHYHICTE JOMIILIOK

I[Ipouec iHaxTHBawil/BHIaNeHHs BipyciB 3/iHCHIOETHCS
3riHO [iIOYMX KEepiBHHUIITR B JEKiNbKa eTamiB, 0
BKIIFOYAIOTb, CEpeJl IHIIHX, COJNbBEHT-J€TePreHTHHI
MeTol iHakTHBawil BipyciB. CoJibBEHT-I€TepreHTHHI
METOJ iHaKTUBallil BipyciB BKIIIOYAE 3aCTOCYBAHHS TpHU-
n-Oytunpocdary (TnBP) i Tsiny 80 (TTomicopbary 80).

Li 1Ba KOMIIOHEHTH IPHUCYTHI ¥ TOTOBOMY JIIKAPCHKOMY
3ac00i B JOIYCTHMHUX 3IMIIKOBHX KiIBKOCTSX, IO HE
IEPEBUILYIOTh _ BIZITIOBITHO.

OmiHKY TOKCHKOJIOTIYHOIO TOTEHIaly IMX JBOX
IOOMILIOK IPOBEAEHO 3a JOMOMOIOK KOMIIJIEKCHOTO
Oibniorpadiunoro amanizsy (Monyns 2.4). Kopaux
NOTEHIIHHUX TOKCHKOJIOTIYHMX PH3HKIB JUIS LHX JBOX
JIOMIIIOK IIPH 3aCTOCYBaHHI JTiKapchKkoro 3acoby YMAH
KOMIUIEKC y nosyeanHi Ta pexuMmi, nepeadadyeHHX
TEpANeBTHYHHM 3aCTOCYBAHHAM, HE BHABIIEHO,

iHIIE

He 3acTocoBHO

5. BUCHOBKH W00 JOKIJIIHIYHOTO
BHBYEHHS

YMAH KOMIUIEKC € mnpoaykTtoM NpHPOJHOTO
MOXO/DKEHHS (3 I1a3MH KpOBI JHO,IIHHH) SKHH TIOHAL
40 poKiB 3aCTOCOBYEThCH y MeMuHiH mpaxtwii. Moro
Oesmexka Ta e(peKTHBHICTH OyNH HOBeJEH] KIIHIYHMM
JOCBIJIOM 3aCTOCYBaHHS y JOAeH. 3a Takux OOCTAaBHH
JOCTI/DKEHHS. Y TBAapHH HE BBAXKAIOTHCS JOIITBHHMH,
OCKINIBKM OTPHMaHi pe3yIbTaTH He pO3LIMPATH JaHi
moa0 Oe3MeYHOr0 Ta palioHATBHOIO 3aCTOCYBaHHS
JNiKapchKOTro 3acoly, sKi MiATBEpIKEHI KITiHIYHHM
JIOCBi/IOM HOro 3acTOCYBaHHS.

3asBHHUK
(BJITaCHMK peecTpaliifHOro
TTOCBI[YEHH)
KEJIPIOH C.ILA. Inidnuc/
(mignuc)
Pobepro Mapkyuui,

[IpencraBuuk 3asBHHKA
Hupexrop TOB «I'emollnazmax

I(e zBHHKB CIYIATOPHUX IIHTAHD
(lMﬂ nocaza)
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