Non-Clinical Study Report

1. Name of medicinal product (Marketing
Authorisation number, if any):

CUTAQUIG, 165 mg/ml, solution for injection

1) type of medicinal product for which
registration was conducted or planned to be
conducted

Human normal immunoglobulin (SClg)

2) conducted studies

X vyes
! no ;if no, provide rationale

2. Pharmacology:

1) primary pharmacodynamics

Evaluation of Octanorm 16.5% in a dose response study
design against Streptococcus pneumoniae in a mouse sepsis
model, Study Report No.: RR-059-13 (non-GLP), Fidelta
Ltd., Zagreb, HR-10000, Croatia

# The objective of this study was to test efficacy of
Octanorm given subcutaneously at three different dose
levels (165, 330 and 660 mg/kg) in the mouse sepsis model
induced by Streptococcus pneumoniae ATCC 6301 in CD1
female mice.

# The test item and the negative control (human albumin)
were each administered by subcutanous injection to mice
48 hours before intraperitoneal challenge with different
dilutions of S. pneumoniae.

# Animals were observed for six days following inoculation
and mortality was recorded.

# The concentration of Streptococcus pneumoniae was
determined by the dilution plate method.

# Mice were inoculated with a bacterial load ranging from
3.9 x10° to 0.39 CFU (colony forming units) per mouse.

# Octanorm showed strong, dose dependent protection
following intraperitoneal infection with a range of
inoculum sizes. Complete protection against infection with
S. pneumoniae ATCC 6301 was observed up to 39
CFU/mouse for 165 and 330 mg/kg, and up to 3.9x103
CFU/mouse for 660 mg/kg Octanorm.

# In conclusion, Octanorm at doses of 165, 330 and 660
mg/kg s.c. administered showed a strong, dose dependent
effect in 5. pneumoniae ATCC6301 induced intraperitoneal
sepsis in mice.

2) secondary pharmacodynamics

no

3) safety pharmacology

Examination of Octanorm 16.5% for thrombogenic
properties in rabbits, based on Wessler et al. (1959),
Study Report No.: 29972 (GLP), LPT - Laboratory of
Pharmacology and Toxicology GmbH &Co KG, 2147
Hamburg, Germany
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# Octanorm was screened for its potential thrombogenid
properties in a venous stasis model in rabbits based on
Wessler et al. (1959).

# Two batches of Octanorm were tested at a dose of 400
mg/kg BW and intravenously injected as a bolus. FEIBA
(human plasma fraction with Factor VIIl inhibitor bypassing
activity from Baxter) served as a positive control item to
ensure the sensitivity of the test system. Physiologic saline
served as a negative control substance. 5 animals per groupl
were tested.

# Both batches of Octanorm did not show any
thrombogenic effect.

Assessment of cardiovascular effects and potential for QT
interval prolongation after single administration of
Octanorm 16.5% in telemetered dogs, Study Report No.]
29971 (GLP), LPT - Laboratory of Pharmacology and
Toxicology GmbH &Co KG, 2147 Hamburg, Germany

# The aim of this GLP-study was to assess the cardiovascular
effects and the potential for QT interval prolongation of
Octanorm 16.5% in telemetered Beagle dogs following a
single subcutaneous administration of 500 mg/kg BW.

# Cardiohaemodynamic parameters, physical activity and
body temperature were measured 24 hours prior to dosing
(baseline and predose) and 72 hours post dosing.
Haemodynamic data, physical activity and body
temperature were reported in 5-minute intervals.
Electrocardiography (ECG) data were reported in 4-hour
intervals (baseline) and for the time-points 5, 15 and 30 min
and 1, 2, 3 and 4 hours after dosing. Treatment values were
compared to the corresponding predose values.

# A single subcutaneous administration of 500 mg / kg body
weight Octanorm had no effect on blood pressure or ECG
parameters and no potential for a prolongation of the QT
interval in telemetered dogs.

4) pharmacodynamic interactions no
3. Pharmacokinetic properties:

1) analytical procedures and reports on their  |no
validation

2) absorption no
3) distribution no
4) metabolism no
5) elimination no
6) pharmacokinetic interactions (non-clinical)  |no
7) other pharmacokinetic studies no




offspring (juvenile animals) and/or late effect is
assessed

. Toxicology:
1) single-dose toxicity no
2) repeated-dose toxicity no
3) genotoxicity: no
in vitro
in vivo (including additional toxicokinetics no
assessment)
4) carcinogenicity: no
long-term studies no
short-term studies no
or mid-term studies
additional studies no
5) reproductive and developmental toxicity: no
effect on fertility and early embryonic no
development
embryotoxicity no
prenatal and postnatal toxicity
studies in which the drug is administered in the [no

6) local tolerance

Local tolerance study in rabbits following a single
subcutaneous administration of Octanorm 16.5%,
Study Report No.: 29970 (GLP), LPT - Laboratory of]
Pharmacology and Toxicology GmbH &Co KG, 2147
Hamburg, Germany

# The aim of this experiment was to obtain information on
the local tolerance of Octanorm in comparison with the]
reference item Hizentra in rabbits after single
subcutaneous injection.

# The volume administered was 5.0 mL/animal. Two male
and 2 female animals were employed per item. The test on
reference item was administered once under the dorsal
skin on the left side of each animal. In addition, a 0.9%
aqueous NaCl solution was administered in the same
manner and same volume on the right side of each animal
and served as a control.

# 96 hours after administration all animals were sacrificed,
and the injection sites were examined macro- and
microscopically.
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# No signs of systemic toxicity occurred, subcutaneous
injection of Octanorm did not reveal any test item-related
histopathological changes 96 hours after administration.

7) additional toxicity studies: no
antigenicity (antibody production) no
immunotoxicity no
mechanistic study no
drug dependence no
toxicity of metabolites no

toxicity of impurities

other

5. Conclusions on non-clinical study

The nonclinical testing strategy for CUTAQUIG
demonstrated the efficacy, safety, and local tolerance of
the final product. In a dose-response study, the dose-
dependent pharmacological efficacy of CUTAQUIG was
shown very impressively in a mouse sepsis model.
CUTAQUIG is not thrombogenic, which has been confirmed
in a classic venous stasis model in rabbits based on Wessler]
et al. (1957). In a further safety pharmacology study,
cardiovascular and respiratory parameters were examined
and an excellent safety profile with no effects on physical
activity, blood pressure, heart rate and ECG parameters
was proven. Local tolerance testing revealed very good
results for the intended subcutaneous route oq
administration without any local or systemic findings. In
conclusion, all nonclinical studies performed with
CUTAQUIG demonstrated excellent efficacy as well as
safety and local tolerance.

Applicant (Marketing
Authorization Holder)
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Dr. Silvio Wuschko

Vienna, October 15%, 2021
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Iepernad 3 aueniticoroi vMosu Ha VEPAIHCHKY MOGY

3BiT no AOKJATHIYHOMY JOCTiTIKeHH IO
- 1. Hassa Jikapenkoro npena- | KYTAKBIT/ CUTAQUIG, 165 mr/ma, PO3YMH JUIsl i1 €Kil
| party (nomep peectpauiiinoro
| eBigonTea, SIKMO ¢):

- 1) Tun nikapeskoro npenapary, IMynornobynin - moanunu  HopManbiuii (SClg/niukipHuii
no SIKOMY nposoantacs | inypornoy:in)

| peccrpanis abo nnamysajgocs it

| IpOBE/ICHIS

|
—

| 2) nposeseni ociiamen s X rak
i

] Hi; SKILO Hi, HAJATH OOIPYHTYRAHHS

rf N S

2. dapmakoJioris:

| 1) nepsunna Ouinka npenapaty Oxranopm 16,5% B auzafini  g0C/imKeH s
| (apmakoaunamika 3aNeKHOCTI Jlo3a-eeKT i3 Sireplococcus pneumonia B MAIIKKIH Mozeri
| cencucy, 3eit pocaimkenus Ne RR-059-13 (uio we Bixnosizae BUMoram
| HJIT (GLP)), Fidelta Ltd.. Zagreb, HR-10000, Croatia (M. 3arpe0,

Xopsarist)

# Meta uboro ochikenns nossrana B J10chiuKeRHi epeKTHBHOCTI
| fpenapaty  OKTanopm, 110 BBOAHTBCS HiAWIKIPHO B TPbOX Pi3HUX
Bejanvnnax 1o3u (165, 330 i 660 mr/kr) B Mummhiii Moneni cerncucey,
BUKIHKAHOrO  Streplococcus — pneumonia  AKTK  (Amepnkancbka
KOJICKILisl THIORUX KyJAbTYP) 6301 v camok muwieii inii CDI.

| # JlocnipkyBana pevoBMHa Ta  HeratHBHHiI KOHTPOIIL  (anbOyMmiH
TOJWMHN) BBOAWINCS (KOMKHNI) Y BUIjsal niiukiprol in ekuii Muiam
3@ 48 TOMMH  JI0  BHYTPIlHLOYEPEBHOIO  3aPasKeHHs  Pi3HUMII
po3BeAeHHAMU S, preumoniae,

# 3a TBAPHHAMU CTIOCTEPIraii NPOTArOM IECTH AHIB MiCAS WCMICHHS |
OyJ1a 3apeecTpoBata CMEpPTHICTb.

# Konuewrpauio Streptococcus pneumonia BU3HAYanM 3a 10MOMOrOIO
IJIAHILIETY JUISl PO3BE/ICHHS.,

#  Muweit  npuernmosanu OaKTepiaTbHUM  HABAHTAKEHHAM, LU0
kosmBasiocs v ianasoni sia 3,9 x 107 10 0,39 KYO (kononieyreopiooui
OJMHIIL) Ha MUy,

# Ipenapat OKTaHOPM NPOAGMONCTPYBAB CHILHHUI, 3anexHuil Big 1031
3AXHCT  1HCAA  BHYTPIIHLOYEPEBHOrO  iH(iKYBaHHS  1ianM psiloM
nociBHOrO MaTepiany (inokynsTy) pisnoro posmipy. [Tosuuii 3axuct Bij
mdikysauus S, pneumonia AKTK 6301 criocrepiragess ao 39
KYO/umy npn gosi 165 1 330 mr/kr, i go 3,9 x 10° KYO/muy npu
1031 660 mr/kr npenapaty Oxkranopu.

; # Ha sasepuienns, npenapat Okranopm B go3ax 165, 330 i 660 mr/kr
' BBEJICHHI MIALIKIPHO NPOAEMOHCTPYBAB CHIbHUI, 3ajiesKHuH Big 103K
BIUIMB NPH BHYTPILLIHLOYEPEBHOMY cencic, Bukankanomy S. pnewmonia
AKTK 6301, y muiuei.

| 2_) BTOpHHHa HCMae

'J‘\



| (papmakoannamika

3) apmakonoris Gesnekn

- # Bl cepii npenapaty Okranopm MPoOXoAnIn TecTyBaHHs B 1031 400

Hocaipkenns npenapary Okranopm 16,5% na npeaMeT TPOMOOreHHHX
BAacTHBOCTEH y KposiB, Ha niacrasi Wessler et al. (1959), 3sir
Aocnijprenns Ne 29972 (Hanesxna naboparopHa npaxtika, GLP), LPT —
JlaGopatopis  apmakosorii  ta  Tokcukonorii — Laboratory of
Pharmacology and Toxicology GmbH & Co KG. 2147 Hamburg,
Germany (m. CamGypr, Himeuunna)

# Tlpenapar OKTaHOPM NPOXOANB CKPHHIHT L10J0 TPOMOOreHHMuX

BIACTHBOCTEH y MOACII BEHO3HOIO 3aCTOI0 KPOJiB, Ha nigctasi Wessler
ct al. (1959).

M7k mach tina (BW) ta ssommnucs y surasai BHYTPILIHLOBEHHOT
i ekl sk Gosnocna (oaHopasosa) 103a. FEIBA ((hpaxuis nnazmu kposi
JIOMHIE 3 HIYHTYIOUOI0 aKTHBHICTIO npw iHriGitopax a0 ¢akropy VIII
BiJL bakcrepa) ciyikuna B ikocTi NO3HTHBHOrO KOHTPOJIFO PEUOBHHHU TS
3abesnedents uyTanBocTi Tectoroi cuctemu. Mizionorivuuil cotbosmii
POSUMIL CAYIKHB Y AKOCTI HEFaTHBHOO KOHTPOMO pevoBHHH. Byno
HPOTECTOBAHO S TBAPHH Ha IPYITY.

# O0upsi cepii npenapary Okrtanopm He IPOAEMOHCTPYBaAH OY/ib-
AKOTO TPOMOOICHHOrO BII/IHBY.

Ouinka peakitiii 3 GOKY cepUeBO-CYAHHHOT CHCTEMH Ta MOJIIMBOCT
NoJ0BHeHHs iHTepBaty QT nicas 0JHOKPATHOrO BBEIEHHS rnpernapary
Oxranopm  16,5% y BUMipsHUX 3a  JONOMOrOIO TeNeMeTPHYHOro
obnannanHs  cobak, 3BiT gochimkenus Ne  2997] (Hanexna
naboparopHa npaktuka, GLP), LPT — JlaGoparopist dapmakonorii Ta
ToKkcnkonorii — Laboratory of Pharmacology and Toxicology GmbH &
Co K@, 2147 Hamburg, Germany (wm. I"amGypr. HiMeuunua)

# Mera usoro HJITT pocnyukenns nonsrana s owinui peakttiit 3 Goky
CCPUCBO-CYIHIIOT CHCTEMH Ta MOMKJIHBOCTI MOLOBKEHHS inreprany QT
npu sactocysanni npenapary Okranopm 16,5% vy BUMIPSIHHX 34
JONOMOTOI0 TCAEMETPUYHOrO odsajinanHs cobak nopoan Girnb nicis
OJIHOKPATHOrO NIIIKIPHOrO BBecHna v 1031 SO0 Mr/kr macu Tina
(BW).

#  Kapaioremoannamiuni  napamerpu, (hisnuny  akTHBHICTL
TCMIIEpaTypy Tifia BUMIpIOBaIH 3a 24 roguHn 10 103yBaHHs (BUXigHe
SHANMCHHS Ta 110 BBCAGHHSI npenapaty) i uepe3 72 roguHu nichs
AosyBaHHs. I'emoaunamiuni aani, disuuna aktusHicTs i TeMmneparypa
TiNA  NOBIAOMISIIHCH i3 S-XBHAHHHHMM intepBanamu.  Jlani
cnektpokapaiorpamit - (ECG)  nosiomasimnes i3 4-roanHiiMu
IHTEpBAsaMi (BHXILHE 3HAYCHISN) TA B MOMCHTH uacy uepez 5, 151 30
XBIJIH, a Takoxk uepes 1, 2, 3 i 4 rojumnn nicns Jo3yBanHs. 3HaueHns
i vac NikyBanHs MOpiBHIOBAAN 3 BIAMOBINHMH 3HAYSHHSMH 10
BBC/ICHHSA Tperiapary.

# OjnokpaTHe NijuuKipHe BBE/CHHS npenapary Oktanopm v 103 500
MIYKI Mach Tijla He BNAMBANO Ha aprepiaibhuii THCK a0 napameTpu
EKT" i moscamnsicts noposwkenns inrepsany QT Y BHMIpSHHX 3a

JONOMOTI0OKD TCACMETPHYHOIO obnajiHanmsg codax.

4) papmakounuamiuni
| B3aeMOT

B e

Hemae




3. dapmakokineTnuui
| BJIACTHBOCTI:
1) MmeTon nposesienns

lemae
QNanizin i 38iTH Mo X Baiganii
|
| 2) aoco;nﬁum emae
a) po3NoLiI HeMae
S —— — il s e S
4) meraGonism | Hemae
S . = _— S
'~ 5) BUBCACHHS 3 OpraHizmy Hemae
I
| 6) hapmakokineTHuHI Hemae
|
| B3AEMOAIT (LOKMiHIYHI)
- 7) inwi dapmaxokineTHuHi Hemae
JIOCIJKEHHS
4. Tokenkomorise:
l] TOKCHUHICT 0] mmpamm | Hemac
J0311 \
| 2) TokenumicTs DﬂIaTOKpaTHOI Hemae
| o3
3) FeHOTOKCHYICTD: Hemae
; invitro
| in vivo (BKAIOYAIOUH J0AATKO- | Hemae
| BY OUIHKY TOKCHKOKIHETHKH)
|
4) KaHueporeHHicTs: HeMae
I | S
| JLOBFOCTPOKOBI 10 AkeHH Hemae
KOPOTKOCTPOKOBI JI0C/IKENHS | Hemace
HH CCPEHLOCTPOKORI
JLOCITKEHHS
JIOIATKOBI loChimKen s | Hemae
5) TOKCHUHIT BB Ha | Hemae
penpoaykTUsny (Gynkuito ta
BHYTPIIHBOYTPOOHHUIT
| PO3BHTOK:
BB Ha (hepTHIBHICTD | Hemae
| panuiii emGpionanshuii
PO3BHTOK
" emGpioTOKCHYUHICTD Hemae
I e : e e
HpenaTaibia Ta nocTHaTanbha |
TOKCHUHICTD 1
Ehoto it S S
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B B S
JOCHIZKe IS, B AKHX npenapat | -

| BBOJIIBCH [IOTOMCTBY (HecTaTe-

| BO3PiTHM TBapuHam) Ta/abo

OliHioBaacs Bifaanena Jis

| 6) MicLEeBa epeHOCHMICTD Hocnikenns micuesoi nepenocumocri Y KpoJiiB Micis OQHOKPAaTHOrO
i NILKIPHOTO BBeCH s npenapary Oxkranopm 16,5%, 3BiT nociimkeHns

Ne 29970 (Hanexkna naboparopna npakrtika, GLP), LPT — JlaBopaTopis
(hapmakonorii Ta TokcHkonoriy — Laboratory of Pharmacology and
Toxicology GmbH & Co KG, 2147 Hamburg, Germany (m. [amOypr,
Hinteuyina)

# Mera uboro jocaiennus nonsrana s oTpuManHi indopmarii no
MicleBili  nepenocumocti  nipenapary OKTaHop™M  nopiBHAHO 3
npenaparom  nopisusing - Xisenrpa  (Hizentra) y KpoNiB  nicis
OJLHOKPATHOT NIIKIPHOT i1 ekl

i Beenennii 06’eM ¢TaHOBUB 5,0 ma/rapuny. B pocaiaskenus Oyno

BKJIOUeHo 2 camiti ta 2 camiu. Jocsiukysanuii rnpenapat abo npenapar
NOPIBHAHHA BBOLAN OANH  pa3 [i WKIpY n03aay 34iBa  KOWKHil
TBapuni. Kpivm toro, soannn 0,9% souimii pO3UHH XJIOPHCTOrO HATPIlO
(NaCl) y rakuii camuit croci6 i Toii camuii 06 em clipaBa KoKiHiii
TBAPUHI, WO CIYKIUNO B SKOCTI KOHTPOJIHO.

# Uepes 96 roann micns BBesCHHS 3a3nann YyMepTBiHHS (3a0uTTa), a
Micust BBECHHS i1 ek nocii ukyBasics MaKpo- Ta MiKpPOCKOMIYHO.

| # Hiskux o3nak cucTeMHOT TOKCHUHOCTI He BHHHKANO, NiAlIKipHa
| 'ekuis npenapary OKTaHOPM HE BHSBHAA HisIKIX FICTONaTONOr YHHX
3MiH, MOB 3aHMX 13 AOCIIKYBAHHM NpenapaTom, uepes 96 rojin nicis
itoro BBeenHy,
| 7] JIONATKOBI ilOCIii,"l?[\'CIIHSI q‘;H(.’l‘\-l-‘.l(‘ - “ B
TOKCHYHOCTI: |

P ————

AHTHTCHHICTL (MPOJAYKYBaHHs/ |

| BUPOOJICHHS aHTHTII)
IMYHOTOKCHYHICTh Hemac
JOCTKeHHS MeXaHi3MiB aiT Hemae
| 3AICKHICTD BijL npenapary HeMae
- TOKCHYHICTHL METadoNITIB | Hemac
TOKCHUYHICTE JIOMiLLIOK |-
T —l
e F -
S e [ ~ e S
5. Bucnosku no foxiiniuno- | Crpareris  jokniniunoro nocaiukenns no npenapary  KYTAKBIT

MY JLOCTIEREH T MPOEMONCTPYRATA CheKTHBIICTL, Gesneky Ta MiclleBy nepeHocHMicTh
‘ FOTOBOTO Ipenapaty. ¥ A0CHI/UKCHHI 3aJe:KHOCTI 103a-e(heKT, 3a1exKHa
BiJL 21031 (papmakonoriuna eexTuBHicTs npenapary KYTAKBII™ 6yna
AyiKe SICKpaBo (Bpaxaroue) MpPoACMOHCTPOBAHA Y MHIIHHIH Mozeni |
cencuey. KYTAKBII' ve € tpomGorenium, 1o Oy/0 miaTBEepIKEHO B
KIacH4Hiii MosieNli BEHO3HOIO 3aCTOI0 KPOJIiB, Ha nincTasi Wessler et al.

(1957). Y nopansuiomy (papmakonoriunomy  goeaikenni  6esnekn




Jaasnuk (Baacnuk peecrpa-
| uiitnHoro ceiouTEa)

1%

JOCHIIAKYBANNCH  CEpPUEBO-CYJANHIT Ta AHXAbHi napamerpu, i OyB
Aosejiennii Biaminnnii npodine Gesnekn Ges BnauBy na  Qiznuny
AKTUBHICTb,  apTepiajbHuil THCK, 4acTOTY CepIEBHX CKOPOYeHb |

- napamerpu EKT Jlocsienns Micuesol epeHocHMocTi BUSIBUIO AyIke

rapii- pesynbTaTh 10 NPU3HAYCHOMY NiLKIPHOMY €OCOBY BBEACHHS
0e3  Oylb-SKHX Jauux MICLUEBOrO 4l  CHCTEMHOMO Bnausy. Ha
3aBeplletis, BCI  JIOKAIHIYHI  JOCHIJUKCHHSA, 110 NPOBOAMIMCHL i3
npenaparom KYTAKBII™ npoaemoncTpyBann siaminny edekTusHicTs, a
Takoxk Oe3rneky Ta MicleBy NepeHOCHMICTS.

/nionucano/

[Tinnuc

‘M. Bistens, 15 sosths 2021 poky

Hp. Cinesio Bywko /Dr. Silvio Wuschko/

LS



TlijrrBepaukyio BIAMOBIAHICT MEpeKiagy 3  aHriifichkoi MOBH Ha yKpaiHCBhKY
MOBY, aJIeKBATHHIl HaYKOBHH PiBEHb, KOPEKTHICTL pearyBanus Ta 0popMICHHS.
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Clinical Trial Report

—

1. Name of medicinal product (Marketing
Authorisation number, if any)

Cutaquig

2. Applicant

Octapharma Pharmazeutika Produktionsges.m.b.H.
Oberlaaerstrasse 235 1100 Vienna JAustria

3. Manufacturer

® Octapharma Pharmazeutika Produktionsges.m.b.H
Oberlaaerstrasse 235 1100 Vienna, Austria

Production from plasma to final container, visual
inspection, labelling and secondary packaging, batch
release

® Octapharma AB
Lars Forssells gata 23, 112 75 Stockholm Sweden
Production from plasma to final container, batch release

® Octapharma Dessau GmbH
Otto-Reuter-Strasse 3, Dessau-Rosslau, Sachsen-Anhalt,
06847, Germany

Visual inspection, Labelling and Secondary Packaging

4. Conducted studies:

m yes no if no, provide rationale

1) type of medicinal product for which
registration was conducted or planned to be
conducted

Human Normal Immunoglobulin

Solution for Subcutaneous Infusion

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

Clinical Phase I1l study to evaluate the pharmacokinetics,
efficacy, tolerability and safety of subcutaneous human
immunoglobulin (octanorm 16.5%) in patients with
primary immunodeficiency diseases

Code number: Study SCGAM-01

6. Clinical trial phase

Phase Il

7. Clinical trial time frame

from 17-Jun-2014 through 18-Apr-2018

8. Countries where the clinical trial was
conducted

Canada, Czech Republic, Hungary, Poland, Slovakia, USA.

9. Number of subjects

planned: At least 50 patients (20 evaluable patients with
complete PK profile)
actual: 60 patients (24 patients in the PK substudy)

10. Primary and secondary objectives of the
clinical trial

The first primary objective of the study was to assess the
efficacy of Cutaquig in preventing serious bacterial
infections (SBI) compared with historical control data.

The second primary objective was to evaluate the
pharmacokinetic (PK) characteristics of

Cutaquig and to compare the area under the curve (AUC)
with that of IVIG.




The secondary objective(s) of the study were:

e To evaluate the tolerability and safety of
Cutaquig.

e To determine the PK profile of Cutaquig.

e To assess the dosing conversion factor (DCF)
when switching patients from intravenous
immunoglobulin (IVIG) treatment.

e To develop guidance and recommendations to
support further adjustments of Cutaquig dosing
based on the total immunoglobulin G (IgG) trough
level.

e To assess the effect of Cutaquig on Quality of Life
(Qol) measures.

11. Clinical trial design

The study was a prospective, open-label, non-controlled,
single-arm, multicentre Phase 3 study with a 12-week
wash-in/wash-out period followed by a 12-month efficacy
period.

12. Key inclusion criteria

The key inclusion criteria were:

e Confirmed diagnosis of Pl as defined by the
European Society for Immunodeficiencies (ESID)
and Pan-American Group for Immunodeficiency
and requiring immunoglobulin replacement
therapy due to hypogammaglobulinaemia or
agammaglobulinaemia. Previously treated with at
least 6 infusions on regular treatment with any
IVIG, thereof a minimum of the last 2 months on
the same product prior to entering the study and
at a constant IVIG dose between 200 and 800
mg/kg body weight.

e Availability of the IgG trough levels of 2 previous
IVIG infusions before enrolment and maintenance
of 25.0 g/L in the trough levels of these 2 previous
infusions.

administration, strength

13. Investigational medicinal product, method of Cutaquig (human normal immunoglobulin,

octanorm 16.5%) for weekly (+2 days) subcutaneous (SC)
administration. If, during the study, the body weight
changed by >5%, the dose was to be adjusted to keep the
dose constant on a mg/kg body weight basis.

For the PK substudy, during the wash-in/wash-out phase
the Cutaquig dose was to be calculated as follows:

previous IVIG dose (in grams) times 1.5
number of weeks between IVIG doses

14. Comparator, dose, method of
administration, strength

Not applicable.

15. Concomitant therapy

Routine premedication to alleviate potential tolerability
problems was not allowed during the study. However,




patients who experienced 2 consecutive treatment-
emergent adverse events that were likely to be prevented
by premedication were permitted to receive antipyretics,
antihistamines or antiemetic drugs. Non-steroidal anti-
inflammatory drugs can affect renal function and were to
be avoided. Local anaesthetics to reduce pain associated
with needle insertion were allowed.

Corticosteroids were not to be given as a pre-treatment
to alleviate potential tolerability problems. Treatment
with oral or parenteral steroids for >30 days or when
given intermittently or as bolus at daily doses >0.15
mg/kg of prednisone or equivalent was forbidden.

Treatment with any IMP within 3 months prior to first
infusion of Cutaquig was forbidden.

Exposure to blood or any blood product or derivative,
other than IVIG used for regular PI treatment, within the
past 3 months prior to the first infusion of Cutaquig was
forbidden.

Administration of any blood or plasma derived product
was forbidden during the study and was only to be given
for emergency reasons. Patients were to be withdrawn
from the study if IgG preparations other than Cutaquig
were administered and Cutaquig was not to be mixed
with other medicinal products.

Immunosuppressive and immunomodulatory drugs were
forbidden. Live viral vaccines were forbidden in the 2
months prior to first infusion of Cutaquig.

16. Efficacy endpoints

The primary efficacy endpoint is the rate of SBI (defined
as bacteraemia/sepsis, bacterial meningitis,
osteomyelitis/septic arthritis, bacterial pneumonia and
visceral abscess) per person-year on treatment.

The primary endpoint with respect to the PK
investigations is the AUC from time O (start of the
infusion) to the end of the nominal dosing period,
standardised to 1 week (AUCt), at steady-state
conditions.

Secondary efficacy endpoints:

* The annual rate of all infections of any kind or
seriousness.

* Non-serious infections (total and by category).

e Time to resolution of infections.

® Use of antibiotics (number of days and annual
rate).

* Hospitalisations due to infection (number of days
and annual rate).

e Episodes of fever.
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e Days missed from work/school/kindergarten/day
care due to infections and their treatment.

e Qol assessments using the Child Health
Questionnaire-Parent Form (CHQ-PF50) or SF-36
Health Survey.

17. Safety endpoints

Secondary safety endpoints:

e Occurrence of all treatment-emergent adverse
events (TEAEs) throughout the entire 65-week
treatment period starting with the first infusion of
Cutaquig.

e Occurrence of temporally associated TEAEs.

e Proportion of infusions with at least one
temporally associated AE.

e Occurrence of suspected adverse reactions
(SARs).

e TEAEs by speed of infusion.

e Local injection site reactions.

e Vital signs (blood pressure, pulse, body
temperature, respiratory rate).

e Laboratory parameters (haematology, clinical
chemistry, markers for intravascular haemolysis
and tests for viral safety).

18. Statistical methods

Efficacy:

Occurrences of SBI are presented as point estimates of
the mean rates per person-year and associated
confidence intervals (Cls). Based on historical data, a
statistical demonstration of a serious infection rate per
person-year less than 1.0 is adequate to provide
substantial evidence of efficacy. Therefore, the null
hypothesis to be tested was that the serious infection
rate was greater than or equal to 1.0 per person-year,
tested at the 1% level of significance. The null hypothesis
was to be rejected if the upper 1-sided 99% confidence
limit was less than 1.0.

The rate of other infections was also calculated per
person-year and presented with the appropriate 95% Cl.
The duration of infection was summarised by standard
descriptive statistics by type of infection and by severity.

Days of work/school missed, number and days of
hospitalisations due to infections, the use of antibiotics
and number of fever episodes are presented
descriptively.

The QoL data are presented descriptively by visit, along
with the change from baseline (defined as the first
infusion).

PK analysis plan:




PK parameters were analysed descriptively for all 1gG
(total and subtypes) and antigenspecific antibody assays.

Individual PK profiles are presented graphically in Trellis
plots (i.e., several plots with the same pairs of variables
on one page) using a linear scale as well as a logarithmic
scale for the plasma concentrations.

Trough levels of all monitored 1gG and antigen-specific
parameters are summarised by infusion number and
presented graphically as time profiles. In addition, the
frequency of total IgG trough levels below 5.0 g/Lare
presented for each infusion.

The corrected DCF was derived from the observed AUCyy
and AUC.sc and the actual doses administered
intravenously (at PKy) and subcutaneously (at PKsc1),
respectively, based on a linear least-square regression
between AUC.sc and Dosesc.

In addition, an easy-to-use dose adjustment tabulation
was derived to provide the investigators with guidance on
dose adjustments based on the actual and target trough
levels and the body weight of each individual patient.

Safety:

The safety analysis comprised descriptive statistics,
tabulations and listings of all TEAEs, safety laboratory
results, viral markers, vital signs and physical examination
findings. For each TEAE, the time relative to the sta rt of
the infusion was calculated and the TEAE was classified as
temporally associated if the onset is during the infusion
or within 72 hours after the end of the infusion. SARs are
defined as all AEs that are either temporally associated or
were at least possibly related to administration of
Cutaquig or that have a missing or indeterminate
causality assessment.

The number of infusions with at least one temporally
associated AE over the total number of infusions was
calculated for each patient and the ratio was presented,
including the associated upper one-sided 95% confidence
limit.

All TEEs and all clinically significant cases of haemolysis
that were assessed as probably or possibly related to
Cutaquig were listed in full detail, together with all
relevant laboratory parameters.

19. Demographic data of the study population
(sex, age, race, etc.)

Overall, 32 female patients and 28 male patients
participated in the study; with a higher proportion of
male patients in the child and adolescent groups, and a
higher proportion of women in the adult group.

W



The youngest patient enrolled in the study was 2 years
old and the oldest was 73 years old. The mean age in the
adult group was 46.6 years.

All patients were White, except for one adult patient who
was multiracial

20. Efficacy outcomes

No SBIs were observed during the study. There was 1
severe infection which resulted in hospitalisation.

A total of 192 non-serious infections were observed in 51
patients in the primary observation period and 245
infections in 53 patients over the whole treatment period.
Upper respiratory tract infections were reported most
frequently. The rate of other infections per person-year
was 3.434 overall (upper 95% Cl: 4.580). Three-quarters
of the infections in the primary period were mild and one-
quarter moderate in intensity; there was 1 severe
infection.

The median time to resolution of infections was 10 days,
with longer times for moderate infections (16 days) than
mild infections (8 days).

Two-thirds (66.7%) of patients used antibiotics during the
primary observation period, and 71.7% during the entire
study period. There were regional differences, with higher|
antibiotic use in North America than in Europe. The
number of treatment episodes per person-year was 2.164
and the number of treatment days per person-year was
53.796 in the primary observation period, with similar
rates over the entire study. The majority of antibiotic use
was systemic.

During the primary observation period 4 (6.7%) patients
each had at least 1 episode of fever, giving 0.107 episodes
of fever per person-year.

During the primary observation period 16 patients
(28.6%) had 34 absences from work or school due to
infections with a total of 164 days of absence. The rate of
absence from work or school per person-year was 0.016,
assuming 200 working/school days per year.

Overall, there were no major changes in the mean and
median CHQ-PF50 scores over time. Mean SF-36v2 scores
ranged between 42 and 53. The summary mental health
score was 51.81 at the End of Study Visit and the physical
health score was 48.55. Overall, there were increases
(i.e., improved Qol), albeit slight, between Week 1 and
the End of Study Visit in mean scores for both summary
scores (physical health and mental health) and also for 7
of the 8 scales.

The AUC; at steady state after weekly SC infusion
administration was determined: the geometric mean was
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2213 h*g/L. Subcutaneous infusion of Cutaquig resulted
in flat PK profiles, consistent with gradual absorption, and
with markedly lower fluctuations at steady state,
compared to IVIG dosing. Consequently, steady-state
trough levels after subcutaneous infusion were higher
than those after IVIG, with median IgG values of 8.7 g/L
on the last day after PKy, 10.3 g/L at PKsc; and 11.5 g/L at
PKsc2. A DCF of 1.37 was determined, allowing dose
adjustment to achieve bioequivalence between IVIG and
SCIG dosing.

21. Safety outcomes

Of the 60 patients in the Safety Analysis Set, 56 patients
(93.3%) experienced at least one AE, including infections,
during the course of the study. If infections are excluded,
48 patients (80.0%) experienced 236 events, thus 8
patients only experienced AEs that were infections. In
total, 481 AEs were recorded throughout the study, of
which approximately half were infections (245 events).
Eleven patients (18.3%) had at least one systemic AE that
the investigator considered to be related to study
medication; 14 related events were reported in total.

When analysed by intensity and excluding infections, 27
patients experienced events with a maximum intensity of
mild, 18 patients experienced events with a maximum
intensity of moderate, and 3 with a maximum intensity of
severe.

There were no TEAEs leading to death or withdrawal or
other significant AEs. All 5 SAEs were considered
unrelated to study medication. One patient reported an
unrelated infection SAE of severe intensity, all other AEs
of infections were non-serious, non-severe and unrelated.

The most commonly reported TEAEs by SOC were
infections and infestations (83.3%) followed by
gastrointestinal disorders (35.0%) and injury, poisoning
and procedural complications (30.0%). The most
commonly reported TEAEs by PT were all in the SOC
infections and infestations and were nasopharyngitis
(26.7%), sinusitis (25.0%) and upper respiratory tract
infection (21.7%).

The AE rate per patient for all patients was approximately
4; the rate of infection AEs was highest in older children
for AEs excluding infections (6.18) and in both younger
@and older children for infection AEs (6.25 and 5.27,
respectively). The highest incidence of TEAEs (excluding
infections) was reported in Months 1 and 3, with 15
(25.0%) and 14 (23.3%) patients reporting 31 and 20
events, respectively. In all other months up to Month 16
between 7 (11.7%) and 12 (20.0%) patients reported




TEAEs. The highest frequency of related TEAEs was also
reported in Month 1.

Forty-two patients (70.0%) had 136 temporally associated
AEs, with infections and infestations (71.7%),
gastrointestinal disorders (26.7%), and musculoskeletal
and connective tissue disorders and injury, poisoning and
procedural complications (both in 18.3%) the most
commonly affected body systems. Thirteen of the 14
related TEAEs in 10 of the 11 patients were temporally
associated.

By infusion, there were 0.0385 temporally associated
TEAEs, 0.0040 related temporally associated TEAEs and
0.039 temporally associated infection TEAEs. Over the
primary study period and for all patients the estimated
proportion of infusions with at least one temporally
associated TEAE (excluding infections) was 0.0286, with
an upper one-sided 95% confidence limit of 0.0366.

Relative to the number of infusions, the lowest incidence
of temporally associated TEAEs was with the 50 to <60
mL/h flow rates and the highest incidence was at flow
rates between 70 and <90mL/h.

Overall, 75.0% of patients experienced infusion site
reactions, with the highest incidences (81.8% and 81.6%,
respectively) in older children and adult patients. In
three-quarters (76.7%) of infusions there was no infusion
site reaction, in one-fifth (20.9%) a mild reaction, in 2.4%
a moderate reaction, and a severe reaction was observed
in only 2 infusions.

The incidence of infusion site reactions was slightly higher
during the first 4 training infusions; there were 60.9% of
patients with no reaction during the first 4 infusions
which subsequently increased to just over 70% for the
infusions given at site and approximately 80% for the
infusions given at home. The most common types of
infusion site reactions were erythema, redness, swelling
and pruritus.

The laboratory results did not indicate any safety
concerns. Changes to a clinically significant value were
observed only for a small number of patients. Ten
patients had positive results for viral markers during the
study, but only one, a positive result for HBsAg at the End
of Study Visit, was considered to be clinically significant.
However, this patient was retested approximately 1
month later and both HBsAg and HBV viral load

were negative.

There were no findings of note on physical examination
or in the vital signs data.
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22. Conclusion (findings)

The efficacy of Cutaquig in preventing the occurrence
of SBIs in patients with Pl was confirmed by a zero
rate of SBIs.

The rate of other infections per person-year was
3.434 overall (upper 95% Cl: 4.580). Three-quarters of
the infections in the primary period were mild and
one-quarter moderate in intensity; there was 1
severe infection.

Subcutaneous infusion of Cutaquig resulted in flat PK
profiles, consistent with gradual absorption, and with
markedly lower fluctuations at steady state,
compared to IVIG dosing.

The serum 1gG trough levels were nearly constant
during the course of the study and there were no
patients with IgG trough levels below 5 g/L. The
minimum trough level observed was 6.1 g/L.

A DCF of 1.37 was determined, allowing dose
adjustment to achieve bioequivalence between IVIG
and SCIG dosing.

Over the primary study period the estimated
proportion of infusions with at least one temporally
associated TEAE (excluding infections) was 0.0286,
with an upper one-sided 95% confidence limit of
0.0366.

Overall, the evaluation of AEs, infusion site reactions,
routine laboratory examination, vital signs and
physical examination showed that subcutaneous
administration of study medication Cutaquig was

generally well toleratéd and safe in this patient
population.

Applicant (Marketing
Authorization Holder)

W/

(ETRENZEL " 11, 0KT. 2071

|(full name)

“\
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Llepexnad 3 aneniticoxoi mogu na VEPAIHCBKY MOBY

3BiT no kainiunomy BunpoGyBanmIo

1. Hasga nikapebkoro npenapary
(Homep peectpaliiiHoro cBigouT-
Ba, AKILO €)

. 3asBHMK

)

Kyraksir / Cutaquig

Oxraapma dapmanesrika Hpoaykrioneree m.6.X,
(Octapharma Pharmazeutika Produktionsges.m.b.H.)

OO0epnaaep Llrpacce 235, 1100 Binens, ABCTpis
(Oberlaaerstrasse 235, 1100 Vienna, Austria)

3. Bupoduuk

* Oxradapma dapmanestuka [poaykriotcree M.6.X.

O6epnaacp Lltpacce 235, 1100 Biaens. ABCTpig

Bupoonuymeo 6io naasmu kposi oo npenapamy ¢  oCmamaodiin
_\’IICH\'()GUI., (31.3’_]’6.’.’[{)1{1!!? KOHIMPOTb, MAPKYEAHHSA ma GInopuiie
naxysanis, GUNYCk cepii

* Oxragapma AB (Octapharma AB)

Jlape @opccesiie rata 23, 11275 Crokronsm. [setis

(Lars Forssells gata 23, 11275 Stockholm, Sweden)

Bupoonuymeo  sio naazmu kposi oo npenapamy 8 ocmamaounin
VHAKOGYI, sUNVCK cepil

* Oxradapma Jleccay I'm6X (Octapharma Dessau GmbH)
Orro-Peiirep-IlITpacce Meccay-Pocenay,  Cakconis-AnxansT,
06847, Himeuunna
(Otto-Reuter-Strasse
Germany)
Bisyanenuil konmpons, maprysanns ma GIMOPUNIE NAKYGANH

5
L

.

3, Desssau-Rosslau, Sachsen-Anhalt, 06847,

4. TpoBesiei 10CTiKeHHS:

Hi

SIKIILO Hi, HaJaTH OOIPYHTYBAHHS

W TaK

I) Tun nikapebkoro npenapaty,
110 AKOMY NpOBOJIMIACA peecTpa-
| uis uM nuadysanocs i1 mpose-
| JeHHsI

[MyHOr0GY 1iH JHOHHN HOPMATLHITH

Posuun juis niwikipuot in’exuii

5. lloBHa wazga  kainiunoro
| BUNPOOYBaHHS,  HOMEp  KOJY
KIHIYHOrO BUNPOOYBaHHsI

6. Masa KAIHIYHOrO BHIIPOOYBAH-
HH

Kainiune  nocnizukenns 111 dazn no  ouinni thapMakoKineTHKH,
e(PeKTHBHOCTI, MEPEHOCHMOCTI  Ta  Oesneku MiAKIpHOro
‘i.\l_\“li()l',’]()ﬁ)'.’ii!l_\‘ noannn (oktanopm  16.5%) y  nauienrtis i3

3AXBOPIOBAHHSMH NIEPBHHHOIO iMYHOACDILUTY

Homep konay: Jlocnigsenns SCGAM-01

“dasanl

| 7. Ilepion nposenents kniniuno-
| ro BUnpoOyBaHHs

[
=

3 17 uepehs 2014 no 18 ksitHs 2018

- 8. Kpaiuu, B skux nposoannocs
| Kainiune BUNpoGYBaHHs

Kanana, Yecbka PecnyGuiika, ‘_/__r"@mma, [lonka, Cnosakis, CI1IA,

| 9. Kinbkicts cy6’ekTiB

3anjanoBaHo: ionaiimeruie, 50 nauientis (20 nigxoasumx s




110, Tlepsinua ta sropunna wini
| KAIHIYHOrO BUIPOGYBaHHS

| SRR

Tonimm nanienTin i3 nosHim I npodinem)

hakTnuno: 60 nauicuris (24 nauienra s OK 1 1-J0CTIKeHHI)

[lepuia nepBuiiba winb 10chizpkeHns nojisrana s OlLHLI eeKTHBHOCTI
npenapary Kyraksir uojo sano6iranms cepifosium Dakrepianbium
iHdexuiam (SBI) nopisusno 3 PETPOCNICKTHBHUMH  KOHTPOIBHUMM
JaHUMMH.

Jpyra nepsunna uine nonsrana B ouinui dapmakokineTunnx (MK)
Xapakrepuctui npenapaty Kyraksir i nopisusinni nnowi nia kpusoio
(AUC) 3 nyoweto 11ig kpusoio BHYTPILIHLOBEHHOTO IMyHOrI0BY 1INy
(IVIG).

Bropunna uins(-i) qocaiaskenus nomsirana s HACTYMHOMY:

[ 11. [Tnau KIIHIYHOro

| BUNIPOOYBaHHsI
i

I

12, OcHoBHi KpuTepii BkIOYeHHs

* Jlocaianri nepenocumicts i Gesrneky ripenapara Kyrakagir.
*  Bmmnauntn ®K npodinek npenapata Kyraksair.
*  Ouinnti KoedilienT nepepaxyuky 103m (DCF) npu nepexoui
, natienrin i3 JIKVBaHHs BHYTPILIHLOBEHHHM
‘ imynornobyainom (IVIG).
' * Po3pobutn BkasziBku Ta pekomenpauii A sabesnedenns
MOJIANLUIONO - KOpHUryBahis 1031 npenapary Kitakir Ha
MiACTaBi BCIX MiHIMaLIIX piBHIB imynornodyininy G (1gG).
e Ouinnrn Bnnms npenapary KyTaksir na skicTh ®HTTS (QolL.).
Lle 6)’]13 e IEO_CI-Ié;THE;_H—E: i 7Biﬂ_1<p7-r? HEKOHTPOT bOBAHE, |

Oaratouentpose pocaimkenns I dasn 3 oanieio rapanesbHolo
Ppynoto, 3 12-THKHEBHM  MEPiOAOM  HAKOMUYEHHS/BUBEICHHS
fpenapary, 1o CynpoBOKYBaBes 12-MicsaunnM nepiogom Brnngy
npenapara.

OCHOBHUME KPHTEPISMH BKIIOYCHHS Oyin raki;

Hirsepukennii giarnoz PL sk Busnadeno Caporneiickkum
f ToBapucTsom  no - uBYeltio imynoseiuntis  (ESID) i
[lanamepukancskoio  rpynoio no iMmyHosediunTam, i
HEOOXiAHICTb y 3amichiii Tepanii iMyHOrIOBYJIiHOM  uepes
rinoramarnobyainemio yu aramarnodyninemito. [lonepeane
NIKyBaHNs, npuHaiiMui, 6 in’ckuismu noerilinoro NiKYBaHHs
Oynme-sikum IVIG, Binnosiano, miniMym ocranni 2 wicsiui
3ACTOCYBAHHA TOMO CaMOro npenapary a0 BKIIOYEHHS B
AociKeHHs Ta B nocTiiiniii IVIG 1031 Bia 200 no 800 Mr/kr
MacH Tina.

HasBricts miniMansuux pisnie 1gG 2 nonepeanix 1VIG
iH’eKLilT 10 BKIIOYEHHS B J10CHiIvkKeHHS Ta MATPUMAHHS
MiHiManbHuX pisuie > 5,0 r/a Takux 2 rnonepeHix in’exuiii.

113, locnipkyBanuit nikapcbkuii
| nipenapat, cnocid BBe/IeHHs,

JIO3YBaH NS

=1/

Kyraksir (iMmynorno6ynin moannm HOPMaJlbHUil, okTanopm 16,5%)
Adst mothykHeroro (+ 2 simi) nigwkiproro (SC) seegenns. Skuwo, nin
HAC JIOCIIBKEHHS, Maca Tifa 3MiHioBajach Ha > $%. JI03Y NoTpitHO
Oyno KopHrysarn aas Toro, uob n03a NIATPUMYBATH NOCTiHny 103y
| Ha OCHOBI MT/KI Mach Tina.

|
|
|
!
|

- s DK nig-nocnigkenns, nig uac NEPioy HAKONWYEHHS/BHBEICHHS
fpenapary, o3y npenapary Kitaksir norpiéno Gyno ninpaxorysarn
‘ TAKHM YlHOM:

|




b Lpenapar nopisHsiHiis, 1034,

| CNOCIO BBE/ICHHS, KOHILEHTpalLis

| 16, Kinuesi Touku edexrusrocti

[ 15. C\m THS 1 Teparnis

1.5 pasu Oisbia nonepeans 1VIG no3a
KIJIKICTB THKkHIB Misk [VIG nosamn

He 3 muuum\udlauz (naii BigcyTi).

3‘1T8JIEJIIO[EDIIHHSIT3 Me,ﬂ,l‘.ll(df\lﬂ.l'il'()"if['} i JAIOTOBKa (llpﬁMCﬂHKﬂ[[lH) A1

BMEHLUCHIS MOAIIHBUN NIPOGIEM i3 NIEPEHOCHMICTIO HEe JI03BOMSIACE
nij wac jpocaiskenns. Ilpore, nanienram, Y SAKUX Binmivanucs 2
HOCIIAOBHT NOGIYHI peakitil, 10 BHHHKAN Mics MouaTKy JIKyBaHHs,
AKHM BIPOTIZHO MOKHA ©Y/10 3anoGirTn WAsSXOM MeIHKaMeHTO3HOT
MIAFOTOBKH, JI03BOJISIM OTPHMYBATH KAPOIHUIKYIOY], aHTHIICTAMIHHI
Ui npoTHdmoBoTHI 3acobn. Hecrepoinni nporuszanaibhi npenapaTm
MOZKYTb HEraTHBHO BIUIMBATH Ha (DYHKILIIO HHPOK i iX 34CTOCYBAHHS!
norpibno  Gys0  yuukaru. Jlossonsin 3aCTOCOBYBATH  MicCLEeBI
AHCCTETHKH, 1100 3MEHIINTH Gilib, 0B’ S3aHMIT i3 BBEICHHSIM FOIKH.

Koprukocrepoinn  ne  mosknHa Oy/lo  BHKOPHCTOBYBATH  fK
npeMeauKkaiiio,  1wod  3MEHIUUTH  MOMKJMBI npobnemn 3
nepeHocumicTio.  3ab0poHsiioch  iKyBaHHs NepopaNbHUMH YN
Mapenrepanbiumie - crepoiyiami  nporsrom > 30 auis ado  ix
NEPIOANYUNE 3aCTOCYBANS Uil B AKOCTI GOMOCHO] (paszoBor) j03u npu
mosennnx nosax = 0.15 mr/kr npesnizony yn nojiéuoro npenapary.

3aboponsnoch siKkyBanHs Gyiab-KHM iMYHOOIOMOMUHIM nikapebkim
5 )

npenaparom  (IMP)  nporarom 3 wmicsiuis 10 nepwoi  in’exuii
npenapary Kyrakair,

3abopousBes BHAMB KPOBI Ui OVib-5KOI0 npenapary KpoBi uu
noxignoro npenapary, okpiMm IVIG, o BUKOPHCTOBYBABCS I8l
nocTifinoro nikysaHHs nepsnnnoro lmyuone(btumy (PI) nporsrom
nonepeanix 3 Micsiuis a0 nepuioi in’exiuii npenapaty Kyraksir.

Beenents Oynb-akoro npenapary kposi un fpenapary, oTpUMaHoro 3
naasmMi Kpogi, 3a60ponsmoc,h Mij1 vac A0CHiUKeHHs Ta JI03BOSIOCH
Jmuie y  kpaiinix BMNAAKax s nHaganns  ekcTpeHol  Meanumof
Aonomorn. Tlawientu Morin GyTH BUKTIOUCHT 3 JOCHikeH s, AKIILO
OkpiM  npenapaty  Kyraksir  sactocosysanich rnpenaparu
imynornobyainy G (IgG) i npenapar Kyraksir ne moxHa 6yio
IMILLYBATH 3 THIIMI JHKAPCLKUMI IPEnapaTaM.

3aGoponsiiuch iIMYHOCYTIPECOPH Ta IMYHOMO; nynstopu. Ausi BI]')\’LIII
BAKLUHHK  3a00POHSINCH NIPOTArOM 2 MicawiB 10 nepiioi in’ekuii
npenapary Kyraksir.

Bropuuni kintesi Toukn e

[lepsrnnoio  KiHLEBOIO  TOUKOIO  edekTHBHOCT Oyna  uacrora
cepifoshnx  Gakrepianbiux  indexiiii  (SBI)  (BusHauenux sk
Oakrepemis/cencuc, Gaktepiabiii MeHiHIIT, ocTeoMieniT/cen T HHi]
apTpuT, OakTepiaibHa MHEBMOHis | BicuepanbHuil abcuiec) Ha
JIOJIMHO-PIK MPH JIiKYBaHH.

[Mepsunnoro kinuesoro Toukoio mogo MK ouinok Oyna naowa nia
kpugoio (AUC) sin nymsororo momenty wacy (0) 10 3akiHueHHS
BCTAHOBJICHOrO Nepiojly 103yBaHHs, HOPMAi30BAHOTO 10 | THIKHS
(AUCT). B pisnoBaskHOMY cTani.

JICKTHBHOCT]

(Za\)



* Piuna yactora Beix indexuiii Gyab-1K0ro BUAY UM THKKOCTI.

* Hersokki indekuit (Bcboro ta no rpynam).

® Yac 110 ycyHeHHs iH(pekuiii.

* Bukopucranns antubioTHkis (KinbkicTh i i piuna yactora).

e locnitanizauii uepes indexitiio (kinbkicTs AHiR i piuna uacrora).

e Bunaaku 1uxoMankH.

 Jlui nponycky poGoTH/iKonN/CaKky/OMISAY 33 AITHMH yepes
incpexuii Ta X jikyBanns.

* Ouinkn  akocti  wurrs (Qol) 3 BHKOpHCTAHHSM hopmu
ONUTYBAJILIIKA JUISE KOMIJAEKCHOT OILiHKN CcTany 310poB’s jiTeil
oarbkamn (CHQ-PFS0) aGo koporkoro onurtyBanbHuka Ouinkd
3AFAILHOTO CTany 310poB s SF-36.

| 17, Kinuesi Touku 6e3nexn
1
|

Bropunui kinuesi touku Gesnexu:

*  Bunuknenns Bcix nodiunnx peakuiii, o 3’sunance nicss
nouarky aikysanns  (TEAES) wa uporasi Beworo  65-
THAHEBOTO  NEPIOAY  JIKYBAHHS, [OYHHAIOUH 3 NEepLIoi
in’ekuii npenapary Kyraksir.

*  BuHukHeHHs THMYacoro nos szannx TEAES.

e Yacrka in'ekuili i3 npuuailiMui  ogmiclo  THMuacoBo
nos’szaHolo AE.

*  Bunukneuns nigospiosannx nodiunux peakuiii (SARs).

*  TEAESs, wo nos’ssani 3i wsmakictio indy3ir.

*  Micuesi peakiii B Micili BBe/ieHHS 1penapary.

L *  OCHOBHI MOKA3NNKI SKUTTCAISILHOCTI (apTepianbinii THCK.

‘ 1YJILC, TEMNEpaTypa Tilla, YacToTa AuXaHHs).

e Jlaboparopui nokaznukn (rematosioris, KiiHiuHa  Ximis,
MapKepH BHYTPIINLOCYUTHHOTO FEMOJI3Y Ta A0CHiJUKEHHS
Ha npejIMeT BipycHoT Gesiekn ).

8. CrarucTiuHi MeTo/H

Edexrunicts:

Bunuknenus ceplioznnx dakTepiallbHUX itexuiii (SBID)
NpeAcTaRjeHI AK TOUKORI OLIHKH CepesIHIX [NOKa3HHKIB
3aXBOPIOBAHOCTI HA JHOAMHO-PIK | NOB'S3aHUX i3 HUMH JOBipuMX
intepsaniis (Cls). Ha ocHoBi paniule oTpuManux JaHuX, CTATHCTHYHA
JEMOHCTpallisl YacTOTH cepito3nux iH(ekuii Ha MOAHHO-PiK MeHLLe
niz 1,0 ¢ jocrarHbolo sl HajaHns CYTTEBOrO MATBEPAKEHHS
eekrnsuocti. Tomy, HyaboBa rinoresa, sKy caig  AocHiauTH,
noasirana B ToMy, 110 HactoTa cepiiosnnx indexiii 6yna 6inbuioro 3a
un pigroto 1.0 na moamio-pik, ta Gyna aocnimkena na 1% piBHI
snauyvitoeti. HyawoBy rinoresy cnia Oyno Biaxwiuti, sk |-
cTopots Bepxus 99% nosipua mewa Oyaa menme vik 1,0.

Hacrora inwumx indexuiil Takox nigpaxosysanach Ha JOAHHO-PIK i
Oyna npeacrasicua 3 sianosianum 95% CI. Tpusanicts iHdekuiii
| Oylia nijcymMosana Ta CTHEAO BUKJAACHA CTAHAAPTHOI OMHCOBOIO
CTATHCTHROIO 38 BHAOM TH(eKuil Ta 3a TsKKICTIO.

Hponyuieni poGoui AHIAUKIILIG i, KinbkicTs | aHi rocniTanizauiii
yepes indexuii, BUKOpHCTaHHA anTHOIOTHKIB | KiNbKiCT BHNAAKIB
JIHXOMaHKH MpeCcTaBlieHi ONHCOBO (32 AOMOMOIOI0 JECKPUITHRHIX
MECTOJIRB).
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Hani Qol. npeacrasneni onucoro 3a BisHTOM pazoM 13 3MIiHamH

BIIHOCHO BUXIJIHIX 3HAUCH (BU3HAUCHHX K nepuia in’exiis).

Inan ®OK auanizy:

- OK napameTpn ananizyBann 3a J101oMoroio JICCKPHIITHBHHX MCTO/IB
B ycix 1gG (Bchoro Ta niatunm) i anTHren-cneuupivHUX aHanizax
AHTHUTIN,

[uansinyanshi ®K npodini npeacrasneni rpadiuno Ha pewituactux
rpaikax (Hanpuknazg, jekifdbka rpadikis i3 oaHAKOBMMH napamm
3MIHHUX BETHYUH HA OAHIM CTOpiHII) 3 BUKOpHCTaHHSM finiiiHof
LKA, a Takoxk jorapudgmiunoi wikany aas konuenTtpauiii B nnasmi
KPOBI.

| Minimansui pisni seix kontponsosannx IgG i anTHren-cneun(itHux
napameTpis  niacymoBani 3a  kinskicrio indysiii i npeacrasaeni
rpagivno sk npodini wacy. Kpim Toro, npejacrasiena vactota Beix
MiniManbunx pisnis 1gG nmacde 5,0 1/ no koskniii indysii.

Binkopurosanuii  koedinient nepepaxynky jnosm  (DCF)  6ys
otpuMannii i3 Bumipsinnx/zapeecrponannx AUCTIV i AUCTSC ra
GakTHuHNY 103, 10 BBOAMINCS BHyTPIHBOBEHHO (npn DKIV) i
| miawkipno  (npu ®KSCI), sianosiano, Gasyiouncs na  niHiHniii
perpecii naiimenuimnx ksaapatis misk AUCTSC i DoseSC (niauIKipHotO
J103010).

Kpim Toro, Gyno orpumane serke y sHKOpHCTaHHI MpeacTaBieHHS
JAHUX 110 KOpPeKWii 103u y BUrsyli Tabauui Ans Toro, 1wod HanaTt
AOCIIAHNKAM KepiBHI BKa3iBKH 10 KOPEKLiaM J03H, Dasylounch Ha
(GakTHYHMX | WiNbOBUX MIHIMANLHNX PIBHSX Ta Maci Tila KOKHOrO
OKPEMOro natjieHra.

- besneka:

AHal3 GC31ICKI CRIAJABCS 3 ONMICOBOT CTATHCTHKM, [IPEJCTABNCHHX Y
BUIJISL Talanith | 3aHECCHNX J10 CIHCKIB YCIX N0BIYHMX peakuiit, 1o
BUHMKAN  micas  nowatky gikysanns  (TEAEs), naGopatophux
pe3ylibTaTiB  Oe3nekH. BIpyCHHUX MapKepiB, OCHOBHHX MOKA3HHUKIB
KUTTCAIAABHOCTI Ta faHux (pizuunoro obcrewenns. JIns KowkHOT
TEAE  nigpaxosysann wac  sisnocno  nowatky iw'ekuii  Ta
knacuicysann  TEAE sk tumuacoso nos’szany 1no6idny peakuiio,
AKILIO BOHA po3novnHaiacs mia vac in’ekuii yn nporsarom 72 roauu
micias  sakiwuenns inexuii.  Cepifosni noGiuni peakuii (SARs)
BH3HAYAIOTLCS K BCi nobiyni peaxiii (AEs), aki TuMyacoBo nos’ szani
3 npenapatoM Kyrtaksir ado, npuxaiiMHi, MOKIHBO BigHOCHIHCS 110
BBCACHHS  LLOIO npenapary uu B sikux Oyna  BijgcytHs abo
HEBH3HAYCHA OlIHKA NPUYMHHO-HACIIIKOBOIO 3B’ S13KY.

[linpaxoByBann KinbkicTh in’ekuiii  no KO)KHOMY — MaiieHTy 3,
npuHaiiMui, oaxiclo TuMuacoso nos’szanoilo AE i3 sarambhoi
KIIBKOCTI  in’ekuiii | nazasanm  cnisBiAHOIICHHS,  BKIIOYAIOUN
NOBSI3a11Y 3 LM OJHOCTOPOHHIO BEPXINO 95% 10BipUy Mexky.

Bei TEAEs i Bei kainiuno  3uauumi  BHnagku reMonizy, ki
OIIHIOBANCH SK BIPOMIJIHO UM MOMINBO MOB s3ani 3 npenapaTom

5

| Kyrakgir. Gy geransno nepesniveni pasom i3 Bcima BIANOBIH UM |
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nabopaToOpHUMHK ITapaMeTpamil.

' 19. Jlemorpadiuni nani nocnii-
| KYBaHOT nonyJusiuit (crarn, Bik,
| paca, iHue)

| 20. Tokasnmku edexTHBHOCT

Beboro 32 nauienta skinouoi crari ta 28 NatieHTiB 40A0BI40T ¢TaTi
NPHIMAIH YuacTh Y JOCHIKEHHI; 3 BiNbLIOI0 YaCTKOIO namieHTis
HONIOBIYOT cTati B rpynax airtelt i nianitkis, i GiALIIOID YACTKOWO
KIHOK Y rpyni Jlopocinx.

Haiimeniiomy nauicury, skuii 6y Bkmovennii Y JlochiuKerHs, 0yno

- 2 pokn, a naiicrapuiomy — 73 pokn. Cepeaniii Bik y rpyni aopocianx

CTAHOBHE 46,6 pokis.

Bei nauientn Gyim Ginowkipusi, okpinm onoro J10pOCIIOro natieHTa,
KMt Gys Garatopacosuii.

[Tin vac pocnimkenns nisknx SBIs ne crocrepiranock. byna | Taxkka
iH(eKus, 1o nmpn3Besa B pesybTaTi A0 rochitanizaiii,

Bevoro cnocrepiranocs 192 neramki indekuii y 51 nauienra s
NepBUHHII nepiojl cnocTepeskents ta 245 indekuiii y 53 nauientis
Ha npoTssi BChoro mepiogy Jsikysanns. [Ipo inekuii BepxHix
AUXANLHUX  IWAAXIB  MOBiOMAANOCH HaifuacTitie. YacToTa iHIINX
HQeKUil Ha JIOANHO-PIK CTAHOBMJA B inomy 3,434 (Bepxuiii 95%
CI: 4,580). Tpu usepri indekuiii y nepsunnuii nepion 6viau nerkumu
Ta OAHA UBCPTH — MOMIPHUMH 3a inTeHcHBHicTIo; Gyna | Tskka
ingeris,

Cepeannnnii qac s yeynenns indexuiii ckianag 10 JWHiB, At
noMipHUX indexuiii norpiGHui 6ys aoBumit yac (16 anis). Hix s |
JerknX indexuiii (8 auis).

HBi rpetunn (66,7%) nauiciris 3ACTOCOBYBAIN aHTUBIOTHKH nijL vac
NEPBHIHOTO nepiolly cnoctepeenns i 71,7% nia uac yeboro nepioay
Jaociierenns. byan it perionaibii BizminHocTi, Gibile aHTHGIOTHKIB
3aCTOCOBYBaNN  nauientn B TliBniuniii Amepuui, uin vy €sporii.
KinbkicTs BUNAnKis JiKyBaHHs Ha mojinHo-pik cranosuna 2,164, a
KIIbKICTs AHIB JiKYBAHHS Ha MOANHO-IK CTaHOBMAA 53,796 B
NEPBUHHMIT  NePio  cnocTepeskeHHs, NpH  1LOMY YacToTa Oyna
NOAIGHOIO HA NPOTA3N BCLOIO J0CAILKeHHA. BifbuiicTs 34CTOCYBaHb
anrnoloTHkie Gynu cHCTEMHHMH,

[lin wac nepsunnoro nepiofy crocrepesenns y koknoro 3 4
nawienTis (6,7%) Ovs, npumaiimni, | BHNA10K JIHXOMaHKH, 1110

| cranoBuno 0.107 Bunaakie suxoMankn ia JHOIHHO-PIK.

[lig vac nepsintoro nepioay criocrepeskenis 16 nauienris (28,6%)

34 pasn Oyau BijacyTni na poGoTi 4 B UIKON] yepes iHdekiil, 1o B

uinomy cranosuno 164 ani incyrnocri. Yacrora BiACYTHOCTI Ha |
podoTI un B wiKoAI Ha moanHo-pik cknazana 0,016, npunycKaroym,

1O KibKICTh AHIB poGoTH/ilKoM cTanoBuTs 200 Ha pik.

3arajiom, He OyN0 CyTTEBHX 3MiH y cepejinix i cepeaunnnx Ganax
CHQ-PF50 i3 wacom. Cepenni Gamn SF-36v2 konusanic Y Mekax
i 42 no 53. Cymapuuii 6an neuxivnoro 3j0por’s 6ve 51,81 na
3agepwansiomy Bisuri, a 6an ¢isuunoro 3jpopos’s Oy 48,55,
3aranom, BiaGysanock 30iibuieHHs (Hanpukiaz, nokpauiena Qol)
cepeanix Gani, xoua Hesnaune, misk TukHem 1 i 3aBepuiajibHUM

| Bisurom, 1o ofom cymaptum danam (pisiune 310pos’sa Ta neuxiune |
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21, TMokasniku 6e3neku

B P 5 =
3/l0pos’s), a Takoxk no 7 i3 § wikan.

Busavann AUCT B piBHoBaskHoMy crami micis 1LOTHKHEBOrO
BBe/icHHs SC b’ ekuii: reomeTpuuiie cepeane 3navenns Oyso 2213
roa*r/n. Iligwipna in'exkuis npenapary Kyraksir npussena B
pesynbrati 1o naockux ®K npodinie, wo signosiganu noctynosiii
abcopOuii Ta NOMITHO MEHUINM KOIHBAHHSAM Y PiBHOBA/KHOMY CTaHi
MopiBHAHO 3 josysanusm IVIG. Binnosinno, piBnoaxHi MiHiMaIbHi
piBHI mics nimwkipHoi in'ekuii Gyan BUUMMM, HiX piBHOBAKII
Minimaneni pisni nicas 1VIG, 3 cepeanninvu snauennsyu 1gG 8,7
r/n B ocTauuiit aenb nicas OKy, 10,3 v/ nicns OKgey i 1 1,5 r/n nicas
DKser. by Busnauenuii koediuient nepepaxynxy aosu (DCF) 1,37,
10 103BOJHIO MPOBECTH KOPEKUIO [03M I TOro, 1od J0csrti
Oioexknipanenthocti misk ao3yveannsy 1VIG  (BHYTPIlIHBOBEHHOIO

- imynorsiodyainy) i SCIG (niuukipioro imynorno6yainy).

1360 nawienris v subipui juns anaaizy Oesnekn, y 56 naiientis

(93.3%) sinmivanacs wonaiivente oana AL, a Takok iHeKUiT B X011 |

aociijpkenns. Ao sukaounTi indekuii, y 48 nauientiz (80,0%)
BiaAMibanocs 236 peakiliif, Takum unnom y 8 nauienTiB Biamivanucs
AEs, wo Oyan iudekuisvu, B uinomy wHa nporssi  BCboro
aocaipkenns Oyno sapecctposano 481 AEs, 3 skux npubnnzso
HOJIOBHHY cTaHoBHIN iH(ekuiT (245 peakuiil). OanHanusTs naicHTIB
(18,3%) mann wonaiimenie oany cucremny AE, aky 10chijHuK
BBA/KAB  MOB’S3aHOK 3 JIOCH/UKYBAHUM  [IperapatoM; BChOro
Ha/li L0 MOBiIOMJCHD PO 14 MOB’A3aHUX i3 HUM peakLLiii.

[Tpu ananisi intencusHocTi Ta BUKIIOUEHHT indekuiii, y 27 nauientis
BiAMivanHes peakitii 3 MakCHMAaLHO JIErKolo iHTeHcuBHicTio, y 18
NALIEHTIB  BiAMIvANCs  peakuil 3 MAKCHMaTbHO — NOMipHOIO

[ IHTeHCHBHICTIO Ta b 3 — 3 MakcHMallbHO TSKKOIO THTEHCHBHICTIO.

He Gysio TEAES. 110 npusseini 10 cMepTi 4u BUKIIOYeHHS 200 iHIIHX
sHaunmux  AEs. Bei 5 SAEs Beakanucs He MOB S3aHUMH 3

JoetijokyBanuM - npenapatos.  OJHH MaLieHT  NOBIAOMHB  Npo

Henos s3any SAE 3 indekuicio Tsokkol inTencusrocTi, Bei inwi AES 3

CiHQekuisvu Oyan Heceplo3HUMN, HETSKKUMHU Ta HENOB S3aHuMH 3

[pernaparom.

HaiiGinbw wacro nosigommosanumn TEAEs 3a knacom cueremu
opranip (SOC) Gynn in(ekuii Ta insasii (83,3%), 3a sKuMH iiun
MOPYLWICHHS  1TYHKOBO-KHILKOBOrO Tpakty (35,0%) Ta ypamxeHnus,
OTPYEHHS Ta ycknaanenna sia npoucayp (30,0%). Haii6inbin vacro
noeizommosanumu TEAEs 3a nepesaskium tepminom (PT) Gysn Bei
ingekuii Ta inasii 3a SOC, a Takox Hazodapurit (26,7%), cuuycut
(25,0%) i indpexuiis Bepxuix anxanshux wnaxis (21,7%).

Hacrora AE na nanienta juis Beix nauientis ckaagana npuénansuo 4;
dacrora ALs i3 indekuismn Sysna naiisinuloio y aireii crapuioro Biky
no AEs 0es ingekuiii (6.18) i y aiteii Monoaworo Ta crapuioro Biky
no ALs i3 indexuismu (6,25 i 5,27, sianosiano). [lpo naitsuuly
qactoty TEAEs (6e3 indekuiit) nosizomnsaocs y Micsiui 11 3, npu
ibomy 15 (25.0%) i 14 (23.3%) nanicurie nosigomuan npo 31 i 20

| peakitiii. sijnosiano. Hporsrom yeix inmnx micauis g0 Micsus 16, 7
| (TR7%) 1 12 (20.0%) nauicuris nosigomuan npo TEAEs. [Tpo

| HallBULLY  wacToTy 1oB’s3anux i3 Jgikyeanuam  TEAEs  rtakowx

nosijlomsiiock y Micsiui 1.

()



[ nbomy nafiguia vacrora ix Buunknenns (81,8% i 81,6%. Bianosiano)
| Oyna y aireil crapioro BIKY T2 JIOPOCAHX NALIEHTIB. Y Tphox

| AEs, 3 indexuiamn Ta insasismu (71,7%), nopyuennsamu 3 Goky

| Timuacoso nos’sazannx TEAEs Oyna nos’s3ana 3i wsuakictio sig 50
10 < 60 Ma/ros., a HaiiBuiua vacToTa IX BUHUKHEHHS Oyla 1108 s3ana
|31 wsnakicTo gijg 70 10 < 90 ma/rog.

- Pesynbratit naGopatopninx 10cikeHb He BKA3yBaim Ha Gylb-siKi
- noGotoBanus 3 npuBOAY Oe3nekn. 3MiHM B KIHIYHO 3HAUMMUX

| 3asepianbiomy Bisuti Beawkascs kainiuno suauumum. Tlpote, 1eii

Y copoka aBox nauientis (70,0%) Oynn 136 THMuyacoBo NoB sI3aHUX

HYHKOBO-KHILIKOBOrO  TpakTy (26,7%) i nopyueHHsMun 3 OOKy
CKEJICTHO-MSI30B01 Ta CHOJNYUHOT TKAHHHI Ta YpaKeHnHsl, OTPYEHHAMH
Ta yekaajAHeHHAMu BiJ npoueayp (obujasa cratosuin 18,3%), sxi
Hafigacrilie snanBann Ha cucremu opranismy. Tpunaauats i3 14
no’szanux i3 Jjikysauuam TEAEs y 10 3 11 nauientis 6yau
THMYACOBO OB SI3aHUMI,

3a inekuiamu, Oyao 0.0385 Tumuacoso nos’ssanux TEAEs, 0,0040
BIINOBIAHMX THMuacoBo nor’azannx TEAEs 1 0,039 Timuacoso
nos’szanux TEAEs i3 indexuismu. Ha npotasi nepsunHoro nepiosy
CINOCTEPCIKCHHA Ta 110 BCIM NauiciTas, niipaxosatia dactka in’exuiii
i3, npunaiiMui, omuieo TumMuacoso nos’sszanoo TEAE (6e3 indekuiit)
cranosuia 0,0286, npu 1bOMY OAHOCTOPOHHS BepXHs 95% joBipua
meska cknanana 0.0366.

Moo winekocTi  in'ekiiii, walinimkya  vactota  BHHUKHEHHS

Jaranom. 75.0% nauicuTis mann peakuii B micui BBEAEHHA, NpH

deTBepTAX (76.7%) in'exuiii He Ovi0 peakuii B Miclli BBEJEHHS, B
oaniit 1Tt (20,9%) — Gyna nerka peakuis, y 2,4% - 6yna nomipha

peakilis, i avwe y 2 iH’eKUisxX cnocTepiranach TAKKa peaxiis.

Hacrora BuHHKHEHHS peaKkiliit y micui Beejenns Gyna TPOXH BUILOIO
Mijl vac nepumx 4 niarotoBunx in’exuiii; y 60.9% nauientis ne 6yao
peakuii nij vac nepwnx 4 iH’ekuiil, KiJLKICTh SKMX NOCTYIIOBO
30ibLINAACk 10 NoHaa 70% no in’exuiaM, 110 BBOAUINCS HA MicLli, Ta
npudansio jgo 80% 1o ii'ekuism, U0 BBOAMIMCH B JOMALIHIX
ymosax. Haifuactimnmu sujamu peakuiii v micti BBesenus Oynu
eputema (rinepesis nikipu). nouepBoHinis, HaGpsak i ceepoik.

NOKA3HIKAX CNocTepiranuch NUile Y HeBEAHKOI KiILKOCTI NMalicHTIB.
Heesith nauieHTiB Maji NO3NTHBHI PE3yNbTaTH BIpYCHUX MapKepis
N 4ac AOCHiKeHHs, aje Juiie O/nH, MO3UTHBHUI pesynbTar
NOBEPXHEBOrO  aHTureny Bipycy renatuty B (HBsAg) wa
MAEHT NPOXOJUB NOBTOPHE JIOCAIUKEHHS NpUOAH3HO uepes |
MicaUb 1 oOnasa Bipycnux uasantazcenus HBsAg ta HBV (mipyc
renaruty B) Oynn HeratusHuMu,

He Gyno ortpumano 3aciyroBytounx Ha ysary (3HauHuX) pe3yJibTaTiB
(GiznuHoro  ofcTemeHHs  uM JAHHX  OCHOBHUX  MOKA3HMKIB
IKHTTENISTLHOCTI.

22. BucHOBOK (OTpHUMaHI pesyib-
TaTH)

|
#
{
\

e Edexrusnicts  npenapary  Kyraksir w010  nonepekenus
BHHUKHEHHS  cepitoznnx  Oaktepianbiux  indekuiii  (SBIs) vy
nawicntin i3 nepsunnns imynoaedinnrom (Pl) Gvna niareepukena
HYJIbOBOIO YacToTolo SBIs. |
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| Bassnik (Bnacnuk peccrpatiii-
HOIO CBIJIOLTRA)

]
|

| /nionucano’

* Yacrora inmmx indekuili Ha AI0AMHO-PIK CTAHOBMIA B WLinOMY
3,434 (Bepxus meka 95% JlI: 4.580). Tpu usepri indexuiii vy
novarkosuii nepio Oy jerkuMu i oana usepTh Oyna noMipHoO
3a IHTEHCHBHICTIO; NPH LLOMY BiAMivanach | Tsikka iHdekiis.

e [linwkipa in’ekuis npenapary KyTaksir npussesia B pesyibTaTi j10
niockux @K npodinis, 1o Bignosiaann noctynosiit abcopiii Ta
MOMITHO MEHILIUM KOJIMBAHHAM Y PIBHOBAKHOMY CTaHi MOPIiBHIHO 3
jlosysannsM 1VIG.

o Minimansni pigni [gG B cupoarui 6y maitke nocetiiinumu B Xosi
JOCEECHHS | He Y0 natienTis i3 MiniMaasiumu pisnavu G
Hipkue 5 r/n. MidiManbiuil piseiib, (O ClocTepiraBes, cTaHoBHR
6.1 r/n.

¢ Busnauennii xoedinient nepepaxynxy nosu (DCF) cranosus 1,37,
1O JIO3BOJIHIIO [IPOBECTH KOPEKILIO JI03H JUls TOro, Wod A0CArTH
OioekpisanenTocti Mik Jjosysannam IVIG (BHYTPilIHLOBEHHOrO
imynornodyainy) i SCIG (niamkipioro imynornodyniny).

* [IpoTsrom nepBHHHOrO Nepiojly /A0CHiZKEHHA BH3HAYEHA YacTka
in’exuiii i3 npunaiiMui oaxiero Tumuacoso nos’szanolo TEAE (6e3
iHdexuii) cknagana 0,0286, npu UBOMY OAHOCTOPOHHS BEPXHS
95% nogipua mexa cranosuaa 0,0366.

* B uinomy, ouinka AEs, peakuii B micii BBeJeHHS, NMOBCAKACHHI
NnabopaTopHi AOCHIAKEHHS, OCHOBHI NOKAZHUKH HKHTTEAISILHOCTI
Ta (iznune OOCTEREHHS MOKa3aiu, (10 NiAWKIpHE BBEAEHHS
Jochipkysanoro npenapaty Kyraksir 1o0pe nepenocunoch i 6yno
Ocaneunnm y uiel BUGIpKY namienTis,

(nijmc)

'7_711 }f\'op'_r_l_iiﬁiég;’,l pOKY

__lueposzaipasol
(MoBHa Haszea)




Hirsep/eyio BUUIOBLINICTL HEPEeKIaly 3 aHiiichKol MOBM Ha YKpaTHCBKY
MOBY. 8/IeKBaTHUI1 HAYKOBHIT pIBCHB. KOPEKTHICTh pejlaryBanHs Ta 0()OPMIICHHS.

Y 1bOMY JIOKYMEHTI pomuTo 14 (MQTHPHAUTITE) CTOPIHOK.
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