Annexure 30

to the Procedure for examination of registration materials for medicinal products,

1. Name of the medicinal product (if
available - registration certificate
number)

2. Applicant

3. Manufacturer

4. Conducted studies:

1) type of medicinal product for
which the registration has been
conducted or is planned

5. Full name of the clinical trial,
coded clinical trial number

6. Phase of the clinical trial
1. Clinical trial period

8. Countries where the clinical trial
was conducted

9. Number of subjects

10. Purpose and secondary objectives
of the clinical trial

submitted for state registration (re-registration),
as well as expert review of materials for changes to registration materials
during the validity of the registration certificate
(clause IV, Section 4)
Clinical Trial Report

Diclotol® Granules 100 mg

Kusum Healthcare Pvt Ltd

Kusum Healthcare Pvt Ltd Plot No.M-3,Indore Special Economic Zone.
Phase-II Pithampur. Dist.-Dhar Madhya Pradesh, Pin -454774, India

]

y YES o NO  ifnot, justify

Generic medicinal product

A randomized, open-label, balanced, two-treatment, two-period, two-sequence,
single-dose, crossover, oral bioequivalence study of Aceclofenac granules 100 mg
Manufactured by Kusum Healthcare Pvt Ltd India. and Airtal (Aceclofenac) 100 mg
powder for oral suspension Marketed by Almirall SA. (EU), in healthy, adult,

human subjects under fasting conditions.Study No: 004-20

Bioequivalence Study (Phase-I)

01-10-2020 to 10-10-2020

India.
Planned: 24
Actual; 24

Purpose/Primary objective: To assess the bioequivalence of Test Product with
Reference Product

Secondary objective: To monitor adverse events and assess safety and tolerability of
Aceclofenac,




11. Clinical trial design

12. Main inclusion criteria

13. Investigational drug, method of
administration, strength

14. Reference drug, dose, method of
administration, strength

15. Concomitant therapy

16. Assessment criteria of efficacy

A randomized, open-label, balanced, two-treatment, two-period, two-scquence, single-
dose, crossover, oral bioequivalence study of Aceclofenac granules 100 mg
Manufactured by Kusum Healthcare Pyt. Ltd, India, and Airtal (Aceclofenac) 100 mg
powder for oral suspension Marketed by Almirall S.A. (EU), in healthy, adult, human
subjects under fasting conditions.

l. Human subjects aged from 18 to 45 years inclusive.

2. BMI range from 18.5 to 30.0 kg/m2 inclusive with the body weight not less than
50 kgs.

3. Subjects who have Hemoglobin value > 12.5 g/dL.

4. Normal vital signs (blood pressure, pulse rate, body temperature).

5. Normal medical and surgical history as approved by the physician or principal
investigator prior to start of the study. |

6. Normally functioning cardiovascular, respiratory, gastrointestinal, nervous i
system, musculoskeletal, vascular, genitourinary, endocrine/metabolic systems.

7. No history of dehydration from diarrhoea, vomiting, excess sweating or any other |
reason within a period of 24.00 hours prior to study check-in

8. History of non-smoking.

9. Normal nail beds without clubbing.

10. Subjects willing to provide informed consent and adhere to the protocol !
requirements

11. Subjects with normal laboratory investigations (if any subject is enrolled into the
study despite having a measurement outside the normal laboratory range, the
physician should have a clearly documented and medically rigorous justification
for making that exception)

12, Normal 12-lead electrocardiogram (ECG).

13. Normal chest X-Ray (P/A view).

14. Ability to communicate effectively.

Investigational drug: Diclotol Granules 100MG/G Aceclofenac
Method of administration:
Oral with 240 mL of water in each period in sitting posture.

Strength: 100 mg granules

Reference drug: Airtal® 100mg Aceclofenac Powder for oral suspension
Method of administration:
Oral with 240 mL of water in each period in sitting posture.

Strength: 100 mg Powder for oral suspension

No concomitant therapy was given to the subjects.

Primary parameters Cpx (ng/mlL), AUC,,, (ng.hr/mL)

(The 90% confidence intervals for test/reference ratios of the geometric least squares
means between test and reference formulations calculated for Cnax and %Wﬁ?
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17. Assessment criteria ofsafety

19. Demographic indicators of the
study population (gender, age, race,
etc.)

20. Results of efficacy

within the bioequivalence range of 80.00% —125.00% for Aceclofenac)

Safety assessments were done based on clinical observations, laboratory data
ECG at the beginning of the study and post study safety assessment.

* Vital signs (blood pressure, pulse rate, body temperature), clinical examination
and well being assessment of each subject was made at check-in, prior to
checkout of each period. Vital signs (blood pressure, pulse rate) were measured at
bed-side and recorded at pre-dose, 1.00, 3.00 and 9.00 hours after dosing [within
+ 40 minutes of scheduled time of recording as applicable (except for pre-dose
vital signs)]. In the event of the vital examination and blood sample collection

times coinciding, priority was given to sample collection.

*  Subjects were questioned for well-being at the time of clinical examinations and

during recording of vital signs in each period

* Software: SAS®, version 9.4 using PROC GLM.

e Mean, minimum, maximum, standard deviation, standard error, median, CV%
geometric mean and coefficient of variation, were calculated for plasma
concentration of Aceclofenac,

* ANOVA, two one-sided t tests, 90% confidence intervals were calculated for Ln-
transformed Cpaxand AUC,. for Aceclofenac,

* The intra-subject coefficient of variation was calculated for the Ln-transformed
pharmacokinetic parameters Cpey and AUC...

¢ Ratio of geometric least-square means of test and reference formulation was
computed for Ln-transformed pharmacokinetic parameters Cypoy and AUCq..

* The power (i.e. probability of detecting a 20% difference relative to the reference
treatment LSM at the 5% significance levels using a t-test under null hypothesis of
zero differences) was calculated for the Ln transformed Ciax and AUC,...

® The acceptance range for bioequivalence is > 80.00% and < 125.00% for the 90%
confidence intervals for the difference of means of Ln-transformed Cuax and AUC,.

i for Aceclofenac

Gender: Male
Age: 18 to 45 years of age (inclusive).

Race: Asian.

Statistical Evaluation

Ratio, 90% confidence intervals, Intra subject Variability (CV) and Power for the Log
transformed Crnax and AUC, for Aceclofenac (N=24)

Parameters | Ratio (%) | 90% Confidence | Intra Subject Power
(units) (T Vs R) Intervals (%) CV (%) (T Vs R) (%)
P T 8
Lo ©mn) | 971504 | 89.379%-105.62% |  16.97% DO |+
(ng/ml)
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21. Results of safety

22. Conclusion (resolution)

Applicant
(registration certificate holder)

Ln (AUCu.) (hr

101.01% | 98.53%-103.55% 5.01% 100.00%
*ng/ml)

All 24 enrolled subjects were included in safety assessment.

There were no any AE occurred, during the conduct of the study (in house) &post
study safety assessment.

There was no SAE in the study. In considering the observed adverse events, both the

products were well tolerated.

The 90% confidence interval for the ratio of geometric least square means (T/R) for
the In-transformed pharmacokinetic parameters of Cpay and AUCy. are within the
acceptance range (80.00 -125.00 %) of bioequivalence for Aceclofenac,

;
/.r ;

Ruchika Swami
Manager- Medica Affairs and Pharmacovigilance
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Jdoaatok 30

Ao MNopaaky nposesaeHHs €KCNepTU3n peecTpalinHmMx MaTepianis Ha NikapcbKi 3acobu,

L0 NOAAKTLCA Ha AePIKaBHY PeECTPaLLiio (nepepez—:CTpau,iro),

A TAKOXK KCNepTU3n maTepianiB NPo BHECEHHA 3MiH A0 PeecTpauiiHux maTepianis

1. HalimeHyBaHHs
nikapcbKoro 3acoby
(3a HasBHOCTI -
HoMep
peecTtpauiiiHoro
nocBigyeHHs):

2. 3aABHMK

3. BupobHuK

4. NMposepaeHi
AOCNiAXKEeHHA:

1) Tun nikapceKoro
3acoby, 3a akum
nposogunacsa abo
NNaHyeTbcs
peecTpauia

5. MosHa Ha3sa
KNiHiYyHoro
BUNPo6yBaHHsA,
KOA0BaHWIi Homep
npotokony
KniHiyHoro
BUNpobyBaHHA

6. ®aza KniHiyHoro
BUNpobyBaHHA

7. Nepioa
KNiHiYHOro
BUNpobyBaHHsA

8. Kpaiuu, ge
nposogunocs
KNiHiYHe
BMNpobyBaHHA

9. KinbKictb
AOoCNiAXKyBaHUX
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npoTarom Aii peectpauiiHoro nocBiAYeHHn
(n. 4, posain 1V)

3BiT NPO KAiHiYHi DOCNiaXeHHA

Aiknoton® rpanynm 100 mr

Kycym Xentxkep Met Nitg

Kycym Xentxkep MeT Jlta, Mnot Ne M-3, Inpop Cnewen IKOHOMIK
3oyH, ®eiiz-Il, Mitamnyp, Aict. Oxap, Magxbsa Mpagew, Mix 454774,
IHAainA

o TaK Y Hi (AKLWWO Hi, 06rpyHTYiiTE)

F'eHepuyHKit nikapcbKuit 3acib

PaHjomisoBaHe, Biakpute, 36anaHcoBane 3 ABOMa  cxemamm
NiKyBaHHA, ABOMa nepioaamu, asoma NOCNIAOBHOCTAMM, OAHIEID
AO30I0, NepexpecHe AOCNIAMEHHA NepopanbHoi BioeKBiBaNeHTHOCTI
aueknodenaky rpavyn 100 mr, BUPOGHULTBO «Kycym Xentxkep NsT
Jita» (Igia), i npenapaty Aepran (aueknodeHnak), nopowok 100 mr
ANA NEepopanbHOI cycneHsii, 3apeecTpoBaHOro Komnawicto «Anmipan
C.A.» (€C), y 3m0poBux aopocamx Ntofen Npu 3acTocyBaHHi HaTwe. No
AocnigkeHHs: 004-20.

Hocninkenna bioeksisanenTHocri (dpasa )

01.10.2020 p. no 10.10.2020 p.

IHAaina
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10. OcHoBHa meTa
Ta BTOPUHHA meTa
aocnigXeHHs

11. AuzaitH
KNiHiyHoro
BunpobysaHHA

12. OcHosHi
Kputepii
BK/IIOYEHHA

13. Jocnigysanuii
npenapar, cnoci6
3acTocyBaHHA, cuna
aif

14. Npenapar
NOpiBHAHHA, f03a,
cnocié
3aCTOCYBaHHA, cuna

aii

Merta / ocHoBHa mera: OLiHMTK BioeKBiBaNeHTHICTL AocnigxKysaHoro
npenapaty pegepeHTHoMy npenapary.

BTopuHHa meTa: MOHITOPUHT noBiuHmx ABMULY Ta OuUiHKa 6e3neku Ta
nepeHocMmocTi aueknodeHaky.

Panaomisosave Biakpute, 36anaHcosaHe 3 ABOMa  cxemamu
NiKyBaHHA, ABOMa nepiogamu, asoma NOCNIJOBHOCTAMM, OAHIEID
AO3010, NepexpecHe AOCNIAKEHHA NepopanbHOi bioeksiBaneHTHOCTI
aueknodeHaky rpavyn 100 mr, BUPOBHUMLTBO «Kycym Xentxkep MsT
Nita» (IHaia) i npenapary Aepran (aueknodenak), nopowok 100 mr
ANA NepopanbHOI cycneHsii, 3apeecTpoBaHOro Komnawicto «Anmipan
C.A.» (€C), y 3moposux gopocnux niogeit MPW 3aCTOCyBaHHI HaTLue.

1. Cy6’ektn — nroam Bikom Big 18 no 45 pokis BKNOUYHO.

2. IMT B mexax 18,5-30,0 Kr/m? npu maci Tina He meHwe 50 kr.

3. Cy6'exTH, B AKMX remornobiH >12,5 r/on.

4. OcHosHi isgionoriyHi NoKasHUKM B meskax HOpMU (apTepianbHuit
TUCK, 4acToTa nysibcy, Temnepatypa Tina).

5. HopmanbHuit meanyuuii Ta XipypriyHuii aHamHes, 3aTBepKeHuit
nikapem abo ronoBHUM A0CAIAHMKOM 4,0 NOYaTKY O,OCNIAMEHHA.

6. HopmanbHe GYHKLUiOHYBaHHA CepPLEeBO-CYANHHOI, AMXaNnbHOI,
LINYHKOBO-KMLUKOBOI, HEPBOBOI cucTeMm, KICTKOBO-M’A3080i, CyANUHHOI,
Ce4Y0CTaTeBOi, eHAOKPUHHOI/MeTaboniuHOi cucTem.

7. BigcyTHictTb B aHamHesi 3HEeBOAHEeHHA Big giapei, 6110B0TH,
HagMipHOro notosuAineHHs um OyAb-AKOI iHIWOT NpUYUHK npoTArom
24 rogmH po peectpallii B AOCNIAHKEHHI.

8. BiacyTHIiCTb NaniHHA B aHamHes.

9. HopmanbHi Hirrbosi noxa be3 NOTOBLUEHHA.

10. Cy6'extn, Aki norommytoTbes Hagatm iHpopmoBaHy 3roay Ta
AOTPUMYBATUCA BUMOT MPOTOKOY.

11. Cyb6'ektn, aki matoTb HOpManbHi NabopatopHi NoKasHuUKK (kWO
AKMIACL cy6'ekT Bepe yyacTs y AOCNIAXEHH], He3BaXalun Ha Te, WO
MOKa3HWKM  BUXOAATb 3a MeXi HOPMaNbHOro nabopaTopHoro
AlanasoHy, nikap NoBMHEH MaTh YiTKo 3alOKyMeHTOBaHe Ta CyBOpO
MeanYHe 0brpyHTYBaHHA Takoro BUHATKY).

12. HopmanbHa enektpokapgiorpama (EKT) no 12 sinsesexHsm.

13.  HopmanbHuii  peHTren FPYAHOI  KNITKM  (3aAHbO-nepesHs
npoekxuia).

14. 3patHicTb edekTBHO iHpopmyBaTH.

Docnigkyeanuii  npenapar: Aiknoton®  rpaHynu, 100  mr/r,

auexknodeHak.

Cnocib sBegeHHs:

MepopansHo, 3 240 mn Boau B KOXHOMY nepiogi cuaayun.
BmicT akTUBHOT peyoBuHM: rpaHynun 100 mr.

Cnocib BeegeHHs:
MepopanbHo, 3 240 mn BOAW B KOXXHOMY nepiogi cuaay
Bmict aktueBHOI peyoBuHM: 100 mr MOPOLWKY AnA




cycneHsil.
15. CynyTHA Tepanis CynyTHa Tepania naujieHTam He nposoannacs.

16. Kputepii ouiHkn MepsuHHi napameTpu Cmax (Hr/mn), AUCo- (Hr-roa/mn)

edeKTHOCTI (90% poeipui  iHTepsanu Ana - pocnigxysaHoro/pedepeHTHoro
CNiBBIAHOWEHHA A5 FEOMeTPUYHUX cepeAHix, obuncneHux metoaom
HalMeHWNUX KBagpaTie Mixk AOCNIAXKYBAHUM Ta pedepeHTHUM
fipenapartamu, pospaxoBaHMMMU AR Cmax Ta AUCo, 3HaxoauNuUcL B
MmexKax bioeksiBaneHTHOCT] 80,00-125,00% pans aueknodeHaky).

17. KpuTtepii ouiHkn ¢  Ouivka Besneku 3AIMCHIOBANACA  Ha  OCHOBI  KNiHIYHMX

6esneku cnoctepexkeHb, nabopatopHux ganux, EKI Ha noYyaTky A0CniaKeHHs
Ta oujiHKM 6e3neku nicna gocnigKeHHs.
* HUTTEBOBAX/MBI NOKA3HMKM (apTepianbHuit TUCK, yactoTa nynbcy,
Temneparypa Tina), KniHiyHe obCcTe)KeHHA Ta OUjiHKa camonouyTTs
KOXHOro cyb6’ekta nposoauance nig 4vac peecrpauii Ta nepep,
3aBEPLIEHHAM Y KOKHOMY nepiogi. MKUTTEBOBAKAUBI NOKa3HUKMK
(apTepianbHuit TMCK, yacToTa nyabcy) BUMiptoBanuca 6ina niskka Ta
PEECTpyBanuCA nepes npuitomMom npenaparie, yepes 1.00, 3.00 Ta
9.00 roauH nicna mosysaHHA [BiaxuneHHs B mexkax +40 xBUAUH Bif,
3an/1aHOBAHOrO Yacy peecTpaLlii NoKasHuKiB y Bi4NOBIAHUX BUNagKax
(Kpim KMTTEBOBAKNMBUX NOKA3HUKIB nepej BBeAeHHAM f,03u)]. Y pasi
36iry yacy nposeseHHs disionoriyHoro obcTeskeHHa Ta 3bopy 3paskis
KpOoBi NpiopuTeT Hapasasca 36bopy npo6.
* [Mlig yac KniHiYHUX obcTeeHb Ta nig 4yac peecrpauji
KUTTEBOBAMK/IMBUX TMOKA3HMKIB Y KOKHOMY nepiogy nposoaunu
OMUTYBaHHA Cy6’eKTiB WOA0 camonouyTTs.

18. CratuctuyHi * [llporpamHe 3abesneuyeHHs: SAS®, Bepcia 9.4 3 BUKOpUCTaHHAM

meToam PROC GLM.
* [ina KoHueHTpauii aueknodpeHaky 8 nnasmi po3paxoByBanu
CepeAHE, MiHIManbHe, MaKCMManbHe, CTaHAAPTHE  BiAXWNEHHS,
CTaHAapTHY noxubky, megiaHy, CV%, CepegHeE reomeTpuMyHe Ta
KoediLieHT Bapiauiil.
* ANOVA, nBa 0fHOCTOpPOHHI t-tectn, 90% posipui iHTepBanu Gyau
po3paxoBaHi ana  Ln-nepetBopeHuUX Cmax Ta AUCo+ pana
aueknodpeHaky.
* IHTpacy6’ekTHnii koediuieHT BapiabenbHocTi ByB po3paxosyBaHwMii
ANA Ln-nepetBopeHunx GpapmMakoKiHeTUUHUX napameTpisB Cmax Ta AUCo-
t.
° PospaxosaHo  cniBBigHOWeHHS rEOMEeTPUYHUX  CepepHix,
064YMCNEHNX METOAOM HalMeHLLIUX KBaApaTis Ana A0CNiAXKYBaHOrO Ta
pedepeHTHOro npenaparis ana Ln-nepersopeHux
bapmaKkoKiHeTUYHUX napameTpis Cmax Ta AUCos.
* lMoTyXHicTb (To6TO limoBipHicTb BUABNEHHA 20% pi3HMUi BigHOCHO
nokasHuka LSM nana pedepenTHoro npenapaty Ha piBHi 5%
3HAYYyLWOCTI 33 A0MOMOrow t-kputepito npu Hynboa'"-"‘"‘ﬁl‘imp'
HYNbOBUX pi3HWUbL) po3paxoByBanu ans Ln-ﬂepF_'TBOps ‘. ':Q\/
AUCo-. _"'#
* [liana3oH NpUAHATHOCTI Ans BioeKBiBaneHTHOCT CT3>:§CEB

)

MNepeknapa 3 aHrAilCcLKOTI MOBM Ha YKPaiHCbKY MOBY BUKOHAHO nepeknapavem Lynvrowod,



19. lemorpagiuHi
NMOKa3HUKHU
pocnigysaHoi
nonynsauii (crare,
BiK, pacaiT.a.)

20. PesynbTatn
aHanisy
edpeKkTUBHOCTI

21. PeaynbTtatu
aHanisy 6esneku

22. BUCHOBOK
(3aknioueHHs)

3aABHMK (BNacHuK
peecTpauiiiHoro
nocsia4yeHHs)

Ta £125,00% pna 90% posipumx IHTepBanis ans pisHuLi cepegHix Ln-
nepeTBopeHnXx Cmax Ta AUCo— ana aueknodeHaky.

Cratb: yonosiva.
Bik: 8ig 18 no 45 pokis (BKNOUHO).
Paca: moHronoigHa.

CratncrTuyHa ouiHKa

CniBBigHOWeHHA, 90% AOBipYi  iHTepBanu,  iHTpacy6’ekTHa
BapiabenbHictb (CV) Ta notysmHicTs Ana log-nepetBopeHnX Cmax |
AUCo-+ Ans aueknodeHaky (n = 24).

MokasHuku 90%  |IHTpacy6’eKkTHMIA
(o CnisBigHoweHHsA| foBipyi | KoediljeHT NoTyxHicTb
& (%) (TVsR) lintepBanu| sapiabenbHocrti |(T Vs R) (%)
BUMIp.)
(%) (%)
Lo (Criax) " 89,37 . i
(r/mn) A% | 1056 |  1697% | 9956%
Ln (AUCo-t) o 98,53~ i
0 0,
(rogur/mn)  TOVOT% 03 cee | 501% 100,00%

Yci 24 cyb'ektu, ski 6ynum 3apaxoBaHi, 6ynn BKNOYEHI A0 OLIHKM
besneku.

Mia yac nposeseHHa pocnigkeHHs (B 3aknagi) Ta ouiHKkM Geaneku
nicna JOCNiAMKeHHA He CNOCTepiranoca XoaHUx NobiyHUx AsuLL,

Y pocnipkenHi He 6yno suaBneHo Ceprho3HMX nobiyHux AsumL,
CTocoBHO cnocTtepexyBaHUX MOBIYHMX ABULL, 0buaBa npenapaTw
Manu nobpy nepeHocUMmIcTb.

90% posipumnii  iHTepBan pans CNiBBIAHOWEHHA TeoMeTPUYHMX
CepefHix, PO3paxoBaHUX METOAOM HaliMeHL X kBaapartis (T/R), ana
In-nepeTBopenux dapmakokiHeTUYHMX napameTpis Cmax Ta AUCo
3HaXOAUTBCA B MeXax AOMYCTUMOTO AianasoHy (80,00-125,00%)
bioexsiBaneHTHOCTI Ans aueknodeHaky.

Pyuika CBami
MeHeaep 3 MeauYHUX NUTaHb Ta :bapmaHOHarW%
A *
_9.:’:‘6\ 2

lMepeknaz 3 aHrNiACLKOT MOBM Ha YKPaiHCbKY MOBY BUKOHaHO Nepeknagayem Wynerow LB, 7777




Annexure 29
to the Procedure for examination of registration materials for medicinal products,
submitted for state registration (re-registration),
as well as expert review of materials for changes to registration materials
during the validity of the registration certificate
(clause 4, Section V)
Non-Clinical Trial Report

1. Name of the medicinal product (if available — Dicloto]® Granules 100 mg
registration certificate number): |

1) type of medicinal product for which the Generic Medicinal Product
registration has been conducted or is planned

' 2) conducted studies i 0 yes ' no ifnot,
justify

| Aceclofenac is a nonsteroidal anti-inflammatory drug (NSAID) analog of diclofenac. It is used for the
relief of pain and inflammation in rheumatoid arthritis, osteoarthritis and ankylosing spondylitis.

It was patented in 1983 and approved for medical use in 1992

2. Pharmacology:

1) primary pharmacodynamics Aceclofenac is a non-steroidal agent with marked anti-
inflammatory and analgesic properties.
The mode of action of aceclofenac is largely based on the
inhibition to prostaglandin synthesis. Aceclofenac is a potent
inhibitor of the enzyme cyclo-oxygenase, which is involved
in the production of prostaglandins.

. 2) secondary pharmacodynamics NA

3) safety pharmacology Aceclofenac, a phenylacetic acid derivative, is a preferential
COX-2 inhibitor and an analogue of diclofenac. It has
additional properties to inhibit the synthesis of inflammatory
cytokines such as interleukin-1, TNF, and Prostaglandin E2 .
It provides symptomatic relief in a variety of painful
conditions such as dental extraction, cpisiotomy, rheumatoid
arthritis (RA), osteoarthritis, and ankylosing spondylitis. It is
an effective, well-tolerated, and well-accepted therapy for
both acute and chronic inflammatory and degencrative
diseases. Aceclofenac is one of the most commonly
prescribed agents for patients with osteoarthritis in some
Asian and European countries . Two systemati S T
observational studies suggest that the risk offastzaims@tms
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-4) pharmacodynamic interactions

3. Pharmacokinetics:

1) analytical methods and reports on their
validation

2) absorption

3) distribution

4) metabolism

complications with aceclofenac is comparable to that of
celecoxib and lower than that of traditional NSAIDs.

No interaction studies were performed, except for the
interaction with warfarin.

Aceclofenac is metabolized by cytochrome P450 2C9 and in
vitro data show that Aceclofenac is contraindicated with:

* acetylsalicylic acid or other nonsteroidal anti-inflammatory
medicinal products (NSAIDs) as it can cause asthma,

' bronchospasm, acute rhinitis, angioneurotic edema or

urticaria, as well as patients with hypersensitivity to these
medicinal products;
* patients with a history of gastrointestinal bleeding or

- perforation of the ulcer associated with

previous NSAID therapy; .
* patients with concomitant peptic ulcer or bleeding, including
history (two or more episodes of ulcer or bleeding);

~* patients with acute bleeding or bleeding disorders

(hemophilia or coagulation disorders); i
* patients with congestive heart failure (NYHA functional
class 1I-IV), coronary heart discase, peripheral arterial

- disease, or cerebrovascular discase;

* patients with cerebrovascular disease who have a stroke or
have episodes of transient ischemic attacks;

* patients with coronary heart disease who have angina or

have a myocardial infarction;

« for the treatment of perioperative pain in aorto-coronary

artery bypass grafting (or with the use of artificial circulation);

* patients with severe hepatic or renal impairment;

* during breastfeeding;

* in the last trimester of pregnancy;

* patients under 18 years of age.

NA

Aceclofenac is rapidly absorbed after oral administration and
its bioavailability is almost 100%. The maximum
concentration in the blood plasma is reached approximately
1.25-3 hours after administration. Eating slows down the
absorption, but does not affect its degree.

Aceclofenac is highly bound to plasma proteins (> 99.7%).
Aceclofenac  penetrates into the synovial fluid, where the
concentration reaches about 60% of the plasma concentration.
Volume of distribution — approximately 30 liters.

Aceclofenac is likely to be metabolized by CYP2¢S
major metabolite of 4-OH aceclofenac, whoscgfini

[ OKYMEHTIB | -
PEECTPALIMHMA




5) elimination

6) pharmacokinetic interactions (non-clinical)

is insignificant. Diclofenac and 4-OH-diclofenac were found |

among many metabolites.

The average half-life is 4-4.3 hours. The clearance is 5 liters
per hour.

Approximately two-third of the dose is excreted in the urine,
preferably in the form of conjugated hydroxymetabolites.

Only 1% of a single oral dose is excreted unchanged.

Aceclofenac may be an inhibitor of cytochrome P450 2C9.
Thus, the risk is pharmacokinetic interaction is possible when |

co-administered with phenytoin, cimetidine, tolbutamide,

phenylbutazone, amiodarone, miconazole and sulfafenazole. |
As with others NSAIDs increase the risk of pharmacokinetic

interaction with other medicinal products excreted by active
renal secretion, such as methotrexate and lithium

- preparations. Aceclofenac is almost completely bound to

plasma albumin, so interaction by type is possible
displacement with other medicinal products that bind to
proteins.

Due to the lack of studies on the pharmacokinetic interaction

of aceclofenac, the following information is based on data
from other NSAIDs.

Concurrent use should be avoided.:

Methotrexate. NSAIDs inhibit tubular secretion of
methotrexate; in addition, a slight metabolic interaction may
occur, which leads to a decrease in methotrexate clearance.
Therefore, during the use of high doses of methotrexate
always avoid the use of NSAIDs,

Cardiac _glycosides, digoxin. NSAIDs can increase heart
failure, reduce glomerular filtration rate (GFR), and inhibit
renal glycoside clearance, leading to increased plasma levels
of glycosides. Concomitant use should be avoided unless
frequent monitoring of digoxin concentration is performed.
Lithium and digoxin. Some NSAIDs inhibit the renal
clearance of lithium and digoxin leads to increased serum
concentrations of both substances. Concomitant use should be
avoided unless frequent monitoring of lithium and digoxin
concentrations is performed.

Anticoagulants. NSAIDs inhibit platelet aggregation and
damage the mucous membrane of

gastrointestinal tract (GI), which can lead to increased
anticoagulants and increase the risk of gastrointestinal
bleeding in patients receiving anticoagulants. Concomitant
use of aceclofenac and oral anticoagulants of coumarin,
ticlopidine and thrombolytics and heparin should be avoided
unless careful monitoring of the patient is carried out.
Quinolone antibiotics. Animal studies show that NSAIDs
increase the risk of convulsions related to the use of quinolone
antibiotics. Patients taking NSAIDs and quinolone antibiotics
are at increased risk of developing seizures.
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Antiplatelet agents and selective serotonin reuptake inhibitors
(SSRIs). -
Concomitant use with NSAIDs increases the risk of
gastrointestinal bleeding (see section

"Special warnings").

Combinations requiring dose selection and precautionary
use:

Methotrexate. Possible interaction of NSAIDs and
methotrexate should be considered, even with low dose
methotrexate, especially in patients with impaired renal
function. At the same time it is necessary to monitor the
indicators of kidney function. Caution is required, if NSAIDs
and mcthotrexate was taken within 24 hours, as the |
concentration of methotrexate may increase that will increase
the toxicity of this medicinal product. |
Cyclosporine, tacrolimus. A simultaneous administration of
NSAIDs with cyclosporine or tacrolimus, the risk of increased |
nephrotoxicity by reducing renal formation of prostacyclin
should be taken into consideration. Therefore, during
simultaneous administration, the kidney function should be
carefully controlled. :
Other _ analgesics,  NSAIDs, _including selective
cyclooxygenase-2 inhibitors. The simultaneous use of two or
more NSAIDs (including acetylsalicylic acid) should be
avoided as this increases the incidence of adverse events.
Mifepristone. NSAIDs should not be taken for 8-12 days after
receiving mifepristone as they may reduce the effect of
mifepristone.

Corticosteroids. The risk of ulceration or gastrointestinal
bleeding increases (see section

"Special warnings").

Diuretics. Aceclofenac, like other NSAIDs, can suppress the
activity of diurctics, may reduce the diuretic effect of
furosemide and bumetanide and the antihypertensive effect of
thiazides.

Simultaneous use with potassium-sparing diuretics can lead to
increased potassium content; therefore, serum potassium
content should be monitored regularly.

Antihypertensive medicinal products. NSAIDs can also
reduce the effect of antihypertensive medicinal products.
Simultaneous administration of ACE inhibitors or angiotensin
Il receptor antagonists and NSAIDs may impair renal
function. The risk of acute renal failure, which is usually
reversible, is increased in some patients with impaired renal
function, for example, elderly or dehydrated patients.
Therefore, caution should be exercised when administering
NSAIDs, especially to elderly patients. Patients should
consume the required amount of fluid and be supervised (renal
function monitoring at the beginning of concomitant use and

eriodically during treatment).
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7) other pﬁarmacokinetic studies
4. Toxic.ology:
- 1) single-dose toxicity

2) repeated dose toxicity

3) genotoxicity:
in vitro

in vivo (including additional toxicokinetics
assessment)

4) carcinogenicity:

long-term studies

short-term or medium-term studies
additional studies

5) reproductive toxicity and toxic effects on
offspring development:

: Aceclofenac did not affect blood pressure control when used

with benzofluazide, although interactions with other diuretics
cannot be excluded.

Hypoglycemic agents. Clinical studies show that diclofenac
can be used together with oral hypoglycemic agents without
affecting their clinical effect. However, there is separate
reports on hypoglycemic and hyperglycemic effects of the
medicinal product. Thus, during administration of
Aceclofenac doses of medicinal products that may cause
hypoglycemia should be corrected. !

- Zidovudine. With simultaneous administration of NSAIDs
-and zidovudine, hematological toxicity risk increases. There
is evidence of an increased risk of hemarthrosis and

hematoma in HIV (+) patients with hemophilia receiving

zidovudine and ibuprofen.

‘NA

NA

‘NA

Aceclofenac was not considered to have any mutagenic
activity in three in vitro studies and an in vivo study in the
mouse.

NA

Aceclofenac was not found to be carcinogenic in either the
mouse or rat.

The results from preclinical studies conducted with
aceclofenac are consistent with those expected for NSAIDs.
The principal target organ was the gastro-intestinal tract. No
unexpected findings were recorded.

NA

NA
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_impact on fertility and early embryonal
~development

embriotoxicity

prenatal and postnatal toxicity

studies in which the drug is administered to

NA

Animal studies indicate that there was no evidence of :
teratogenesis in rats although the systemic exposure was low |
and in rabbits, treatment with aceclofenac (10 mg/kg/day)
resulted in a series of morphological changes in some fetuses.

NA

‘NA

offspring (non-mature animals) and/or long-term |

- effects are assessed

| 6) loé:.a].toleran.ce =

| 7) additional toxicity studies:
antigenicity (antibody fc.>rmati0.n) |
immunotoxicity

-study of mechanisms of action
drug dependence

metabolite toxicity

toxicity of impurities
other
5. Conclusions on non-clinical study

Applicant (registration

certificate holder) L TN
%

NA

NA
NA
NA
NA
NA
NA
NA
NA

NA

Dr. Sanjay Mishra

AGM Pharmacovigilance
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JopaTok 29
Ao lMopaaxy nposegeHHs EKCNEPTU3N peecTpaLiiiHuX MaTepianis Ha NiKapcbKi 3acobm,
O NoAaTLCA HA AepiKaBHY peecTpaliio (nepepeecrpauito),
a TAaKOX EKCNepTU3n maTtepianis NPo BHECEHHA 3MiH A0 PEECTPALMHUX MmaTepianis
npoTarom Aii peectpayiifHoro nocsigyeHHn
(n. 4, po3gin 1V)
3BiT NPO AOKAIHIYHI JOCNiAKEHHSA
1. HalimeHyBaHHA Liknoton® rpanynu 100 mr
niKapcbKoro 3acoby (3a
HaABHOCTI — HOMep
peecTpauiiHoro
NnocBiAYEHHR):

1) Tun nikapcbKoro 3acoby, FeHepuyHuUIA nikapcbKuii 3aci6
3a AKMM nposoaunacsa abo
NNAHYETLCA peecTpauis

2) nposepeHi 0 Tak V  Hi  (AKWO Hi, 06rpyHTYiiTE)
nocnigxeHHa

AueknodeHak — ue HecTepoigHMii npotusananeHui npenapat (HM33), awanor
AvknodeHaky. BiH 3acTocosyeTbes ANA  KynipyBaHHa 60110 Ta 3ananedwHs npu
peBmaTtoigHOMy  apTpuTi, OCTEOAPTPUTI Ta aHKinosyluomy cnoHamniti. Biu bys
3anateHToBaHui y 1983 poui Ta cxBaneHuii ANA MEANYHOTO BUKOPUCTaHHA y 1992 poui.

2. ®apmakonoria:

1) nepBuHHa AueknodeHak — HecTepoigHuit 3aci6 3 BUPaXKEeHUMM

dapmakogmHamika NpoTn3ananbHUMK Ta 3HeBONOHYUMKM BNACTUBOCTAMM.
Cnoci6 aii aueknodeHaky 3HauHow MipO 3acHOBaHMIl Ha
MPUTHIYEHHI CUHTE3y npocTarnaHOuHIB. AueknodeHak e
NOTYXXHUM iHribiTopom depmenTy UMKNOOKCUTeHasun, AKUKM
Bepe yyactb y BUpo6aeHHi npocrarnaHaunHis.

2) BTOpUHHa HAO
dapmakoguHamika

3) papmaronorin 6eznekn AueknodeHak,  noxigHe  deHinoutosoi KUCNoTH, €
nepesaXXHUM iHribitopom LIOT-2 Ta aHanorom AnknodeHaky.
BiH Mmae popatkosi BnacTusocTi NPUIHIYYBaTU CUHTe3
3ananbHUX UWTOKIHIB, Takux AK iHTepneiikin-1, ®HM Ta
npoctarnaHanH  E2.  BiH  3abesneuye cumnTomaTuuHe
NONETWIEHHA NpW pi3HWX XBOPOOGAMBMX CTaHax, Takux fAK
BUAaneHHs 3yb6is, enisioTomis, pesmatoiaHuii aptput (PA),
OCTE0apPTPWT Ta aHKINO3YOUYMIA cnoHAuNIT. BiH aBnAe cobolo
ed)EKT.HBH\/, aobpe nepeHoc.Mmy 'r.a 3aranwow\ﬁmﬂ2._
TEpPanito  AK TOCTPUX, TaK | XPOHIYHMX 3anagbH
AEreHepaTMBHMUX 3axBoploBaHb. AueknodeHak
HalBinbW YyacTo NpusHauyBaHmx npenaparis an ."ﬁ'a;.i
OCTE0APTPUTOM B AeAKUX KpaiHax Asii Ta €wp
CUCTEMATUYHI OFIAAM CNOCTEPEXKHWUX AOCAiAMe
Npo Te, WO pPM3NK pPO3BUTKY  WAYHKOBO-K

o - " Py
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YCKNafHeHb npu 3actocysaHHi aueknodpeHaKky € NOPiBHAHHUM
i3 PM3MKOM LEeNeKOKCUBY Ta HUKUMM, Hix Y TpaauuiiHux

HM33.
4) bapmakoguHamiuni HocnigxeHnb B3aemopii He npoBOAUNOCL, 33 BUHATKOM
B3aemogii B3aemogii 3 sBapdapuHom.

AueknodeHak metabonisyerben unToxpomom P450 2C9, a
AaHi in vitro nokasyioTb, wo aLeknodpeHax NPOTUMNOKa3aHUIA:
* i3 auetuncaniumnosol  Kucnoto  abo IHLWIMMMK
HECTEPOIAHWMM NPOTMU3aNaNbHUMMU NiKapCcbKUMK 3acobamu
(HN33), ockinbku BOHM MOXYTb  BUKAMKATKM  acTmy,
BpoHxocnasm, rocTpuii puHir, aHrOHEBPOTUYHMIY HabpsAK abo
KPOMMB'AHKY, @ TaKoX naLjeHTam 3 NiABULLEHOIO YYTAMBICTIO
A0 LUX NikapcbKux 3acobis;

® MauieHTaM 3  LWAYHKOBO-KULUKOBUMMU KpoBoTe4yamMu B
aHamHesi abo nepdopauieo BMpasku, nos’szaHoi 3
nonepeaHbolo Tepanieto HIM33;

® nNauieHTam 3 CynyTHLOI MenTUYHOI BMpaskoio abo
KpoBoOTeYelo, BKAtoYaoun aHamHes (asa abo Binblue enizoais
BUpasku abo KposoTeyi);

* NalieHTam 3 rOCTPUMM KpoBOTeYyamu abo NopyLeHHAMM
remocrasy (remodinis abo nopyweHHs 3ropTaHHA KpoBi);

® DNauieHTam i3 3acTiliHOlO cepLeBoto HenoCTaTHICTIO
(dyHKUiOHaNbHMIT Knac NYHA [1-1V), iwemiyHoo xBopo6oio
Cepus, 3axBOPIOBAaHHAMM nepudepuyHUX apTepiii  abo
LepebpoBacKyNAPHUMM 3aXBOPIOBAHHAMMY;

* nauieHTam 3 uepebpoBackynapHUMK 3aXBOPIOBAHHAMM, AKi
NepeHecin iHcynbT abo MmaloTb  enisoam TPaH3UTOPHMX
iLemMiyHux aTak;

* nauieHtam 3 iwemiuHolo xBopo6oto cepug, Y AKUX HanABHI
CTeHoKapgis abo iHbapKT miokapaa;

* A4NA NikyBaHHA nepionepauiiiHoro 6osto npu aopro-
KOPOHAapHOMY WYHTYyBaHHI (abo i3 3acTocyBaHHAM LWITY4HOrO
KpoBoobiry);

* NauieHTam 3 BaXKKMMW NOPYLIEHHAMM GYHKUIT NneviHku abo
HUPOK;

* Nif, Yac rogysBaHHA rpyAato;

® B OCTaHHbOMY TPMMeECTPI BariTHOCTI;

* nauieHTam sikom Ao 18 pokis.

3. ®apmakokKiHeTuKa:

1) aHanitmuHi metoam Ta HO
3BiTM Npo ix Banigadiio

2) NorAvHaHHA AueknodeHak LWBMAKO BCMOKTYETbCA RiC/s nepowﬂgrm?afk
npuitomy, i Moro BiofoCTYNHICTL CTaHOBUTL Ma :
MakcumanbHa KOHUEHTpalia B nnasmi KpOBi
npuban3Ho yepes 1,25-3 roguuu nicns npuiiomy .
DKi YNOBINbHIOE BCMOKTYBaHHA, ane He BnAWBH
CTYNiHb.

MNepeknaz 3 aHrNiNCbKOT MOBM Ha YKPailHCbKY MOBY BUKOHAHO nepexknagavem LWynsroto |.B.



3) po3nopain AueknodeHak 3HauHO0 Mipoto 3B'A3YETbCA 3 6iAKAMM naazmu
KpoBi (>99,7%). Aueknodenax MPOHWUKAE B CMHOBIaNbHY
PiAUHY, Ae  KoHueHTpauis Aocarae 6ausbko 60% Bif
NN1a3moBoi KoHueHTpaLlii. O6'em posnoginy — npubnusxo 30
nitpis.

4) metabonizm BBakaetbea, wWo aueknodeHak metabonisyetbea CYP2C9 po
OCHOBHOrO MmeTabonity 4-OH aueknodbeHaky, KiHIYHMI]
ePeKT AKOro € HEe3HaYHuUM. OuknodbeHak Ta 4-OH-
AuknodbeHak 6ynun Buasneni cepes 6araTbox MeTaboniTis.

5) BuBeeHHA CepeaHii nepiog, HanisBUBEAEHHA CTAHOBUTL 4-4,3 roguHun.
KnipeHc cknapae 5 nitpis Ha roauHy.
MpubausHo paBi TpeTHM po3um BMBOAUTLCA i3 ceyelo,
nepesaxHo y ¢opmi KoH'loroBaHux rigpokcumetabonitis.
Jlnwe 1% opHopasosoi nepopanbHoi A03U BUBOAMUTLCA Y
He3MiHeHOMYy BUTrnAg|.

6) bapmakoKiHeTUuHi AueknodeHak moxe byTu iHribiTopom uuTOXPOMY P450 2C9.
B3aemopii (AoKniHiuHi) Takum  uymHOM, puU3MK bapmaKkokiHeTUYHOI B3aemogii €
MOIUBUM NMPU OAHOYACHOMY 3aCTOCYBaHHI 3 beHiToiHOMm,
LUMETUANHOM, TonbyTamigom, deHinbyTazoHom,

amioflapoHOM, MiKOHa3010M Ta cynbdaderazonom. Ak i iHwi
HIM33, niasuwye pusuk dapmakokiHeTMyHOI B3aemogaii 3
IHWWUMKW  NiKapCbKMMMK 3acobamu, WO BUBOAATLCA 3
AONOMOrol0  aKTUBHOI HMPKOBOI  CeKkpeLii, Takumu fK
METOTPEKCaT Ta npenapatv nitito. AueknodeHak Maiixe
MOBHICTIO 3B’A3Y€ETbCA 3 anbbymiHom nnasmu, ToMmy TUNOBOO
B3aEMOAIEI0 € MOM/IMBE BUTICHEHHA IHLWUMMK NiKapcbKUmm
3acobamu, aki 38’a3y0TbCA 3 Binkamu,

Hepes siacyTHicTb AocnigkeHb WwoAo $apmMakoKiHeTUYHOI
B3aemoaii aueknodeHaky, HactynHa iHpopmauia 6azyeTbea
Ha AaHuX iHwwux HM33.

Cnio yHukamu odHo4acHozo BUKOPUCMAHHA 3 HACMYMHUMU
npenapamamu:

MeTtoTpekcar. HIM33 NPUTHIYYIOTbL  KaHaNbL,EeBy CeKpeuito
METOTPEKCaTy; KpiM TOro, MOXe BMHMKHYTM He3HayHa
meTaboniyHa B3aemoais, Lo NPpU3BOAUTL A0 3MEHLUEHHA
KnipeHcy meToTpekcary. Tomy nif, Yac 3acTocyBaHHA BUCOKMX
403 MeToTpeKcaTy 3aBXAM YHUKaWTe BMKOpUCTaHHA HIM33.
Cepuesi_rnikosvamn, aurokcud. HM33 MOXXYTb NOCKMIKOBATH
CepueBy HeA0CTaTHICTb, 3MEHLIYBATH LWBMAKICTL KNY6OUKOBOI
dinbTpauii (LKD) Ta iHribyBaTM  HUPKOBUI  KAipeHc
rniko3uais, 1o NpU3BOANTL A0 NiABULLEHHA PIBHA rNiKO3WAiB
Y nnasmi kposi. Cnig yHUKaTM omHo4YacHoro 3aCTOCYBaHHA,

AKWO He NpoBOAMTBLCA YacTUM KOHTPO/Ib KOHUe Kp
B a,:}f 43
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OAHOYACHOTO 3acTOCYBaHHA, AKLWO HE MPOBOAUTLCA YaCTMIl
KOHTPO/Ib KOHUEHTpaLLl NiTilo Ta AUroKCcUHY.

AHTUKOaryasHTu. HM33 NPUrHIYYIOTL arperauito TpombouuTis
| MOWKOAXKYIOTb CAU30BY 060/10HKY  LUNYHKOBO-KMLLKOBOTO
TpakTy (WUKT), wo moxe npussectn A0 36inblieHHs
AHTUKOArynAHTIB  Ta  NiABULIEHHA  PW3MKY  LIAYHKOBO-
KMWKOBMX  KPOBOTEY Yy  NAUiEHTIB,  AKi OTPUMYIOTb
aHTUKOAryNaHTW. CAif YHUKaTU OfIHOMACHOTO 3acTOCyBaHHA
aueknodpeHaky Ta nepopanbHUX aHTUKOArynAaHTIB Ha OCHOBI
KYMapuHy, TuKaoniguHy, a Takox TpomboniTMKiB Ta
FENAapuHy, AKWO He NPOBOAWTLCA PETE/NbHWIA MOHITOPUHF
CTaHy naujieHTa.

XiHONOHOBI __aHTMBIOTUKMN. AocnipkeHHa Ha  TRapuHax
MOKasyioTb, wo HI33 36inbwyloTe pU3MK cyfoMm, Nos’asaHux
i3 3acTOCYyBaHHAM XiIHONOHOBUX aHTMBIOTUKIB. Y NaL,ieHTIB, AKi
npuimatote  HM33 Ta  XiHONOHOBI aHTMBIOTUKK, icHYe
NiABULLEHWIA PUSKK PO3BUTKY Cy0M.

AHTUTPOMOOUMTAPHI  3acoBM  Ta  CeNeKTUBHI iHribiTopu
3BOPOTHOrO 3ax0on/ieHHA cepoToHiHy (CI33C).

OpHouacHe 3acTtocysaHHa 3 HM33 36inbLIyE PU3MK WAYHKOBO-
KMIWWKOBUX  KpOBOTeY (ams. po3ain «OcobausocTi
3aCTOCYBaHHAN).

Komb6iHayii, wo eumazarome nid6opy dosu ma obepexcHozo
30CMOCY8AHHS:

MeToTpekcar. Cnig BpaxoByBaTu MONK1BY B3aemogito HIM33
Ta METOTPEKcaTy, HaBiTb 3 HU3bKMMW A03aMU MeTOTpeKcaTy,
ocobnnBo y nauieHTis i3 NOpyweHHAMU YyHKLiT HUPOK.
OAHOYaCHO HeobXigHO CTEXUTM 3a NOKAa3HMKaMM pobotun
HUPOK. lNoTpibHa obepexHictb, akwo HM33 Ta MeToTpeKcaT
npuiimanu npotarom 24 roauH, OCKiNbKM KOHLeHTpauin
METOTPEKCATYy MOXKe 3pocTatv, WO 36iNblKNTL TOKCUYHICTB
LbOro nikapcbKoro 3acoby.

LiMknocnopuH, Takponimyc. [Mpw OAHOYacHOMY npuiiomi
HMN33 3  uyuknocnopuHom abo Takponimycom  cnig,
BPaxoByBaTM pU3MK 36inblueHHA HedpPOTOKCMYHOCTI 33
PaXyHOK 3MEHLWEeHHA HUPKOBOTO YTBOPEHHS MPOCTaUMKAIHY.
Tomy nig yac ogHouacHoro npuitomy dyHKUilO HUPOK chig
PeTeNibHO KOHTPONIOBATH.

|HWi aHanbretukun, HMN33, BKAOYAOYM CONEKTUBHI iHribiTopu
LUKNOOKCUTreHa3un-2. Cnip YHUKaTH 0AHOYacHoro
3actocyBaHHAa paBox abo  Ginbwe HM33  (BKAluaroun
AUeTMNCANILUIOBY KMCNOTY), OCKINbKM Lie 36inblwye yacroty
nobiYHUX ABULL,

Midbenpucron. HM33 He cnig npuitmary npotarom 8-12 aHis
nicna  npuiiomy MidenpucToHy, ockinbkuM BoHM
3MEHWMUTH epeKT mipenpucToHy.
KopTukocTepoian. 36inblyersen pU3KK
LWAYHKOBO-KMIIKOBOI KpoBOTeui (AuB. po3ain
3aCTOCYBAHHAY).




7) iHWi papmaKoKiHeTUYHi
OO0CNIAXKeHHA

4. TokcuKonoria:

1) TOKCHYHiCTB
OOHOKpaTHOI 4,031

2) TOKCUYHICTb
baraTtokpaTtHux A03

3) reHOTOKCUYHICTb:
in vitro

Qiypetnkn. AueknodeHak, aK i  iHwi HM33, 3paren
NPUIHIYYBATU aKTUBHICTb AlypeTukis, Moxe 3MEeHLUYBaTKH
AlypeTnyHuii edekr dypocemiay Ta bymeraHigy. a Takox
AHTUTINePTeH3UBHUIA edeKT Tiasuais.

OpHovacHe 3aCTOCYBaHHA 3 Kaninsbepiratouumm
AlypeTMKammu MoKe Npu3BecTu A0 NIABULLEHHA BMICTY Kanilo;
TOMY C/lif, PerynapHo KOHTPOMKBATM BMICT Kaslilo B cuMpoBaTui
KpOBi.

AHTUTiNepTeH3UBHI nikapcbki 3acobu. HM33 TaKO¥ MOXYTb
3MEHLINUTN edeKT aHTUriNepTeH3UBHMX NiKapcbKux 3acobis.
OpHouacHe BBegeHHn iHribiTopis AM® abo aHTarowicTis
peuenTopis aHriotTeHsuHy Il Ta HM33 moxke noripwuTu
OYHKLi0 HUPOK. PU3nK rOCTpOi HUPKOBOI HeZOCTAaTHOCTI, fKa,
AIK NPaBu/o, € 060pPOTHOIO, NiABMLLYETbCS Y AEAKUX NaLieHTiB
i3 NOpyLWeHHAMU PYHKLi HUPOK, HanpuKknag, y nitHix abo
3HEeBOAHeHWX  nauientiB. Tomy cnig A0TPpUMYBaTUCA
0bepexHOCTI NpW NpuUsHaUYeHHi HM33, ocobnuso naujeHTam
NiTHLOrO  BiKy. [laLieHTM NOBMHHI cnoKMBaTM HeobxigHy
KiNbKiCTb  pigMHKM  Ta nepebysat nif cnocTepemeHHam
(MOHITOpUHr  byHKLT HAPOK Ha no4yaTKy O4HOYacHOro
npuMomy Ta nepioAnyHo nig yac NiKYBaHHA).

AueknodeHak He BnaMBaB Ha KOHTPOAb apTepianbHOro TUCKy
NpU 3actocyBaHHi 3 beH3odpnyasumom, xoua B3aemopnii 3
HWUMM AiypeTUKaMM He MOMKHA BUKIIOYATH.

FinornikemiuHi 3acobu. Kniiuni AOCNIAYKEHHA NOKa3yIoTb, L0
AVKNObeHaK MOXKHa 3aCTOCOBYBATH Pa3oMm 3 nepopanbHUMM
rinornikemiyHumu npenapatamu, Ges BMJ/IMBY Ha iX KAIHIYHUI
edpekt. OpHak icHyloTb OKpemi  noBifOMAEHHs  npo
rinornikemiuHWit Ta rinepraikemiyHmii edeKTM nikapcbKoro
3acoby. Takum yuHom, nig vac NpUMomMy aueknodpeHaKky f03u
NiKapcbKux 3acobis, AKi MOXYTb CNPUYMHUTK rinornikemito,
NOBWHHI ByTK BigKopurosaHi.

3naosyaunH. Mpu OdHO4YacHoMy npuitomi HM33 Ta
3MAOBYANHY 3POCTAa€E PU3SMK remMaTONOriYHOI TOKCUMYHOCTI. €
AaHi Npo niaBMLWEHN pusmnk remapTposy Ta rematomu y Bl/1-
NO3UTUBHUX nauieHTiB 3 remodinielo, aki OTPUMYIOTb
3MA0BYAWH Ta ibynpodeH.

HA

HA

HA




in vivo (BKnoyaroum HA
A0AaTKOBY OLLiHKY
TOKCUMKOKIHETUKM)

4) KaHuEeporeHHiCTb: KaHueporeHHocTi aueKNopeHaKy He BUSBNEHO Hi Y MULLEN, Hi
y Wwypis.

[OBroCTPOKOBI Pesynbtatm  AoKniHiYHKMX AOCNIAMKEHb, nNpoBedeHUX 3

[OCNioKEeHHA aLeKNoGeHaKOM, Y3romKyoThes 3 TUMM, WO OYiKYOTbCA ANA

HM33. TonoBHuM opraHom-mileHHIo bys wnyHkoso-
KALWWKOBUI TpakT. MoaHux HeouYiKyBaHMX pe3synbTaTiB He
3adikcoBaHo.

KOPOTKOCTPOKOBI abo HAO
CepeaHbOCTPOKOBI
OOCNIAMEHHs

A00aTKOBI AOCAIAMEHHA HA

5) penpoayktueHa HA
TOKCUYHICTb Ta TOKCUYHMIA
BMN/IMB HA PO3BUTOK

NOTOMCTBa:

BN/MB Ha depTunbHicTb Ta  H/
PaHHiN emMBpioHanbHUIA

pPO3BUTOK

embpioToKCHYHICTb [HocnigxkeHHs Ha TBapuHax BKasyloTb Ha BiACyTHICTb AoOKas3is
TépaToreHesy y ulypiB, XO4Ma CMUCTEMHA eKcno3uLjs byna
HU3bKOIO, a y KpOAWKIB NikyBaHHA aueknodeHakom (10
mr/kr/peHs) npusseno ao pPAAY MOPONOTiYHNX 3MiH y
AeAKux nnoais.

npeHartanbHa Ta HAO

NOCTHaTaNbHa TOKCUYHICTb

BOCNIAMEHHSA, B AKMX HA
npenapart BBOAATb

NOTOMCTBY (CTaTeBO

He3pinum TeapuHam)

Ta/abo ouiH00TLCA
AOBrOCTPOKOBI edeKTn

6) micuesa nepeHocUMmicTb HA

7) 0OAaTKOBI AOCNIAKEHHA HAO cre—

" Tywpaing o
TOKCHMYHOCTI: ARL *

aHTUTEHHICTb (yTBOpeHHs  H[]

aHTUTIN) E. »/ NOKYMEHTB \.
» 7 \PEECTPALIIHI
iIMYHOTOKCWYHICTb HA %%
.‘)095
BMBYEHHA mexaHi3mis aii  H/

Mepeknapn 3 aHrNicLKOT MOBY Ha YKpaiHCbKy MOBY BUKOHAHO nepeknaaadyem Wyneroto 1.B. ///



NiKapcbKa 3anexHicTb HA

TOKCUYHICTL MeTabonitis  HJ|

TOKCUYHICTb AOMILLOK HA,
iHWwe HA
5. BucHoBok woao HA

OOKANIHIYHOro
O0CNiaKeHHA

3aABHUK (BRacHUK
peecTpaujiiHoro A-p Canpskait Miwpa
noceigyeHHs) ACWCTEHT reHepanbHOro AUpeKTopa 3 dapmakoHarnagy

AOKYMEHTIE |,
EECTPALIAHMIA

Mepeknag 3 aHrNiNCbKOT MOBM Ha YKPaiHCbKY MOBY BUKOHAaHO nepeknagavem Wynwsroto I.B. M



