Annexure 29

to the Procedure of the expert examination of
the registration materials for medicines
submitted for the state registration
(re-registration), as well as to the Procedure of
the expert examination of the materials

on making changes to the registration
materials within the Registration Certificate’s
validity term (paragraph 4 of section IV)

REPORT
on the Pre-Clinical studies

1. Name of the medicinal product
(Registration Certificate number, if
available):

AXITINIB ACCORD Film-coated tablets | mg, 5 mg

1) type of medicinal product for which the

registration was received or is planned Generic

v
2) studies conducted OYes No
2. Pharmacology:
1) primary pharmacodynamics
2) secondary pharmacodynamics Not applicable

3) safety pharmacology

4) pharmacodynamic interactions

3. Pharmacokinetics:

1) analytical methods and their validation
reports

2) absorption

3) distribution

4) metabolism

5) elimination

6) pharmacokinetic interactions
(preclinical ones)

7) other pharmacokinetic studies

Not applicable

4. Toxicology:

1) single-dose toxicity

2) repeated dose toxicity

3) Genotoxicity:
in vitro

in vivo (including additional toxico
kinetic evaluation)

4) carcinogenicity:

Not applicable

long-term study

short-term study
or medium duration study

additional studies

Not applicable

5) reproductive toxicity and
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developmental toxicity in the offspring:

effects on fertility and early embryonic
development

embryotoxicity

prenatal and postnatal toxicity

studies with drug administered to
offspring (juvenile animals) and/or
evaluating the late effects

Not applicable

6) local tolerance

Not applicable

7) additional toxicity studies:

antigenicity (antibody formation)

Immunotoxicity

mechanism of action studies

drug dependence

metabolites toxicity

impurities toxicity

other

Not applicable

S. Conclusion on the preclinical studies

Not applicable

45487593X Digitally signed by

45487593X MARC COMAS

MARC COMAS  (rBss112830)

Date: 2025.09.15 12:50:58

(R: B65112930) 0200

Applicant (Marketing (signature)
Authorization Holder)

Marc Comas, Director of Accord Healthcare S.L.U.

(Full name)
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Jlonatok 29

no  Ilopsaky  mpoBemeHHS — excriepTH3M
peecTpauiffinux MatepiamiB Ha niKapchbKi
3aC00H, 1IN0 TMONAIOTBCS HA  JEPiKABHY
peectpaiio  (TlepepeecTpaiiio), a TaKox
CKCIEPTH3M  MarepialiB [P0  BHECEHHS
3MIH 0 peecTpaliifHux  MaTtepiamis
IPOTATOM It peecTpauiifHoro
MOCBIYeHH (TYHKT 4 po3niny IV)

3BIT
NMPO JOKJIHIYHI J0c/iIKeHH S

1. Hassa nikapceskoro 3acofy (3a HasBHOCTI
- HOMEP pPeecTpaniiHoro mocBiqueHHs): AKCHUTHHIB AKKOPJI, tabnerkn, BKpHTI
IUTIBKOBOIO 000JIOHKOIO, IO 1 MT, 110 5 MT.

1) Tun nikapcekoro 3acofy, 3a AKUM

NpoBoMIacs abo NIaHy€eThCs peecTparis FonepusER

2) mpoBeseHi IOCTiKEHHS: O Tax i v
2. ®apmaxoJoris:

1) nepeuHHA hapmakoMHaMiKa

2) BTOpHHHA (hapMakoHMHAMiKa He 3acTocoByeThes

3) dapmaxonorist Gesnexu

4) dapmaxoauHamivHI B3aeMoil

3. dapmakokiHeTHKA:

1) aHamiTH4YHI METOJMKH Ta 3BITH MIOM0
X Bautimarii

2) BCMOKTYBaHHS

3) posmoain

He 3acTocoByerhes

4) wmetabomizm

5) BHBEJCHHA




6) QapmakokiHeTHUHI B3aeMoil
(ToxmiHIYHI)

7) iH1mi hapMaKOKiHETHYHI JOCIIIKEHHS

4. ToxkcukoJoris:

1) TOKCHYHICTB y pasi 0HOPa30BOIO
BBEJICHHS

2) TOKCHYHICTE Y pa3i MOBTOPHUX
BBEJICHb

3) TeHOTOKCHYHICTE:
in vitro

in vivo (BKITIOYAIOYH JOAATKOBY OLIHKY 3
TOKCHKOKIHETHKH )

4) KaHIEPOreHHICTD:

He 3aCTOCOBYETLCA

)IOBI'OCTpOKOBi IIOCJ'[iJI}KE‘.HHﬂ

KOPOTKOCTPOKOBI JOCIIJKEHHS
abo J10CITiJKEHHSI cepeJHROT TPUBAIOCTI

TOMATKOBI JOCII JUKEHHS

He 3aCTOCOBYETBCA

5) penpoayKTHBHa ~ TOKCHYHICTR  Ta
TOKCHUHHH  BIUIMB HA  PO3BHTOK
IIOTOMCTBA:

BIUTMB Ha (epTHIILHICTD 1 paHHiH
eMOpioHaNBEHUN PO3BHTOK

eMOPIOTOKCHYHICTE

[IpeHaTaIbHA 1 MOCTHATAIbHA TOKCHYHICTE

JOCJIIJKEHHS], TIPH SKHUX IPErnapaT BBOAUTEC
NIOTOMCTBY (HECTATEBO3PiIMM TBapHHAM)
Ta/ado OILIIHIOETLCH BiaieHa ais

He 3actocoByerhes

6) Micluesa [IepeHOCHMICTh

He 3aCTOCOBYCTECA

.
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7) IOAATKOBI AOCIIIKEHHS TOKCHYHOCTI:

AHTHT€HHICTh (yTBOPSHHS aHTHTL)

[MyHOTOKCHYHICTE

JOCTIJDKEHHS MeXaHI3MIB il

JKapchKa 3ale)KHICTh

He 3acrocoByerbes

TOKCHUHICTL MeTaboJIiTIB

TOKCUYHICTE JOMIIIIOK

1H1IIE

5. BuUCHOBKH 1010 JOKJIIHIYHOTO
JOCTFKEHH

He 3actocoByeThes

3asBHUK (Bracuuk
peecTpallifHOro MOCBITYEHHS )

45487593X Lndposuii niﬂﬂmf{ .
45487593X MAP A

MARC COMAS (R: B65112930)

(R: B65112930) para: 15.09.2025 12:50:58
+02'00'

(miamuc)

Mapx Komac, Tupexrop Axkopa Xenckea C.JLY.
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Annexure 30

to the Procedure of the expert examination
of the registration materials for medicines
submitted for the state registration
(re-registration), as well as to the Procedure
of the expert examination of the materials
on making changes to the registration
materials within the Registration Certificate’s
validity term

(paragraph 4 of section V)

REPORT
on the clinical studies

1. Name of the
medicinal product
(Registration

AXITINIB ACCORD Film-coated tablets 1 mg & 5 mg.

Certificate number,

if available)

i Th'e Accord Healthcare S.L.U., Spain

pplicant

3. The Batch Release: Accord Healthcare Polska Sp. z 0.0. Magazyn Importera, Poland

Manufacturer
Manufacturer of the finished product, assembly (packaging), quality control
testing: Shilpa Medicare Limited, India
Secondary packaging,quality control testing: Accord Healthcare Single Member
S.A., Greece
Quality control testing (Physico-chemical): Selvita Services Sp. z 0.0., Poland
Quality control testing (microbiological): Pozlab Sp. z 0.0., Poland

4, Studi : i

e d:ﬁi:il: yesM no if “no” please justify

1) type of

medicinal

product for

which the Generic

registration was
received or is
planned

5. Full name of'the
clinical trial, code
number of the
clinical trial

An open label, balanced, randomized, two treatment, two sequence, four-period,
single dose, full replicate crossover oral bioequivalence study of Axitinib Tablets 5
mg of Shilpa Medicare Limited, India comparing with that of Inlyta® 5 mg
Filmtabletten Axitinib of Pfizer Europe MA EEIG, Boulevard de la Plainel7, 1050
Brussel, Belgien., in healthy, adult, human subjects under fasting conditions..,
Study No. 054-21; Version No.: 02; Date: 27 Jul 2021

6. Clinical trial

Bioequivalence Study

phase
7t Peljlcfd al . Study Start Date: 31 Aug 2021
the clinical trial "
Study completion date: 23 Sep 2021
conducted
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8. Countries
where the

clinical trial | TNPIA.

was conducted

2. Num?)erof Planned: 63

the subjects Actual: 52

involved i

10. Purpose Purpose: To assess the bioequivalence of Axitinib Tablets 5 mg of Shilpa Medicare
and secondary | Limited, India comparing with that of Inlyta® 5 mg Filmtabletten Axitinib of Pfizer
objectives of | Europe MA EEIG, Boulevard de la Plainel7, 1050 Brussel, Belgien., in healthy, adult,
the clinical human subjects under fasting conditions

trial

Secondary objectives: To monitor the safety and tolerability of the subjects.

11. Clinical

This was an open label, balanced, randomized, two treatment, two sequence, four-period,

trial design single dose, full replicate crossover oral bioequivalence study in healthy, adult, human
subjects under fasting conditions

12. Basic Subjects were selected based on the following inclusion criteria:

inclusion

criteria Healthy, adult, human volunteers between 18 to 45 years of age (both inclusive), having a
Body Mass Index (BMI) between 18.50 and 30.00 Kg/m2 (both inclusive), were able to
understand and comply with the study procedures and having given their written
informed consent were checked in for the study.
They did not have any significant diseases or clinically significant abnormal laboratory
value findings during screening, medical history, clinical examination, laboratory
evaluations, 12-lead ECG and chest X-ray (posterior-anterior view) recordings. Urine test
for drugs of abuse and urine alcohol test were done during check-in of each period.
Note: As COVID-19 prevails during the execution of the study, Coronavirus Discase
(COVID- 19) Symptoms was performed during screening, check-in, checkout of each
period, post study investigations and ambulatory blood sample collection as per the
Safety manual-COVID-19

13.

Investigational

medicinal Axitinib Tablets 5 mg

E]rgtdhuocé’o ¢ Method of admin. — oral route

administration,

potency

14. Reference

medicinal

product, Inlyta® 5 mg Filmtabletten

dusage, Method of admin. — oral route

method of

administration,

potency

15, As per the protocol, the subjects were instructed not to take any prescription drugs or

Concomitant | over the counter drugs (OTC) (e.g.: Cold preparations, antacid preparations, vitamins and

therapy natural products used for therapeutic benefits) 14 days before the check-in of period-01

other than investigational products. The subject numbers 01, 14, 15, 18, 23, 27, 30, 34

and 43 were administered concomitant medication to treat their adverse event.
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16. Criteria for
the
effectiveness
evaluation

Based on the statistical analysis, the test product will be concluded bioequivalent to the
reference product if primary pharmacokinetic parameters Cmax and AUCo. satisfy below
mentioned criterion for Axitinib:

For AUCq.: 90% confidence intervals for the difference of means of Ln-transformed AUCo.¢
should fall within 80.00-125.00%.

For Cma: 90% confidence intervals for the difference of means of Ln-transformed Crax
Should Fall within 80.00-125.00%, if within-subject variability for Cmax of the Reference
product in the study is < 30%

17. Criteria for
the safety
evaluation

Safety was assessed from the screening period to the end of the study. It was assessed
through clinical examination, vital signs assessment, 12-lead electrocardiogram (ECG),
chest X-ray (within the last 6 months) (posterior-anterior view) recording, clinical
laboratory parameters [e.g. biochemistry, hematology, urine analysis and immunology].
Urine scan for drugs of abuse and urine alcohol tests were done during check-in of each
period.

Vital sign measurement was done at check-in, pre-dose, 2.0, 5.0, 10.0 hours post dose
and checkout in each period. The subjects were questioned for well-being and COVID-19
disease symptoms during recording of vital signs in each period.

Subjects were questioned for COVID-19 disease symptoms (fever, cold, body pains,
lethargy, dry cough, sore throat, nasal congestion, runny nose etc.) during ambulatory
blood sample collection.

18. Statistical
methods

The In-transformed pharmacokinetic parameters Cmax and AUCo.c were analyzed using a
PROC GLM effect ANOVA model with the main effect of treatment, period, sequence
and subjects nested within sequence as fixed effects Two one-sided tests were used to test
for bioequivalence of each of these parameters. ANOVA, 90% confidence interval using
two one-sided tests for bioequivalence, power and ratio analysis were performed on In-
transformed pharmacokinetic parameters Cmax and AUCo. for Axitinib. The within-
subject standard deviation of the reference product (Swr) was calculated for the In-
transformed pharmacokinetic parameters Cmax for scaled average bioequivalence. The
Intra subject coefficient of variation was calculated for the In-transformed
pharmacokinetic parameters Cmax and AUCy. for average bioequivalence.

19.
Demographic
indicators of
the studied

Demographic characteristics remained consistent between the enrolled and completer
groups. Participants had a mean age of 35 years (SD £5), mean height of 168 ¢m (SD +6),
mean weight of approximately 67-68 kg (SD =+8.4-8.6), and mean BMI of
approximately 23.8-23.9 kg/m? (SD

Effectiveness
results

population +2.4). These values indicate a relatively homogeneous population of middle-aged adults
(sex, age, race, |with normal body weight.

ete:)

20. The 90% confidence intervals for main pharmacokinetic parameters of AUCO-t and

Cmax are within the established acceptance criteria.

3I'IAHO 3 OPUI'THAJIOM

P
5_./&{,/// Mapisa LIHTAHKOBA




21. Safety
results

The clinical portion of the study was completed with twenty-one (21) AEs in fifteen (15)
subjects (subject numbers 01, 07, 14, 15, 18, 23, 26, 27, 30, 34, 36, 43, 47, 50 and 60).
The reported AEs were T-inversions in V1-V2, Nausea, Vomiting, T-inversions in V1-V4,
T-inversions in lead II, III, avF, T-wave inversions in leads V1-V5, T-wave inversions in
V1-Ve, Sinus tachycardia, T-wave inversions in V2-Vé, Diarrhoea, Ttching (Pruritus), T-
inversions in II, 111, avF, T-wave inversions and Epigastric pain (Abdominal pain upper).

Out of the twenty-one (21) AEs, nine (09) AEs were occurred following administration of
the test product and twelve (12) AEs were occurred following administration of the
reference product.

No deaths or serious adverse events were reported during the conduct of the study.

Overall the study, Axitinib Tablets 5 mg of Shilpa Medicare Limited, India was well
tolerated as a single oral dose when administered under fasting conditions.

22.Findings
(conclusion)

Based on the results obtained in this study, Test product [Axitinib Tablets 5 mg of Shilpa
Medicare Limited, India] was bioequivalent to the Reference product [Inlyta® 5 mg
Filmtabletten Axitinib of Pfizer Europe MA EEIG, Boulevard de la Plaine 17, 1050
Brussel, Belgien] in healthy adult human subjects under fasting conditions.

Applicant
(Marketing
Authorization
Holder)

(signature) '
Marc Comas, Director

(Full name)
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Honarok 30

no Ilopsaky NpoBeneHHs eKCrepTH3N
peecTpauiifHux Marepianis Ha JTiKapchKi
3aco0u, 110 NMOJAKTHCA HA JEPIKABHY
peecTpauiio (nepepeecTpaunito), a TakoxK
eKCIepTH3K MaTepiaiB Mpo BHECEHHs
3MiH 10 peecTpaliifHUX MaTepiatie
NPOTArOM Jlif peecTpaliiiHoro MocBigUeHHS
(myHkT 4 posainy IV)

3BIT
npo rJaiHiuyHe BHNIPOOYBaHHHA

Ha3sga nikapcbkoro
3acofy (3a HassBHOCTI —
HOMEp peecTpauiitHoro
TIOCRiTYEHHST)

AKCUTHHIB AKKOPJI,

TabJeTKH, BKPUTI MIIBKOBOK 000MOHKO0, 0 1 Mr, o 5 Mr

KIiHIYHOTO
BHITPOOYBaHHS,
KOZIOBaHHH HOMED
KJIiHIYHOTO
BUNpOOyBaHH:

3asBHUK Axkopn Xenckea CJLY ., Icnanis
BupobHuk Bianosinanbuuii 3a Bunyck cepii: Akkopa Xenckea [Toacka Cr. 3 0.0. Ckian
Imnioprepa, [lonsuia
BupoGHUUTBO JiKapchKOro 3acody, NepBHHHE Ta BTOPHHHE NAKYBAHHH,
KOHTPOJIb sikocti: [LInnna Menikea Jlimiten, [Hais
Bropunne nakyBaHHs, KOHTPo.Ib skocTi: Akkopa Xenckea Cinrn MemGep C.A.,
[petiist
KourpoJb sikocti (gisnko-ximiunuii): Censita Cepsices Cr. 3 0.0., [Toasina
KouTpoas sikocri (Mikpobionorianmii): [Toznad Cn. 3 0.0., [Tonema
4. TlposeneHi Tak v Hi AKIIO «Hi», Oyab Jacka, oOrpyHTy#Te
JIOCITiJPKEHHS:
1) Tun nikapcekoro 3acofy,
3a AKMM TIPOBOIHIacs abo "
; I'eHepuuHmii
TJIAHYETBCA peecTpaLis
5. TloeHa Ha3Ba Binkpure, 306anancoBaHe, paHIOMi30BaHe, [BOETANHe, [BOMNOCIIIOBHE, 3

YOTHPHOX [EPIOAIB, OIHOpPAa30Be BBEICHHS, [OBHE MEpeXpecHe OCITiIKEeHHs
GioexpipanenTHocTi A Tabierok AxcuTuHIO mo 5 mr eupobuuuTea Llunna
Menikea Jlimiten, [Hais, y nopieHsHHI 3 npenapatom [Hnita® o 5 mr (tabneTku
B TUIiBKOBIHM 00onoHui Akcutuni®) BupoGHuursa [Idaitzep €spon MA EEIG,
ByneBap ne na Ilnen, 17, 1050 Bproccens, benbris, mpoeeaeHe 3a y4acTio
3JI0POBHX JIOPOCITHX M0OpOBONELIB B ymMoBax Harwe. Jdocinimkenns Ne: 054-21.
Bepcis Ne: 02; JaTa: 27 nunua 2021 p.

6. ®aza wiiHiYHOrO

TocuipkeHHs 0i10eKBiBaJIEHTHOCTI

BUITPOOYBaHHA

7. Tlepion  mposenennsa | Jlara novatky: 31 cepnna 2021 p.
KJIIHIYHOTO .
R —— MHara 3apepienns: 23 sepecus 2021 p.
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8. Kpainn, ne |Inpis.
[IPOBOAUIIOCS KITiHiuHE
BUNPOOYBaHHA
Tl 3aniaHoBaHoO:
9. KinpkicTe 4H0: 63
: ®daxtuyHo: 52
JIOCTI Ky BAHHX
10. Mera Ta BropunHi uini | Mera: Ouinurn GioekBiBaneHTHicTh TaGneTok AKCHTHHIO o 5 Mr BHpoOHHLTBA
KJ1iHIYHOrO Illunma Menikea Jlimiten, IHmis, nopiBHsHO 3 GioeKBIiBalEHTHICTIO TabeTOK
BUNpoOYyBaHHS [nnita® no S mr AxcuTuHiO, TablleTKH B TUliBKOBiM obosoHUI BMpOOGHHMLTBA
[aitzep €spon MA EEIG, bynessap ne na [Tnen, 17, 1050 Bptoccens, Benbris, y
3/I0POBUX JOPOCINX J0OPOBOJIBLIB B YMOBAX HATLIE.
Honatkosi wini: Monitopunr Oe3neku Ta NepeHOCHMOCTI Mpernapary y4acHHKaMu
JIOCTTIDKEeHHS.
11. Juzaitn  wniniudoro | Lle 6yno Binkpute, 36anaHcoBaHe, paHIOMi30BaHe, ABOETaNHe, ABONOCIII0BHE, 3

BUNPOOYBaHHA YOTHPBOX TMEPIOAiB, OJHOPA30BEe BBELCHHSA, TOBHE TMEPEXPECcHe JOCHTiIKEeHHS
6i0eKBIBAIEHTHOCTI TIPH TEPOPATBHOMY 3aCTOCYBaHHI y 3A0POBHMX JOPOCIHX
JN0OpOBONBILIB ¥ CTaHI HATIILE,

12. OcHogHi kputepil | Cy6'ektn 6ynu BiaibpaHi Ha OCHOBI TAKMX KPUTEPiiB BKIFOUEHHS:

BKJTIOUEHHS ; : - , ; ;
3nopoBi fopocni goGporonbLi BikoM Bi 18 10 45 pokiB (BKIHOUHO), 3 iHAEKCOM
macu tina (IMT) sig 18,50 go 30,00 kr/m2 (00uaBa BKJIIOYHO), 30aTHI PO3YMITH
Ta JOTPUMYBATHCS MPOLEAYpP AOCHIKEHHS, AKi HAJalu NMUCbMOBY iH(POPMOBaHy
3roay, Oynau 3apeecTpoBaHi A1s y4acTi B AOC/IKESHHI.

BoHM He Mald SKOAHHX CepHO3HMX 3aXBOpIOBaHb ab0 KJIIHIYHO 3HAYYLIMX
aHOMaIbHUX J1a0OpaTOPHHX IIOKA3HHMKIB IiJ 4Yac CKPHHIHTY, aHaMHE3y,
KJIiHIYHOrO obcTeKeHH:, JabopaTOpHUX mociaimkeHs, |2-kaHaneHoro EKI' Ta
pentrerorpadii rpyaHoil kaiTku (3aaHA-nepeans npoekuis). [Tin wac peecrpauii
KOKHOrO TMepiofy MNpOBOMMJIMCA aHali3d ce4i Ha HasBHICTh HAPKOTHYHMX
PEUYOBHH Ta aJIKOrOJII0.
IMpumiTtka: OCKiNbKM Mia Yac NpoBedeHHs JocimkeHHs nowupoetses COVID-
19, mix yac CKpHWHIHTY, peecTpallil, BMMHCKH KOXKHOTO MNepioay, AOC/iDKEHB
micns gociimkeHHs Ta amOysaTopHoro 3abopy 3paskiB Kposi Gy/o MpoBenEHO
obcTexkeHHsT Ha CHMNTOMH KopoHaripycHoT xeopo6ou (COVID-19) sianosiano 1o
nociduuka 3 6esnekn COVID-19.
13. JocnimkyBaHHi Akcutuni0d TabneTkd no 5 mr
TiKapceKUH 3acid, ;
! Crioci® 3acTocyBaHHs — NEpopaibHO
crnoci® 3acTocyBaHHS,
cuna aii
14. Ilpenapar [rnita® no 5 Mr TablieTky y mUiBKoBid oOonoHLi
MOPiBHAHHSA 03a ;
aF ; 938, | Croci6 3aCTOCYBaHHS — NIEPOPaIbHO
crnoci0 3acTocyBaHHH,
cuia aii
15. CynyTHs Tepariis BianoeinHo m0 nportokony, cyG'ekram 0yJ0 Haka3aHO HE MPUHMATH JKOAHMX

pelenTypHux abo GespelenTypHUX MiKiB (Hampuvkiaj, Npernapatd Bill 3acTy/H,
QHTALM/IHI NperapaTH, BITaMiHKM Ta HATYPasbHi POLYKTH, IO BHKOPUCTOBYHOTHCH
U1 TepaneBTHYHKX Liiei) npoTarom 14 nHiB 1o mepeipku B mepioai 01, kpim
nocaimxysanux npenaparis. CyG'exram Ne 01, 14, 15, 18, 23, 27, 30, 34 Ta 43 6yno
NPU3HAYCHO CYIyTHE JIIKYBaHHA JUIA YCYHEHHA NoOi4HNX edeKTiB.
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16. Kpurepii omiHku
e(EeKTUBHOCTI

Ha ocHOBI cTaTMCTMYHOro aHaji3y TECTOBaHWH npenapar Oyje BH3HAHWH
0i0eKBiBANIEHTHUM petdepeHTHOMY npenapary, SIKLIIO MEepBUHHI
dapmaxokineTiuHi napamerpu Cpax 1 AUCo+ BiANoBifaoTe HUK4e3a3HAYEHHM
KpHUTepisaM st AKCUTHHIOY:

Jdna AUCo.: 90% noipui iHTepBanu s pisHMLI cepeaHiX 3Ha4yeHp Ln-
tpaHcdopmoranoro AUC. moBuHHI 3HaxoauTHcs B Meskax 80,00-125,00%. [dns
Cmax:  90% noBipui iHTepBanum JUuid  pisHMUI  cepedHix 3Ha4yeHb Ln-
TpaHchopMoBaHOTO Crax MOBHHHI 3HaxoauTHes B Mexkax 80,00-125,00%, axio
BHyTpilHbocyO'ekTHa BapiabenbHicTs 118 Cnax pedepeHTHOro npenapary B
JIOCITIKEHH] cTaHOBUTE < 30%.

17. Kpurepii ouiHku
Oesrexu

besmneka orliHOBanacd 3 MOMEHTY CKPHMHIHTY A0 KiHUA AochiukeHHs. BoHa
OLIHIOBAJIACA 34 JOMOMOTOI KIIHIYHOrO OOCTEXKEHHA, OLIHKH >KMTTEBHX
nokasHHKiB, |12-kanansHOT enekrpokapaiorpamu (EKI'), penrrenorpadii rpyanoi
KJIITKH (MPOTATOM OCTAaHHIX 6 MicAWIB) (3aaHSA-TIEPEIHA TPOEKILis), KIIHIYHHX
nabopaTopHUX MOKA3HHUKIB [Hanpukaaa, OioxiMis, remarosoris, aHanis cevi Ta
imyHonoris]. Ilig yac peectpauii B KOXKHOMY Nepioji MPOBOAMIOCH CKaHyBaHHS
cedi Ha HasABHICTb HADKOTHYHUX PEYOBHMH Ta TECTH Ha AJIKOTOJIb Y CeHi.
BuMiproBaHHS JKHTTEBUX MOKa3HHKIB MMPOBOAWIOCS MiJ Yac peecTpallii, mepen
BBEJIEHHAM 1034, vepe3 2,0, 5,0, 10,0 roauH micns BBeIeHHS 103M Ta Mij 4ac
BHITMCKM B KO:kHOMY nepioxi. ITiax uyac peectpaulii KHUTTEBHX TMOKA3HHUKIB Y
KOKHOMY TIEpiojli YYaCHHWKIB OMUTYBAJIM LIOAO CAMOMOYYTTS Ta CHMIITOMIB
saxBoproBanHs Ha COVID-19.

[Tin yac amGynaropHoro 3aGopy 3paskiB KPOBi YUaCHMKIB OMUTYB&IW LIOJ0
cumnToMmiB  3axsopropaHHs COVID-19 (muxomanka, 3actyaa, Ooni B Tii,
MJISBICTE, CYXHH Kalesb, Gilib y ropii, 3aK/1aeHICTh HOCA, HEXHTB TOLLO).

18. CrartucTHuHi MeTOIH

[lepereopeni  ¢apmakokinetnuni napamerpy Cnax Ta  AUCos  Oymm
npoananizoBani 3a gornomororo mozeni PROC GLM edpext ANOVA 3 ocHOBHHM
edeKkToM JTiKYBaHHS, TNEpPioy, NOCTIAOBHOCTI Ta cy0'ekTiB, BKJIAJEHHUX Y
NoCHiAOBHICTE, Ak (ikcoBani edexrtn. Jlns mneperipkd OioeKBiBaTeHTHOCTI
KOYKHOTO 3 LMX mapaMeTpiB Oy/i0 BHKOPHCTaHO JiBa OJHOCTOPOHHI TECTH.
ANOVA, 90% nosipuuii iHTepBal 3 BHKOPUCTAHHSM JBOX OJHOCTOPOHHIX TECTiB
Ha Gi0eKBIBAJIEHTHICTD, aHAJI3 MMOTYKHOCTI Ta CMIBBIIHOLICHHA OYJIH BHKOHAaHI
U mepeTBopeHuX (hapmakokiHeTnuHux mapaMeTpiB Cpax Ta AUCoq ans
AxcutuniOy. BuyTpiHbocy6'eKTHE CTAaHOAPTHE BIAXWIEHHA pedepeHTHOro
npenapaty (Swr) Oyn0 po3paxoBaHO Ul NEPETBOPEHHX (hapMaKOKiHETHYHUX
napameTpiB  Cpax A8 MaciutaboBaHOi cepefHbol  OiOeKBiBaJEHTHOCTI.
BHyTpiwnbocy6'ekTHHIT kKoediuieHT Bapiauii OyB po3paxoBaHUH A1 napameTpis
(apMakokiHeTHKH Cnax 1 AUCo., MEpeTBOPEHUX Y HATypallbHHI jorapudm s
cepeaHBOi 610eKBIBANIGHTHOCTI.

19. [emorpadiuni
MOKa3HUKH
JOCJTIDKYBaHOT
nonynsuii (cTare, Bik,
paca, ToLo)

IemorpadiyHi XapakTepUCTHKH 3aJMINAJIHCS OJHAKOBHMH MK TpynaMH, LIO
Gpamd yvacTh Yy JOCITIKEHHI, Ta TpynaMH, LIO 3aBepLUWIM OCJiUKEHHS,
CepenHiii BiK yYacHHMKIB CTAHOBMB 35 pOKiB (CTaHOapTHE BiXHIEHHA =+5),
cepeHill 3picT 168 cMm (cTaHgapTHe BiIXWIIEHHs +6), cepenHs Bara MpuOIH3HO
67-68 xr (crannapTHe BigxuieHHs +8,4-8,6) Ta cepenniit IMT npubausno 23,8-
23,9 kr/m? (cranmaptHe BinxuneHHs £2,4). LI 3HaYeHHS BKa3yrOTb Ha BIOAHOCHO
OJIHOPI/IHY MOMYJIALIIO0 ZOPOC/IHX CEPeHBOTO BiKY 3 HOPMATBHOK MAacoo Tifa.

20. Pesynbratu
e()eKTHBHOCTI

90% nosipui iHTEpBaTH /IS OCHOBHHMX (hapMakoKiHeTHUHHX napamerpis AUCO-t
Ta Cmax 3HaXOAAThCA B MEKaX BCTAHOBJICHHX KPUTEPI1B MPUHHATHOCTI.

21. PesynsraTi Ge3nexu

Kniniuga wactuHa mociipkenHs Oyna zaBeplieHa 3 JBajusTbMa oJHuUM (21)
noGiunnm edextom y m'atHaauaty (15) cy6'exris (Homepu cy6'exris 01, 07, 14,
15, 18, 23, 26, 27, 30, 34, 36, 43, 47, 50 Ta 60). 3apeecTpoBaHi noGiuHi edexTn
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6y inBepcieto T-xBuiai B V1-V2, Hynotow, 6moBoTor, iHBepeiero T-xBuni B
V1-V4, iueepciero T-xeuni B Bineenennsax I, III, avF, iuBepciero T-xBuni B
BiaBeneHHaXx V1-V35, ineepcieto T-xguni B V1-V6, cHHycOBOW Taxikapaicio,
ingepciero T-xeuni B V2-V6, niapeeto, ceepbixcem (npyputyc), inepeii T y II,
I11, avF, inBepcii T-xBuni Ta eniractpansHuM Gonem (Gonem y BepxHiH 4acTuHi
JKHABOTA).

3 meaausti opnoro (21) moGiyxoro edexty aes'sate (09) mobiunmx edexTie
BMHHUKJIM TICJAA BBEAEHHS AOCHIUKYBAHOTO Mpernapary, a JABaHaauaTbe (12)
noGiuHuX eeKTiB BUHUKIH T1ic/1s BBeICHHs peepeHTHOro Mpenapary.

[lix yac MpoBeAeHHs AOCTIKEHHsS He OYJI0 3apeecTPOBAHO HOAHUX cMepTei abo
cepHo3HMX MOOIYHUX eeKTIB.

B uinomy, Tabnetkn Axcuruni6 mo 5 mr ein Ilinma Menikea Jlimiten, Inais,
no6pe MepeHOCHIMCs TPH OJHOPAa30BOMY MEpOpalbHOMY TMpHitoMi B yMOBax
HaTIIle.

22. BucHOBOK
(3aKJTHOYeHHA)

Ha ocHOBiI pe3ynbTariB, OTPUMAHMX Y LLOMY JOC/IKEHHI, JOC/TIMKYBaHHH
nikapcbkui 3aci0 [Akceutuni0, Tabnerku no 5 mr Bia Llinna Menikea Jlimiten,
Inais] GioexksiBaseHTHHI pedepeHTHOMY JiKapcekomy 3acoly [IHnita® no 5 mr
TabyieTku B TiBKOBiM oGomonii Akcutuni6 Bin Ildaiizep €spon MA EEIG,
Byneeap ne na [lnen, 17, 1050 Bproccens, benbris] y 310poBMX J0pPOCITHX
J00pOBOJIBLIIB B YMOBAX HATLIE.

3assHuK (BnacHuk peecTpauiiiHoro

MOCBITUEHHS)

(miarmc)
Mapk Komac. JTupextop
(TToeHe iM’51)

/Tlewatka Axkopa Xenckea C.JI.Y., mianuc/




