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 1V)

Non-Clinical Trial Report

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

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

2) conducted studies

2. Pharmacology:

1) primary pharmacodynamics

Ciklox® film coated tablets 10 mg and 20 mg
Generic Medicinal Product

0 yes v no if not,

justify

Escitalopram was approved for medical use in
the United States in 2002. Escitalopram is
mainly used to treat major depressive disorder
~or generalized anxiety disorder. Currently it is
approved in many countries worldwide. As we
developed as Generic product — these non-
clinical studies were not conducted.

In vitro selectivity was studied relative to
noradrenaline transporter (NAT) and dopamine
transporter (DAT) function in rat brain
synaptosomes, and affinities for other binding
sites were determined. In vivo 5-HT activity was
measured as inhibition of neuronal firing rate in
rat dorsal raphe nucleus (DRN) and enhancement
of  5-hydroxytryptophan  (5-HTP)-induced
behaviour (mouse and rat). Furthermore, studies
were conducted in models of antidepressant
(mouse forced-swim test), anxiolytic [foot-
shock-induced ultrasonic vocalization (USV) in
adult rats and mouse black and white box] and
anti-aggressive activity (socially isolated mice).
Escitalopram  inhibited 5-HTT  functions
approximately 2 times more potently than
citalopram and at least 40 times more potently

than  R-citalopram. Escitalopram  showed
insignificant activity at other monoamine
transporters and 144 other binding sites.

Escitalopram inhibited 5-HT neuronal firing in
DRN and potentiated 5-HTP-induced behaviours
more potently than citalopram; R-citalopram was
inactive. Escitalopram and citalopram. but not R-
citalopram, reduced forced-swimming-induced
immobility and facilitated exploratory behaviour
in the black and white box. Escitalopram and
citalopram inhibited USV potently: R-citalopram



2) secondary pharmacodynamics

3) safety pharmacology

was several times less potent. Escitalopram,
citalopram  and  R-citalopram  inhibited
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aggressive behaviour weakly. Escitalopram and |

citalopram had very potent anti-aggressive
effects when co-administered with 1-5-HTP.
Escitalopram is a very selective 5-HT reuptake
inhibitor. It is more potent than its racemate
citalopram and is effective in animal models
predictive of antidepressant and anxiolytic
activities.

The effects of escitalopram treatment was studied
on spatial learning and memory in the partially
baited radial arm maze (RAM) task and long-

collateral-CA1 synapses in neonatal
clomipramine-exposed rats. Also, alterations in
the levels of biogenic amines and
acetylcholinesterase (AChE) activity were
estimated. Fourteen days of escitalopram

‘term  potentiation (LTP) in the Schaffer

treatment restored the mobility and preference to

sucrose water in the forced swim and sucrose

consumption tests, respectively. The learning

impairment in the RAM was reversed by
escitalopram treatment. Interestingly, CA1-LTP
was decreased in the neonatal clomipramine-
exposed rats, which was restored by escitalopram
treatment. Monoamine levels and AChE activity
were decreased in several brain regions, which
were restored by chronic escitalopram treatment.
Thus, we demonstrate that hippocampal LTP is
decreased in this animal model of depression,
possibly explaining the learning deficits. Further,
the reversal of learning and electrophysiological
impairments by escitalopram reveals the
important therapeutic effects of escitalopram that
could benefit patients suffering from depression.

Escitalopram has a small effect on the QTc
interval. A prolonged QTc was seen in 2% to
14% of escitalopram overdose cases, without
serious cardiac sequelae. The QTc¢ prolongation
effect of citalopram in beagle dogs has been
attributed to the minor metabolite racemic
didemethylcitalopram (DDCT). Whether the
escitalopram minor metabolite S-DDCT has this
effect is not known. Concentrations of S-DDCT



4) pharmacodynamic interactions
3. Pharmacokinetics:
1) analytical methods and reports on their validation

2) absorption

3) distribution

4) metabolism

5) elimination

are lower than DDCT, but for a broad range of
doses of escitalopram and citalopram, the S-
DDCT and DDCT concentrations are well below
the QTc prolonging concentrations reported in
dogs. There is no strong evidence from human
and animal studies that the cardiac safety of
escitalopram is significantly superior to that of
citalopram.

NA

NA

Absorption is almost complete and independent:
of food intake. (Mean time to maximum

concentration (mean Tmax) is 4 hours after
multiple dosing).

As with racemic citalopram, the absolute
bioavailability of escitalopram is expected to be
about 80%.

The apparent volume of distribution (Vd, B/F)
after oral administration is about 12 to 26 L/kg.
The plasma protein binding is below 80% for
escitalopram and its main metabolites.

Escitalopram is metabolised in the liver to the
demethylated and didemethylated metabolites.
Both of these are pharmacologically active.
Alternatively, the nitrogen may be oxidised to
form the N-oxide metabolite. Both parent
substance and metabolites are partly excreted as
glucuronides. After multiple dosing the mean
concentrations of the demethyl and didemethyl
metabolites are usually 28-31% and <5%,
respectively, of the escitalopram concentration.

Biotransformation of escitalopram to the
demethylated metabolite is mediated primarily

by CYP2C19. Some contribution by the enzymes
CYP3A4 and CYP2D6 is possible.

The elimination half-life (t2 B) after multiple
dosing is about 30 hours and the oral plasma
clearance (Cloral) is about 0.6 L/min. The major
metabolites have a significantly longer half-life.
Escitalopram and major metabolites are assumed
to be eliminated by both the hepatic (metabolic)
and the renal routes, with the major part of the
dose excreted as metabolites in the urine.
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6) pharmacokinetic interactions (non-clinical)

7) other pharmacokinetic studies
4. Toxicology:

1) single-dose toxicity

2) repeated dose toxicity

The metabolism of escitalopram is mainly
mediated by CYP2C19. CYP3A4 and CYP2D6
may also contribute to the metabolism although
to a smaller extent. The metabolism of the major
metabolite S-DCT (demethylated escitalopram)
seems to be partly catalysed by CYP2Dé.

Co-administration ~ of  escitalopram  with
omeprazole 30 mg once daily (a CYP2C19

inhibitor) resulted in moderate (approximately

50%) increase in the plasma concentrations of
escitalopram.
Co-administration ~ of  escitalopram  with

cimetidine 400 mg twice daily (moderately

potent general enzyme-inhibitor) resulted in a

moderate (approximately 70%) increase in the
plasma concentrations of escitalopram. Caution -

is advised when administering escitalopram in
combination with cimetidine. Dose adjustment
may be warranted.

NA

After gavage administration, escitalopram 500
mg/kg caused deaths, prostration and tremors,
250 mg/kg had no effect. Citalopram also had no
effect at 250 mg/kg, but 500 and 1000 mg/kg
were both associated with some deaths and
similar clinical signs.

Bolus IV injection of escitalopram at 22 mg/kg
led to breathing difficulties within 30 minutes
and 30 mg/kg caused convulsions and deaths.
Citalopram had similar effects at those dose
levels.

Comparative 4- and 13-week and bridging oral
tests have been conducted with escitalopram and
racemic citalopram in the rat. A separate 60-day
test was also carried out using the rat as a model.
In the 4-week experiment, the highest dose of
both drugs (60 mg/kg/day) led to small
retardation in weight gain, slight changes in liver
function and phospholipidosis in various tissues.
At a dose of 60 mg/kg/day, the signs of
phospholipidosis were more marked in animals
given racemic citalopram.



3) genotoxicity:
in vitro

in vivo (including additional toxicokinetics
assessment)

4) carcinogenicity:

long-term studies

In the 13-week toxicity experiments in the rat, it
was demonstrated that the pattern of toxic actions
of escitalopram was similar to that of citalopram.
Toxic actions mainly comprised hepatic
enlargement and inflammation of the

myocardium at high dose levels, plus typical

phospholipidosis seen with many cationic
amphophilic medicines. There were also clinical
signs including reduced weight gain, sedation
and trembling. The NOEL was about 5-10
mg/kg/day for both compounds.

 An extensive battery of in vitro and in vivo tests

of racemic citalopram have been conducted.

- Racemic citalopram did not show mutagenic

activity in most of the in vitro tests (Ames
Salmonella assay; chromosome aberration

~ assay in cultured human lymphocytes; gene

mutation assay in cultured mouse lymphoma
L5178Y) and in vivo tests (micronucleus test;
unscheduled DNA  synthesis). However,
racemic citalopram was mutagenic in the in
vifro bacterial reverse mutation assay (Ames
test) in 2 of 5 bacterial strains (Salmonella TA98
and TA1537) in the absence of metabolic
activation. Racemic citalopram was clastogenic
in the in vitro Chinese hamster lung cell assay,
in the presence and absence of metabolic
activation.

NA

Comprehensive carcinogenicity tests of racemic
citalopram were done in the mouse and rat.
Racemic citalopram showed no evidence of
carcinogenic potential in the NMRI/BOM strain
of mice at daily doses of 40-240 mg/kg (1.5
years) and in the COBS W1 strain of rats at 8-80
mg/kg (2 years) other than an increased incidence
of small intestine carcinoma in rats treated with 8
and 24 mg/kg/day of racemic citalopram. The
latter doses are approximately equivalent to a
dose of escitalopram 2-6 times the maximum
recommended human daily dose based on mg/m2

25



short-term or medium-term studies
additional studies

5) reproductive toxicity and toxic effects on
offspring development:

impact on fertility and early embryonal development

embryotoxicity
prenatal and postnatal toxicity

studies in which the drug is administered to
offspring (non-mature animals) and/or long-term
effects are assessed

6) local tolerance

7) additional toxicity studies:
antigenicity (antibody formation)
immunotoxicity

study of mechanisms of action
drug dependence

metabolite toxicity

toxicity of impurities

other

5. Conclusions on non-clinical study

basis. No such effects were observed in rats
treated with a 80 mg/kg/day dose. On the same
grounds as used previously, it can be concluded
that escitalopram is not carcinogenic.

NA
NA
NA

Animal data have shown that some SSRIs induce
a reduction of fertility index and pregnancy
index, reduction in number in implantation and
abnormal sperm at exposure well in excess of
human exposure. Citalopram was further shown
to be genotoxic to mouse germ cells at the
recommended human doses after 4 weeks of"
chronic exposure, resulting in increased sperm
DNA  strand breaks, aberrant primary
spermatocytes and oxidative DNA damage. No
animal data related to this aspect are available for
escitalopram.

NA
NA
NA

NA
NA
NA
NA
NA
NA
NA
NA
NA

No complete conventional battery of preclinical
studies was performed with escitalopram since
the bridging toxicokinetic and toxicological
studies conducted in rats with escitalopram and
citalopram showed a similar profile. Therefore,
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all the citalopram information can be
extrapolated to escitalopram.

In comparative toxicological studies in rats,
escitalopram and citalopram caused cardiac
toxicity, including congestive heart failure, after
treatment for some weeks, when using dosages
that caused general toxicity. The cardiotoxicity
seemed to correlate with peak plasma
concentrations rather than to systemic exposures
(AUC). Peak plasma concentrations at no-effect-
level were in excess (8-fold) of those achieved in
clinical use, while AUC for escitalopram was
only 3- to 4-fold higher than the exposure
achieved in clinical use. For citalopram AUC
~values for the S-enantiomer were 6- to 7-fold
higher than exposure achieved in clinical use.
The findings are probably related to an
exaggerated influence on biogenic amines i.e.
secondary to the primary pharmacological
effects, resulting in haemodynamic effects
(reduction in coronary flow) and ischaemia.
However, the exact mechanism of cardiotoxicity
in rats is not clear. Clinical experience with
citalopram, and the clinical trial experience with
escitalopram, do not indicate that these findings
have a clinical correlate.

Increased content of phospholipids has been
observed in some tissues e.g. lung, epididymides
and liver after treatment for longer periods with
escitalopram and citalopram in rats. Findings in
the epididymides and liver were seen at
exposures similar to that in man. The effect is
reversible after treatment cessation.
Accumulation of phospholipids
(phospholipidosis) in animals has been observed
in connection with many cationic amphiphilic
medicines. It is not known if this phenomenon
has any significant relevance for man.

In the developmental toxicity study in the rat
embryotoxic effects (reduced foetal weight and
reversible delay of ossification) were observed at
exposures in terms of AUC in excess of the
exposure achieved during clinical use. No
increased frequency of malformations was noted.
A pre- and postnatal study showed reduced
survival during the lactation period at exposures
in terms of AUC in excess of the exposure
achieved during clinical use.

Animal data have shown that citalopram induces
a reduction of fertility index and pregnancy
index, reduction in implantation number and
abnormal sperm at exposure well in excess of
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human exposure. No animal data related to this
aspect are available for escitalopram.
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3BiT NPO AOKNIHIY

oL OCi AXKEHHA

1. HalimeHyBaHHA
nikapcbKoro 3acoby (3a
HaABHOCTI — HOMep
peecTpauiiHoro
NnocBiaYeHHA):

Lnknokc®, TabneTtku BKpUTI NNiBKOBOIO 060N0HKOI0,
no 10, 20 mr

1) Tvn nikapcbKoro 3acoby, 3a
AKMM npoBoaunaca abo
NAAHYETLCA PeEeCTpaLin

FeHepu4YHMIA nikapcbKuii 3acib

2) npoBefeHi gocnigeHHn

0 Tak v Hi | (AKWoO Hi, 06rpyHTYiiTe)

Ecuutanonpam 6yB cxBaneHuit Ana meaAMYHOro
BMKopuctanHa B8 CLWA B 2002 poui. Ecuutanonpam B
OCHOBHOMY BWKOPMUCTOBYETHCA ANA NIKYBAHHA BE/IUKOro
AenpecuBHoOro posnagy abo reHepanisoBaHoro
TPMBOXHOTO po3najgy. B aaHuii yac BiH 3aTBepAKeHWIA y
GaraTbox KpaiHax cBiTy. Ockinbkm mu  pospobnanu
npenapar AK reHepu4YHWIA, Ui AOKNIHIYHI AOCNiA)KEeHHA He
nposoauauca.

2. ®apmakonoria:

1) nepBuHHa
dapmakoauHamika

BubipkosicTb in vitro BUBYANacH woao
HOopajpeHaniHoBoro TpaHcnopTepa (NAT) Ta
AonamiHosoro TpaHcnopTepa (DAT) y cuHanTocomax
MO3KY LWWypiB Ta BWU3HA4YaAW CMNOPIAHEHICTb A0 iHLWMX
CanTiB 38'A3yBaHHA. In Vivo akTUBHICTL 5-HT BumipioBanu
AK iHribyBaHHA WBMAKOCTI BUNAneHHs HEMpoHis v
aopcanbHomy aapi wea wypis (DRN) Ta nocuneHHsa
NoBeAiHKK, cnpuynHeHoi 5-rigpokcutpuntodpadom (5-
HTP) (mmwi Ta wypu). Kpim Toro, 6ynu nposepeHi

AOCNIAKEHHA Ha MOAenAx aHTuAenpecaHTis (TecT
BUMYLUEHOIO NNaBaHHA MULLI), AHKCIONITUYHOT
[ynbTpassykosa BOKasi3ay,in, CNpUYMHEHA

enekTpoboaboBUM noapasHeHHam nan (USV) y nopocaux

wypis  Ta  mMuwen, 4YopHo-bina  kopobka] Ta
aHTUMarpecuMBHOI  aKTUBHOCTI  (couianbHO  i301bOBaHI
muwi).  Ecumtanonpam  npurHivye  oyHkuii  5-HTT

NpMBAM3HO B 2 pasu MOTYMKHIWE, HiX uuTanonpam, i
npuHaimHi B 40 pasis NoTyxkHiwe, HiX R-yutanonpam.
Ecumtanonpam BMABNAB HE3HAYHYy aKTMBHICTb LOAO
IHWWX TpaHCNOpTepiB MOHOAMIHIB Ta 144 iHWWX LEHTPIB
38'A3yBaHHA. EcuuTanonpam ranbmysaB BunaneHHa 5-HT
HelpoHis y DRN Ta nocmatoBas nosegiHKy, CnpudnHeny 5-
HTP, noTty>kHiwe, HiX yuTanonpam; R- U,MTEIJ'I 1Y
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Ecumtanonpam Ta uMTanonpam  3Ha4yHOKW  MipolO
inribysann USV; R-uutanonpam 6yB y Kinbka pasis meHL
NOTY>XHUM.  EcuuTanonpam, uuTtanonpam Ta  R-
umuTanonpam cnabo NpUrHidyBanu arpecusHy NoBeiHKY.
Ecuutanonpam Ta uumtanonpam manu AyKe NOTYMKHMIA
aHTMarpecuBHui epekT NPU OAHOYACHOMY 3aCTOCYBaHHI 3
I-5-HTP. EcumTanonpam € gye CeNeKTUBHUM iHriGiTopom
3BOPOTHOro 3axonneHHA 5-HT. BiH € noTyHiWwmm, HiXK
oro pauemar uutasonpam, i ePeKTUBHUM Ha TBAPUHHUX
Mmogenax, Wo nepepbavyae aHTUAENpPecaHTHy Ta
AHKCIONITUYHY aKTUBHICTb.

2) BTOpMHHA
dapmakoguHamika

Ebektn nikyBaHHA ecuuTanonpamom BMBYAAM LWOAO
MPOCTOPOBOro HaBYaHHA Ta Nam’ATi y 3aBAaHHI 3 YaCTKOBO
NpUMaHeHUMm pagiaibHUM BOCbMUPYKaBHUM NabipuHTOM
(RAM) Ta posrotpusanoro noteHuitoBaHHa (LTP) vy
cuHancax Schaffer Collateral-CA1 y wypis, wp
nigaasanuca Aii kKnominpaminy. Takox 6ynu ouiHeHi
3MiHW  piBHA  bioreHHMX amiHie Ta  aKTMBHOCTI
auetunxoniHectepasu (AChE). YoTupHaguate AHiB
NiKyBaHHA ecuuTasonpamom BiAHOBWAM PYXIMBICTL Ta
nepesary caxapo3Hill BOAi B TecTax Ha NPUMYyCOBe
NAaBaHHA Ta CNOXMWBAHHA Caxapo3u BiANOBiAHO.
MopyweHHA HaB4yaHHA B RAM 6yno obopoTHum npu
NikyBaHHi ecumTtanonpamom. LlikaBo, wo CA1-LTP 6ys
3HWKEHUI Y HOBOHaPOAXKEHUX LLYPIB, AKI niaaasanuca Aii
KAominpamiHy, wo 6yno obopoTHUM npu  NiKyBaHHI
ecuyuTanonpamom. PiBHi moHoamiHiB Ta akTUBHicTb AChE
bynun 3HMMKeHi B Aekinbkox obnactax Mo3Ky, aki 6bynu
BIJHOB/IEHI XPOHIYHUM NiKYBAaHHAM €eCcLMTaNoNpPamMom.
Takum yuHOM, MU AEMOHCTPYEMO, Wwo LTP rinokamna
3HWKYETbCA Y Ui TBAPUHHIK moaeni aenpecii, MOXKAMBO,
noacHww4M aediuuT HaB4aHHA. Kpim TOro, MoXkamusicTb
ecumtanonpamy pobutn o0OOPOTHUMKM HaBYaHHA Ta
enekTpodisionoriyHi  NOpyWeEHHA BWABAAE  BarK/MBI
TepaneBTUYHI edeKTn ecuuTanonpamy, Aki moram 6
NPUHECTH KOPWUCTb NalieHTam, AKi CTpamaalTb Ha
Aenpeciw.

3) bapmakonoris 6esneku

EcumMtanonpam mae He3HauyHuit BNAMB Ha iHTepBan QTc.
MoposxeHnin iHTepsan QTc cnoctepirasca y 2-14%
BUMNaAKiB nepenosyBaHHA  ecuuTanonpamy  bes
Ceplo3HKUX cepuesux Hacnigkis. Epekt nponouHrauii QTc
uuTanonpamy y cobak nopoau b6irnb NOACHIETHCA
OpYyropagaHum MmeTaboniTom, pau,eMNHMM
avaemetunuyutanonpamom (DDCT). Yu mae '
,u,pyropﬂ,u,Hum MeTa6omT ecu,manonp f

ONA  WKMPOKOro Aiana3oHy [A03 ecumﬁaﬁ@'
uuMtanonpamy KoHuenTtpauii S-DDCT Ta%@ﬂﬁ\




HUMYI 32 KOHUeHTpauii nogoseHHa QTc, npo AKi
nosifomnaloTe y cobak. Hemae Baromux pAoKasis
AOCNiAKeHb Ha Nl0AAX Ta TBApUHAX Npo Te, WO cepLesa
6esneka ecuuTanonpamy 3Ha4YHO nepesepluye Gesneky
uMTanonpamy.

4) dapmakoanHamiyHi
B3aemogaji

He 3acTocoByeTbes

3. ®apmaKokiHeTHKa:

1) aHaniTMuHi meToam Ta 3BiTH
npo ix Banigauito

He 3acTocoByeTtbca

2) nornnHaHHA

Abcopbuia € maiixe NOBHOIO | He 3an1eXuUTb Big, Npuiiomy
iKi. (CepegHiii uyac [0 MaKCUManbHOI KOHLEHTpaLii
(cepemHit  Tmax) cTaHOBUTL 4  roAMHWM  nicns
HaraTopa3oBoro BBeAgHHA).

AK Ty BUNagKy 3 paueMiuHUM LMTaNoNPaMoM, OYIKYETbCS,
wo  abconoTHa  BiogocTynHicT  ecuuTanonpamy
CKnapatume 61u3bko 80%.

3) po3nogin

Teopetnyunii  ob'em posnoainy (Ve, B/F) nicna
nepopanbHOro NPMMOMY CTaHOBUTL NpMbAKU3HO Bia 12 Ao
26 n/kr. 38'a3yBaHHsA 3 6iIKaMM NAasmmn Kposi meHwwe 80%
ANA ecuMTanonpamy Ta MOro OCHOBHUX meTaboniTis.

4) metabonizm

Ecuutanonpam  meTtabonisyetbcas y  neuiHui  ao
OEMETUIbOBAHUX Ta AUAEMETUNLOBaAHMX meTaboniTis.
06uaea BoHM € GapMaKONOFIYHO aKTUBHUMM. A30T TaKOK
MOXe  OoKucawBatuca Ao ¢opmu  N-OKCMOHOro
meTabonity. Ak metabonit, Tak i BuxiaHa cnoayka
4acTKOBO BMBOAATLCA Yy dopmi rAOKypoHiais. Micas
baraTopasoBoro 3acTocyBaHHA CepefHA KOHLEeHTpaLis
AeMeTUN-Ta anaemetTnameTaboniTis 3a3BuYait CTaHOBUTD
BiANOBIAHO 28-31% Ta <5% KOHUeHTpauii
ecuuTanonpamy.

BioTpaHcdopmauia ecumTtanonpamy y AemMeTMNbOBaHMI
meTabonit BigbyBaETLCA rONOBHUM YUHOM 33 LONOMOTOHO
CYP2C19. MosnumBa neBHa y4acTb i pepmenTis CYP3A4 Ta
CYP2D6.

5) BUBeAEeHHA

Mepiog HanieBuBepeHHa (t¥iB) nicna baratopasosoro
3aCTOCYBaHHA CTaHOBUTb 6au3bKo 30 roauH, NaasmoBuin
KnipeHc npw nepopanbHOMy 3aCTOCYBaHHI
(Cloral)cTanoBute 0,6 n/xB. [Mepios HaniBBMBeAEHHA
OCHOBHWX MmeTabonitie  ecuutanonpamy €  6GinbL
TPUBANAUM.
BearkaeTbes,

Gt

2B




6) bapmaKkoKiHeTUYHI
B3aemogii (AoKiHiuKi)

MeTtaboniam ecuuTtanonpamy BigbYyBa€ETbCA, ONOBHUM
YMHOM, 3a yyacTio CYP2C19. Ane B meTaboniami TakoK
3agiaHi CYP3A4 i CYP2D6, xo4a 1 MEHLWO Mipoto.
HactkoBMm KaTanizatopom meTabosiismy OCHOBHOro
meTabonity S-DCT (aemetunboBaHoro ecuutanonpamy)
BBaaeTbcs isopepmeHT CYP2D6.

CymicHe 3acTocyBaHHA ecuuTanonpamy i omenpasony 30
mr 1 pas Ha poby (iHribiTop CYP2C19) cnpuymnHAE nomipHe
3poctaHHA  (npubausHo Ha  50%)  KoHueHTpauii
ecunTanonpamy y naasmi Kposi.

OpHouacHe 3aCTOCYyBaHHA ecuuMTanonpamy i LUMeTUAMHY
400 mr 2 pasu Ha poby (NOMipHO CU/IBHWIA OCHOBHMIA
iHribiTop eH3MMIB) CNPUYMHAE nNOMIpHe 3pOoCTaHHA
(npnbnusHo Ha 70%) KoHUEHTpauii ecuuTanonpamy B
naasmi Kposi. TakKMm YMHOM, HEOBXiAHO 3 obepeHicTio
NpusHayaTu ecuuTanonpam OAHOYACHO 3 LUMETUAMHOM.
Y umx Bunagkax moxe bytu noTpibHe KopuUryBaHHa [,03u
ecuuTanonpamy.

7) iHWi dapmakoKiHETUYHI
DOCNiaXeHHA

He 3acTocoByeTbea

4. ToKcuKkonoria:

1) TOKCUYHICTb OAHOKPATHOI
003K

Micna BBeAEHHA Yepes WAYHKOBMI 30HA, eCUMTaN0onNpam B
po3i 500 Mr/Kr BWKAWMKaB NeTanbHUNA  pesy/bTar,
npocrtpadito i Tpemop, 250 Mr/Kr He Manu }KoaHOI epeKTy.
LiuTanonpam Takox He YnHMB epeKTy npu fo3i 250 mr/kKr,
ane 500 i 1000 mr/kr 6ynu nos'asaHi 3 JAeakumMM
CMepTe/IbHUMMK Hacnigkamum Ta nogibHUMM KAIHIYHUMMK
O3HaKamu.

bontocHe BHYTPiLUHLOBEHHE BBEAEHHA ecuuTanonpamy B
[03i 22 Mr/Kr npu3Beno [0 VYTPYAHEHHA AMXaHHA
npotarom 30 XxBWNWH, a BBeAeHHA 30 Mr/Kr BUKAWKanNo
CYAOMM i cmepTb. LiuTanonpam mas aHanoriyHi edpektn
NPW 3acTOCYBaHHI B LMX A03aX.

2) TOKCUYHicTL BaraToKpaTHMX
403

MopiBHANbHI 4- Ta 13-TUKHEBI Ta nepexigHi NnepopanbHi

Tecth  6ynu  nposedeHi 3 ecuMtanonpamom Ta

pauemiyHMm uuTanonpamom y uwypis. Orkpemuit 60-

AEeHHWIA TeCT TaKoX NPOBOAWAMN, BUKOPUCTOBYIOUM LLLypa B

AKOCTI mogeni.

Y 4-TUKHEBOMY eKCcnepumMeHTi Halsulla pfo3a o060x

npenapartis (60 mr/kr/aeHb) npu3sena A0 HEBEAMKOro

BiACTaBaHHA y 36inblWeEHHI Baru, He3Ha4yHMX 3MiH GyHKLi

neyiHku Ta ¢ocdoninigosy B pisHUX TKaHMHax. Y A03i 60

Mr/kr/peHb  o3Haku  docdoninigosy 6ynafﬂﬁg§$¥m
BUPAXXEHUMW Yy TBApPWH, AKUM [aBanu . L
uuTanonpam.




Y 13-TUXKHEBUX eKCnepuMeHTax 3 TOKCUYHICTIO Ha Lypax
byno nNpoAeMOHCTPOBAHO, WO XapaKTep TOKCUYHOI Aii
ecuutanonpamy bys nogibHum Ao Takoi uuTanonpamy.
TOKCWYHI Aii B OCHOBHOMY BKAOYaNW 36i/1bLLEHHA NeYiHKK
Ta 3ananeHHA MioKap4a Npu BUCOKMX [03ax, a TaKoX
TMnosuin pocdoninigos, AKKiA cnocTepiraerbea y 6GaraTbox
KaTioHHWX amipinbHUX nikapcbKux 3acobis. Takox byau
KNHIYHI 03HAKKW, BKNKOYAOYM 3HUKEHHA NpubaBKK macu
Tina, cepatMBHU edekT i TpemTiHHAa. NOEL craHosus
npubnnsHo 5-10 mr/kr/peHb ana obox cnonyk.

3) reHOTOKCHYHICTb:
in vitro

Byno nposBeneHo BeAMKy KinbKicTb AocnigMeHs in vitro Ta
in vivo pauemiyHoro uuTanonpamy. PauemiyHuit
uuTanonpam He BUABNAB MYyTareHHOI aKTUMBHOCTI B
Binbwocti Tectis in vitro (tect Eimca 3 BUKOpPMCTaHHAM
CanNbMOHeNun; aHania XpomocoMHux abepauii vy
KYNbTUBOBAHUX AimbouuTax NOAUHU; aHania reHHol
MyTaLii B KynbTusoBaHil nimpomi muwi L5178Y) Ta Tectu
in vivo (MikposaepHuii TecT; nozannaHosuii cunTes [HK).
OpHak pauemiyHuit uutanonpam 6yB MyTareHHUM B
aHanisi 3sopoTHoi MyTau,ii 6akTepiit in vitro (Tect Eiimca) y
2 3 5 wramis 6akTepint (canbmoHenu TA98 ta TA1537) 3a
BiACYTHOCTI  meTaboniyHoi  akTMBauii. PauemiyHuit
uuTanonpam BUABWMBCA KNACTOT€HHMM B aHanisi KAiTUH
NereHiB KUTalCbKOro Xxom'sika in vitro 3a HasBHOCTI Ta 3a
BiACYTHOCTI MeTaboniyHoi akTUBaLji.

in vivo (BKAtoYaoum
000aTKOBY OUHKY
TOKCUMKOKIHETUKM)

He 3acTtocoByeTbeA

4) KaHUEPOreHHICTb:

[OBroCTPOKOBI AOCNIAKEHHA

KomnnekcHi TecTm  KaHUEPOreHHoCTi  pauemidyHoro
uuTasonpamy nNpoBOAMAM Ha MWWAxXx Ta  Liypax.
PauemiyHuMil uMTanonpam He NOKasaB KaHLLeporeHHoro
noteHuiany woao wramy NMRI/BOM muweit npu
nobosux posax 40-240 mr/kr (1,5 poky) Ta wramy COBS
WI wypie npu posax 8-80 mr/kr (2 poku), Kpim
36iNblIeHHA YacTOTU PO3BUTKY PaKy TOHKOI KUILKM Y
LypiB, AKi oTpuMyBanu 8 Ta 24 mr/Kr/neHb pauemivHoro
uMTanonpamy. OcTaHHi [03K € npubnausHo
eKBiBafIeHTHUMW [03i ecuuTanonpamy, aka B 2—6 pasis
nepeBuLLLYE MaKCUMabHy peKoMeHa0BaHy Aobosy 403y
ANA  NIOAWHU Ha ocHoBi mr/m?. Takux edekTiB He
cnocrepiranoca y UWypiB, AKi OTpMMyBanu
Mr/Kr/peHb. Ha Tux camux niacrasax, wo i pa
3p0bBMTM  BMCHOBOK,  LWO
KaHLEPOTreHHUM.

o 6
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KOpPOTKOCTpOKOBI abo
cepeaHbLOCTPOKOBI
O0CNiAKeHHA

He 3acTtocoByeTbea

AOAATKOBI A0CNIAKEHHA

He 3acTtocoByeTben

5) penpoayKTueHa
TOKCWMYHICTb Ta TOKCUYHMIA
BN/IMB Ha PO3BUTOK
NOTOMCTBA:

He 3acTtocosyeTtbea

BNAMB Ha GepTUNbHICTb Ta
paHHii embpioHanbHUI
PO3BUTOK

[aHi Ha TBapuHax nokasanu, wo geaki CI33C iHayKy0OTb
3HUMKEHHA  IHAEKCY  Hapoa)KyBaHOCTI Ta  iHAEKcy
BariTHOCTi, 3MeHLUeHHA KiNbKOCTI iMniaHTauin Ta
aHOMaNbHUX  cnepmaTosoiais npu  gosax, 11Te}
nepesuLLylOTb A03U Ana AwauHK. Kpim Toro, 6yno
NOKa3aHo, WO UMTaNoNpam € TeHOTOKCMYHUM ANA
3apOAKOBUX KNITUH MULLI B pEKOMEHA0BaHUX A03ax ANA
NoanMHK  Yepe3 4 TWXKHI XPOHIYHOTO BAAMBY, LWO
npM3BoaMTL A0 3binblieHHA pospusis naHutoris AHK
cnepmu, BIOXWNEHHA NEepPBMHHWUX CNEepMaTouuMTiB Ta
OKUCHOro nowkoaKeHHa [AHK. [na ecuutanonpamy
HEeMa€ JaHWX NPO TBAPWH, NOB'A3aHUX 3 LLUM acneKToM.

embpioTOKCUUHICTb

He 3acTtocosyeTbea

npeHaTanbHa Ta
MOCTHaTa/ibHa TOKCHMYHICTb

He 3acTocoByeTbeA

LOCNIAMEHHA, B AKUX
npenapart BBOAATb NOTOMCTBY
(cTaTeBo He3pinum TBapMHam)
Ta/abo oLUiHI0ITbLCA
[0BrOCTPOKOBI epeKTH

He 3acTocoByeTbeA

6) micuesa nepeHoCMMIcTb

He 3acTocoByeTbCA

7) noAaTKOBI AOCNIAKEHHA
TOKCMYHOCTI:

He 3acTocoByeTbCA

aHTUTEHHICTb (YTBOPEHHA
aHTuTIN)

He 3actocosyeTtbea

iIMYHOTOKCUYHICTb

He 3aCTOCOBYETbCA

BWUBYEHHA MeXaHi3miB aii

He 3acToco BYETbCA

NiKapcbKa 3aeXHicTb

He 3acTocoByeTbCA

TOKCUYHICTb meTaboniTis

He 3acTocoByeTbeA

avr
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5. BucHoBOK woa0
OOKNIHIYHOTO [OCNioKEeHHA

NMoBHa cTaHpapTHa cepia AOKNIHIMHUX O0CHIAMEHb 3
ecuuMTasonpamom He NpPOBOAMNACA, OCKIIbKM 3BefleHi
TOKCUKOKIHETUYHI |  TOKCMKONOFIYHI  AOCHioMKeHHs,
npoBejeHi Ha Wypax 3 ecuuTanonpamom Ta
LuMTanonpamom, nokasanm nogibHuit npodine. OTKe, BCIO
iHpopmaLito Npo uMTaNoNpPaMm MOMKHa EKCTpano/oBaTu
Ha ecuuTasionpam.

Y nNOpPiBHANBHWUX TOKCUKONOTIMHUX [OOCAIOMEHHAX Ha
lypax ecumTanonpam Ta UUTasoNpam CRPUYUHANK
CepLEeBY TOKCMYHICTb, BKAKOYAKOYM 3aCTiMHY CepueBy
HeAOoCTaTHICTb, NiCAA NiKyBaHHA NPOTATOM AEKiNbKOX
TUXKHIB NPU 3aCTOCYBaHHI A,03, WO BUKAUKANW 3araibHy
TOKCUYHICTb. KapAioTOKCUYHICTb, OYEBUAHO, KOpenoBana
3 NIKOBMMM KOHLLeHTpaLiAMK B NAa3Mi, @ He 3 CUCTEMHUM
snansom (AUC). MikoBi KoHLeHTpaLii B Nnasmi Ha piBHi
BigCyTHOCTI edeKkty bynu suwmmn (B 8 pasis), HiK npwu
KNiHiYyHOMYy  3acTtocyBaHHi, Tomi sAk AUC  ans
ecuntanonpamy 6yna TinbKM B 3—4 pasu BMWOW, HiX
eKcnosuuia, [OCATHYTa NPU KAIHIYHOMY 3acTOCyBaHHI.
Ana untanonpama sHavyeHHA AUC ana S-eHaHTiomep 6ynu
B 6-7 pasie BULLE, HiXK eKCno3uuis, A0CATHYTa npu
KNiHIYHOMY BUKOpWCTaHHi. OTpumaHi gaHi, MMOBIpHO,
noe'A3aHi 3 HagMipHUM BNAMBOM Ha BioreHHi amiHm,
TOH6TO BTOPUHHUMM MO BIAHOWEHHIO A0 NEPBUHHMX
dapmakonorivHMx  eQekTis, WO NpU3BOAUTL A0
reMoguHaMiyHUX eQeKTiB  (3HWKEeHHA KOPOHApHOro
KpoBOTOKY) i iwemii. OAHAaK TOYHWUIA  MexaHi3m
KapaiOTOKCMYHOCTI y WypiB He acHuMil. KniHiuHmiA gocsig,
3aCTOCYBaHHA uuTasonpamy Ta [A0CBiA  KNIHIYHMX
OOCNiAMEHb ecuMTanonpamy He BKasyloTb Ha Te, WO Ui
O3aHI MaloTb KAIHIYHY Kopenauito.

Miasuwennin Bmict docdoninigis cnoctepiraeTbca B
OeAKUX TKaHWHaX, Takux AK NereHi, NpuaaTtkn fAeyKka i
neyiHka, nicna TPMBANOro NiKYBaHHA ecuMTanonpamom i
LMUTaNnonpamom y Lwypis. PesynbTatv B NpuaaTKax A€YuKa i
NeyYyiHKK cnocTepirannca npu A03ax, aHanoriYHUX TaKUM Y
noanHn, Edekt € 060poTHMM nicna  NPUNUHEHHA
nikyBaHHA. HakonuueHnHs ¢ocdoninigis (pochoninigos) y
TBapWH cnocTepiranocs B 38'A3Ky 3 Baratbma KaTioHHUMM
amoidinbHUMKM nikamu. HeBigomo, um Mae ue ABULLE
AKECb 3Ha4YeHHA ANA NLUHMN.

Y [ocnigMeHHi TOKCMYHOCTI ANA pPO3BUMTKY Yy ULypiB
cnocTepiranMca eMOpioTOKCUYHI edeKTu (3HMNKEHHA Baru
nnoAy i 06opoTHa 3aTPUMKA OKOCTEHIHHA) NPU BNAUBI 3
TouYkuM 30py AUC, W0 nepesuLLye BNAUB, WO
nif, 4ac KNiHIYHOro BUKOPUCTAHHA. Migsuuy
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nakrauii npu BnauBsi 3 Toukn 3opy AUC, Wwo nepesuulye
BMJINB, LLO AOCATAETLCA Nif Y4aC KNiHIYHOTO BUKOPUCTaHHA.
[aHi Ha TBapMHax NOKasanu, WO UMUTANONpam BUKIUKAE
3HWXKEHHA iHgeKcy depTUAbHOCTI i iHAeKcy BariTHoCTi,
3MEHLIUEHHA  4Yucna  iMNnaHTauii | aHomManbHMX
Cnepmaros0igis npu [o3ax, WO 3Ha4YHO MEPEBULLYIOTb
A03u y nogen. Ina ecuutanonpamy Hemae AaHuX npo
TBapWH, NOB'A3aHUX 3 UMM acrneKkTom.,

3aABHUK (BNacHUK
peecTpauiiHoro
noceig4yeHHsn)

O-p Cangrkai Miwpa
AcucTeHT reHepanbHOro AuMpekTopa 3 papmakoHarnagy
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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 clinieal trial,
coded clinical trial number

6. Phase of the clinical trial

7. 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 1V, Section 4)

Clinical Trial Report

Ciklox® film coated tablets 10 mg and 20 mg

Kusum Healthcare Pvt.Ltd

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

Y YES o NO if not, justify

Generic medicinal product

An open-label, balanced, randomized, two treatment, two sequence, two
period, two way crossover, single oral dose bioequivalence study of
Escitalopram tablets 20 mg in normal, healthy, adult, human subjects under
fasting conditions

Study No: BE/20/072

Bioequivalence Study (Phase-I)
21-10-2020 to 21-11-2020

India.

Planned: 24
Actual: 20 (Evaluable subjects)

The primary objective of the study was to assess whether the test product is
bioequivalent to the reference product based on the evaluation of Cpax and AUCy.1s.
The secondary objectives of the present study include:

*  Descriptive statistics for pharmacokinetic (PK) parameter - Tpax.

®  Assessment of safety and tolerability profile of test and reference products.



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

17. Assessment criteria of safety

An open-label, balanced, randomized, two treatment, two sequence, two period, two
way crossover, bioequivalence study under fasting condition.

e Willing to provide written informed consent for participation in the study, and
an ability to comprehend the nature and purpose of the study;

e Willing to be available for the entire study period and to comply with protocol
requirements;

e Normal, healthy, adult, human subject of 18-45 years (both inclusive) of age;

e Body mass index in the range of 18.50 - 30.00 kg/m2 (both inclusive);

e Normal health status as determined by baseline medical and medication
history, at the time of screening and vital signs (blood pressure, pulse rate,
respiratory rate, and body temperature) measurements and physical
examination at the time screening as well as check-in during each study period;

e With normal or clinically non-significant laboratory values as determined by
hematological, biochemistry tests and urine analysis;

e With a normal or clinically non-significant 12-lead ECG;

e With a negative test for Human Immunodeficiency Virus (HIV) type I/II
antibodies or Hepatitis B surface antigen (HBsAg) or Hepatitis C virus
antibodies;

¢ Non-smokers or mild/moderate smokers with not more than 10
bidis/cigarettes/pipes per day, and willing to abstain from smoking or chewing

any tobacco containing product at least 72.00 hours prior to dosing and .

throughout the sampling points;
e  Non-alcoholic

Investigational drug: Ciklox® Tablets 20 mg (Escitalopram 20 mg)
Method of administration:
On dosing day, based on randomization schedule, subjects were administered one

tablet of the test product, orally, with 240 & 2 mL of drinking water at an ambient
temperature in an upright sitting position, under fasting condition.

Strength: 20 mg Tablet

Reference drug: Cipralex® 20mg film coated tablets (Escitalopram 20 mg)

Method of administration:

On dosing day, based on randomization schedule, subjects were administered one tablet
of the reference product, orally, with 240 = 2 mL of drinking water at an ambient
temperature in an upright sitting position, under fasting condition.

Strength: 20 mg Tablet

Subject number 22 was given concomitant medication Ondansetron 4mg Stat. (Brand
name: Ondem) as a part of adverse event management. (AE: Subject number 22 had
vomiting in period I which was moderate in severity and was judged as possibly to be

related to the study drug)

Primary parameters Cpax and AUCq.72

(The 90% confidence intervals for test/reference ratios of the geometric least squares
means between test and reference formulations calculated for Cpax and AUCq.72 were
within the bioequivalence range of 80.00% —125.00% for Escitalopram)

During the clinical conduct of the entire study, subjects were monitored for adverse
events (AEs). Vital signs (blood pressure and pulse rate) and general well-being were
assessed at pre-dose (within 2.00 hours prior to dosing) and at 2.00, 4.00, 6.00, 8.00,



18. Statistical methods

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

20. Results of efficacy

12.00, 24.00, 36.00, 48.00 and 60.00 hours post-dose (£45 minutes of the scheduled
time) during the in-house stay of the subjects.

Body temperature was assessed within 2.00 hours prior to dosing and at 12.00, 24.00
and 36.00 hours post-dose (+45 minutes of scheduled time) during the in-house stay of
subjects in each study period.

Orthostatic hypotension was measured at 4.00 hours post dose (+45 minutes of
scheduled time) after completion of posture restriction of subjects.

Additional safety measures: Since Escitalopram might cause insomnia, somnolence and
dizziness; blood sample collection, vital sign measurements and meals were served at
bedside up to 12.00 hours post-dose in each study period.

All the subjects were instructed not to drive, operate complex machinery or engage in
other hazardous activities during washout period and for 10 days after period I dosing.

Post-study safety evaluations were performed after the last blood sample collection
(72.00 hours post-dose) of period II or at subject’s discontinuation from the study.

Physical examination, vital signs measurements (blood pressure, pulse rate, body
temperature, and respiratory rate), well-being, blood sample collection for laboratory
analysis (hematology and biochemistry (Serum creatinine, SGOT/AST, SGPT/ALT,

“ Serum bilirubin—Total, Serum blood urea nitrogen) were performed during post-study

safety assessments.

Statistical analysis was performed on Escitalopram using the Phoenix® WinNonlin®
Version 8.2.

Descriptive statistics (Arithmetic means, standard deviations and coefficients of
variation) were computed and reported for the pharmacokinetic parameters (Cinax,
AUCo.72 and Tiax) for Escitalopram.

Additionally, geometric least squares mean were calculated for Cpax and AUC .72,
Median was calculated for Tiax.

ANOVA, 90% confidence interval using Schuirmann’s two one-sided tests for
bioequivalence, power and ratio analysis were performed on Ln-transformed
pharmacokinetic parameters Crax and AUCs.72, for Escitalopram.

Non-parametric  Wilcoxon signed rank test was performed to assess the
pharmacokinetic parameter Tmax for Escitalopram.

Gender: Male

Age: 19 to 44 years of age (both years inclusive).

Race: Asian.

Statistical Evaluation
Ratio, 90% confidence intervals, Intra subject Variability (CV) and Power for the Log
transformed Cas and AUCq.7; for Escitalopram (N = 20)

Ratio (%) | 90% Confidence | Intra Subject | Power (T Vs R)

Parameters
(units) (TVsR) Intervals (%) CV (%) (%)
Ln (Cuay)(ng/ml) | 102.72 97.89 - 107.79 8.80 100.00

Ln (AUCo.72) (hr

100.45 96.63 — 104.43 7.09 100.00
*ng/ml)

LA

=



21. Results of safety

22. Conclusion (resolution)

Applicant (registration certificate

holder)

40

All 24 enrolled subjects were included in safety assessment.
One adverse event was reported during period I of this study.

Subject number 22 had vomiting in period I which was moderate in severity and was
Judged as possibly to be related to the study drug.

There were no any AE occurred during the post study safety assessment.
There was no SAE in the study. In considering the observed adverse events, both the

products were well tolerated.

The $0% confidence intervals for the ratio (test/reference) of geometric least square
means based on Ln-transformed primary pharmacokinetic parameters Cuax and
AUCq.72 were found within the acceptable BE limits of 80.00% to 125.00% for
Escitalopram.
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3BiT NPO KAiHiYHI pocnigXKeHHA

1. HalmeHyBaHHA
NikapcbKoro sacoby
(3a HaaBHOCTI —
Homep
peecTpauiitHoro
NnocBiguyeHHsA):

LMknokc®, TabneTku BKpUTIi NNiBKOBOK 060/10HKOI0,
no 10, 20 mr

2. 3aABHUK Kycym Xentxkep MNst Jitg, IHAiA

3. BUpobHuUK Kycym Xentxkep M8t /Ita, NMnot Ne M-3, IHgop Cnewen IkKoHOMIK 30YH,
deis-ll, Mitamnyp, Aict. Axap, Magxba MNpagew, Min-454774, lHais

4. NMpoeeaeHi \4 TaK 0 Hi | (AKWo Hi, 06rpyHTYliTE)

pocnigxeHHsa:

1) Tvn nikapcbKoro
3acoby, 3a AKuUm
npoeogunaca abo
NAaHyeTbCA
peecTpallin

FeHepu4HMM NiKapcbKkuK 3acib

5. MNoBHa Ha3Ba
KAiHiYHOro
BUNPO6YBaHHA,
KOZO0BaHWUI HOmMep
NpoToOKOoNy
KniHiyHoro
BunNpobyBaHHA

Biakpute, 36anaHcoBaHe, paHAOMI30BaHe, 3 [ABOMa CXemamu
NiKyBaHHA, OBOMA MOC/AIAOBHOCTAMM, ABOMa nepiogamu, OAHIE
[03010, NOABIHE  MepexpecHe  AOCNIAMEHHA  NepopanbHOl
bioekBiBaneHTHOCTI TabneTok ecuyuTtanonpamy 20 Mr y 3BUYANHMX,
34,0pOBUX, LOPOCNUX, NtOAEN NPU 3aCTOCYBaHHI HaTLLe.

Ne aocnigxenHna: BE/20/072.

6. ®asa KnidiuHoro
BUNpobyBaHHA

[ocnigxkeHHs bioeksiBaneHTHOCTI (daza l)

7. Nepiop
KniHiyHoro
BUNpPOOyBaHHA

321.10.2020 p. no 21.11.2020 p.

8. Kpaiuu, ge
npoBogMaoca
KniHiuyHe
BUNpOBYyBaHHA

IHAaia.

9. KinbKictb
A0CNiAYBaHUX

lnaHoBaHa: 24.
®akTuyHa: 20 (nawieHTy, Wo nignsranm ouiHui).

10. OcHOBHa meTa
Ta BTOPUHHA MeTa
BOCNiAXEHHA

OCHOBHOK METOK AOCNIAMEHHA BYNO OUIHUTU, YW € AOCNIAKYBaAHWNA
npenapat bioeKksiBaneHTUM pedepeHTHOMY npenapaty Ha OCHOBI

OLIHKKN Cmax Ta AUCg-72.
= . . o hlt £
[0 BTOPUHHOI METK LbOro A0CNIAKEHHA Ha/lexaTb: P m.
AR g N

e O0OnNMcoBa CTaTUCTUKA papmakoKiHeTuuHoro (PK) napé
0By

AT, N
AOKYMEHT)

pedepeHTHOro npenaparis.
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11. AusaiiH Binkpute, 3banaHcoBaHe, paHAOMi30BaHe, 3 [BOMAa CxemMamwu

KniHiyHOro NiKyBaHHA, ABOMa NOCNIAOBHOCTAMM, ABOMa nepiogamu, noAgiiHe

BUnpobyBaHHA nepexpecHe pocnigeHHA 6ioeKBiBaNIeHTHOCTI MNpWM  3aCTOCYBaHHI
HaTule.

12. OcHOBHi e [Ga)kaHHA HafgaTM nucbMoBY iHGOpPMOBaHYy 3rody Ha yyacte vy

Kputepii OOCNiAMKEHHI Ta 34aTHICTb 3pO3YMITH CYTb Ta METY A0CNIOMEHHA;

BK/1O4EHHA e Ha)kaHHA BYTU AOCTYNHMMM NPOTATOM YCbOro nepioAy AOCNiIAHKEHHA

Ta BignoBigaTH BUMOram npoTOKONY;

e 3BWYaliHi, 340poBi, Aopocni noau Bikom 18-45 pokie (obupapa
BK/IIOYHO);

e iHaeKc macu Tina B mexkax 18,50-30,00 kr/m? (o6uaBa BKAOYHO);

® HOPMa/bHUIA CTaH 340pOB’A, BU3HAYEHUIW Da3oBMM aHamMHe3oM Ta
NiKapCbKMM aHaMHE30M, Ha MOMEHT CKPUHIHIY Ta BMMIpOBaHHA
JKUTTEBOBAM/IMBUX MOKA3HUKIB (KPOB'SAHMI TUCK, NyAbC, 4acToTa
AWXaHHA Ta TemnepaTtypa Tina) Ta disukanbHe obcTeKeHHA nig vac
CKPWHIHTY, a TAaKOX peecTpaLlii y KOXXHOMY nepioai AOCAiAKeHHS;

e i3 HOpmanbHUMKM abo KNIHIYHO He3HauyWMMK abopaTopHUMMU
MOKa3HMKaMKM, BM3HAYEHWMM TremaToNoriyHuMK, BioximiyHUMK
[OCNigMeHHAMU Ta aHaNi3oM ceui;

® 3 HOpManbHo abo KniHivHO He3sHavywoo EKM 3 12 BiaBeaeHHAMMY;

® 3 HEraTMBHUM TECTOM Ha aHTUTINa Bipycy imyHoaediuuTy NANHU
(BI/1) Tuny I/11, abo Ha noBepxHeBuit aHTUreH renatuty B (HBsAg), abo
aHTUTINA Bipycy renatuty C;

e Hekypsauwi abo cnabki/nomipHi Kypui, aki He nepesuLLyoTb AimiTy 10
6iai/curapet/Tpybok Ha AeHb, | 6akaloTb YTPUMATUCA Bif KypiHHSA
abo KyBaHHA ByAb-SKOro TIOTHOHOBOTO NPOAYKTY NMPWHaWMHI 3a 72
roAuHW 40 NMpUIAOMY NMpenapaTty Ta NPOTATOM ycix eTanis Bigbopy
npo6;

L4 Ti, XTO He B¥MUBAE aNnKOronb.

13. JocnigysaHuit
npenapar, cnoci6
3aCTOCYBaHHA, cMNa
aii

DocnipKyBaHui npenapar:

Lnknokc®, Tabnetku 20 mr (ecumtanonpam 20 mr)

Cnocib BBegeHHA:

Y AeHb [A03yBaHHA, BMXoAs4YM 3 rpadika paHgomizauii, nauyieHTam
BBOAWNM OAHY TabneTKy TeCToBOro npenapary nepopansHo 3 24042 mn
NUTHOT BOAM 33 TemMnepaTypyM HaBKONMWHLOIO CepefoBULLA Y
BEPTUKA/IbHOMY NOJIOEHHI CMAAYM, NPU 3aCTOCYBAHHI HaTLwe.

BmicT aKTMBHOI peuyoBUHU: TabneTkK, 20 mr.

14. MNpenapat
NopiBHAHHA, [,033a,
cnoci6
3aCTOCyBaHHA, cMna

Aii

PedepeHTHMI npenapart:

Unnpanekc® 20 mr, TabneTtku, BKPUTI NNIBKOBOHO
obonoHkotw (ecymtanonpam 20 mr)

Cnoci6 BBegeHHA:

BEPTUKANbHOMY NOMIOKEHHI CUAAYN, NPU 3aCTOcyBa£fﬁ H H&{eqnﬂ
v 1 YMEKT|
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15. CynyTHA Tepania

Cy6'ekty N2 22 byno npusHayeHo cynyTHi npenapat OHAaHCeTpoH 4 mr
Stat. (3apeectpoBaHa naTeHTOBaHa Has3Ba: OHAeM) AK YacTMHa
npoueaypu NikysaHHa nobiunux asuu (MA: y cy6’exra N2 22 y nepioai |
Mano micue 6110BaHHA, AKe ByN0 po3UiHEHE AK MOXAMBO NOB'A3aHe 3
[OCNiAXKYBAaHUM NpenapaTom).

16. Kputepii oLiHKK
edekTHOCTI

MNepBuHHIi napameTpu Cmax Ta AUCo-72.

(90% posipui  iHTepBanu Ana  gocnigyKysaHoro/pedepeHTHOro
CNiBBIAHOLIEHHA ANA TeOMEeTPUYHUX cepeaHix, obyncneHnx meronom
HalMEeHIWMX KBaapaTiB MK A0CAiAKYyBaHUM Ta pedepeHTHUM
npenapatamu, po3paxoBaHUMM AaAa Cmax Ta AUCo-72, 3Haxoauauco B
mexax bioeksisaneHTHocTi 80,00-125,00% ons ecuutanonpamy).

17. Kputepii oLiHKK
6e3nexku

Mia 4ac ycboro KAiHIYHOTO AOCAIAMEHHA NalieHTiB cnoctepiranv Ha
npegmer nobiunux asuw,  (MNA).  KuTTEBOBaXKAMBI  NOKA3HUKM
(apTepianbHuit TMCK Ta 4actoTa NynbCy) Ta 3arajbHe CaMOMNOYyTTA
OLiHIOBaNUCb nepea BBeAeHHAM ao3u (npotarom 2.00 roavH Ao
BBEAeHHA O03u) Ta yepes 2.00, 4.00, 6.00, 8.00, 12.00, 24.00, 36.00,
48.00 Ta 60.00 roauH nicna Ao3yBaHHA (+45 XBUAWH Big, 3annaHoBaHOroO
yacy) nig yac ambynatopHoro nepebysaHHA cyb'ekTiB.

TemnepaTypy Tina ouiHtosanu npotarom 2.00 roguMH A0 A03yBaHHA Ta
yepes 12.00, 24.00 ta 36.00 roguH nicns BBefeHHA A03u (145 xBuauH
Bif, 3annaHoBaHoOro uacy) nig 4ac ambynatopHoro nepebyBaHHA
cy6'eKTiB B KOXKHOMY MNepioai A0CNiAMKEHHA.

OpTocTatuuHy rinoteHsito BumiptoBanu 4Yepes 4.00 roauHu nicna
BBeAEHHA 003U (#45 XBWMAMH Big 3annaHoOBaHOro 4acy) nicns
3aBeplleHHA obmeKeHHA Woa0 3MiHW NONOXKEHHS Tia NaLLiEHTIB.
DopnatkoBi 3axoau  6e3nekn: OCKINbKM  ecuuTanonpam  moXKe
CNPUYMHUTM BE3COHHA, COHNMBICTL Ta 3anmaMopoyeHHs, 36ip 3paskis
KPOBi, BUMIPHOBAHHA }XMUTTEBOBAMNANBUX MNOKA3HUKIB Ta XapuyBaHHA bins
ni>kka y nepiog oo 12.00 rogvH nicnAa BBeAEHHA 003U Y KOXHOMY
nepioai AoCNioMKeHHA.

Bcim cyb’ektam byno pekomeHAOBaHO He Kepyeatu aBTomobinem, He
KepyBaTW CKNagHOK TEXHIKOK Ta He 3aMMaTUCA iHWKUMK Hebe3neuyHumun
BUAAMM [LiANBHOCTI MPOTArOM MepioAy BMMWBaHHA Ta BnpoaosK 10
AHIB nicna ao3ysaHHA y nepioay Il

OuiHKy 6e3neku nicna AOCNIAKEHHSA MPOBOAMAU NICNA OCTAHHLOTO
3bopy 3paskis kpoei (72.00 rogunHn nicna BBeAeHHA Ao3u) y nepioai |l
abo nicna NpUNUHEHHA y4acTi NaLiEHTa Y AOCNIAMKEHHI,

diznkanbHe 0b6CTeXKEHHA, BUMIPIOBAHHA KUTTEBOBAMKAMBUX NOKA3HUKIB
(apTepianbHuii TUCK, YacToTa Nynbcy, Temnepatypa Tina Ta 4acTtoTa
AWXaHHA), camonouyTTa, 36ip npob KpoBsi aAna nabopaTtopHOro aHanisy
(rematonoria Ta 6Gioximia (cMpoBaTKOBMM KpeaTuHiH, SGOT/AST,
SGPT/ALT, cuposaTkoBmii 6inipybiH — 3araibHWiA, BMICT a30Ty CEHOBUHMK
KPOBi B CMpOBATLi KPOBI) NPOBOAUAN Nif Yac OLIHKM Be3s
A0CNIAXKEHHA.

18. CtaTUCTUYHI
meToau

CTraTUCTUYHUIA aHanis nposoaunin Ha ecu,manonpann
' nporpamu Phoenix® WinNonlin® (Version 8.2).
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MOKa3HMKM OMUCOBOI CTaTUCTUKK (cepeaHi apudmeTWuHi, CTaHAAPTHI
BigxuneHHa Ta KoediljeHTM Bapiauii) 6yno pospaxoBaHo Ta
npeacTaBneHo ais GapMaKoKiHETUYHUX NapameTpis (Cmax, AUCo-72 Ta
Tmax) ANA ecuMUTanonpamy.

Kpim Toro, reomeTpuuHi cepeaHi, obumcneHi merogom HalMeHLMNX
kBagpartis, 6yn0 po3paxoBaHo s Cmax Ta AUCo-72, MeaiaHa — ANA Tmax.
ANOVA, 90% poBipunii iHTepBan 3a AOMNOMOrOI0 ABOX OAHOCTOPOHHIX
kputepiie LlepmaHa ana 6GioeKBiBaNeHTHOCTI, MOTYXKHICTb Ta aHani3
cniBBigHoOwWeHHA  Bynn  BU3HaueHi Ana  Ln-TpaHcpopmoBaHUX
dapmakoKiHeTUUHUX napameTpis Cmax Ta AUCo-72 ANnA ecumTanonpamy.
[na ouiHKM GapMaKkoKIHETUYHOTO NapameTpy Tmax ANA ecuuTanonpamy
NPOBOAUNKU HeNnapameTPUYHKUA TecT BiIKOKCOHa 3 NiANMCaHMM paHToOM.

19. NlemorpadiyHi
NOKa3HUKH
AocnipKysaHol
nonynauii (crartp,
BiK, pacaiT.a.)

Cratb: 4yo/0Biva.
Bik: Big 19 po 44 pokis (06uasa BKAKOYHO).
Paca: moHronoigHa.

20. Pesynbtatu
aHanisy
edeKTnBHOCTI

CraTMcTUYHa OuiHKa

CnisBigHoOLIEHHA, 90% 00Bipui iHTepBanm, iHTpacyb’ekTHa
gapiabenbHictb (CV) Ta noTyxHicTb ana log-nepetBopeHnx Cmax i AUCo-
72 Ana ecumtanonpamy (n = 20).

90% |IHTpacy6’ekTHUIA
MOKasHUKK| _ . . N o -
o CnisBigHOWeHHA| AoBipuyi KoediuieHT [MoTyKHicTb
BMM’?" ) (%) (T Vs R) |iHTepBanu|BapiabenbHocri (T Vs R) (%)
- (%) (%)
Ln (Cmax) 97,89 —
(Hr/nn) 102,72 107,79 8,80 100,00
Ln (AUCo-
72) 100,45 =S8 7,09 100,00
104,43
(rog-Hr/mn)

21. Pesynbtatu
aHanisy 6esneku

Yci 24 cyb'ektn, Aki bynu 3apaxoBaHi, Byan BKAIOYEHI A0 OUIHKK
besneku.

MNpoTtarom nepioay | uboro AocniAXeHHA NOBIAOMNANOCA NPO OAHe
HecnpuATAnBeE ABWULLE.

Y cyb’ekta N2 22 y nepioai | mano micue 6ato0BaHHA, ke 6yn0 nomipHoro
CTYNEHI0 TAMKOCTI | pPO3LiIHIOBANOCA AK MOMAMBO NOB'A3aHe 3
OO0CNIAKYBAHUM NpenapaTom.

Mip yac ouiHKK Be3neku nicna AOCNIAKEHHA HE CNOCTEPIraNoCca KoAHUX
noBiYHMX ABULL,

Y pocnigeHHi He Big3Havanoca ClA. Bpaxoaymw,e:p;g?{ﬁarci

22. BUCHOBOK
(3akntoyeHHsn)

nobiuHi aBMLLa, 06uaBa npenapati manu Aobpy nepghidcumicts,, 3
rd >

90% N0BipYMiA iIHTEPBaA ANA CMIBBIAHOWEHHSA reOMEeTP!
pPO3pax0oBaHUX MeToA0M HaNMeHLWhE
[&]




il

(tectoBuii/pedepeHTtHuin),  ans In-nepeTBOpeHUX  MEepPBUHHUX
bapmakokiHeTUUHUX NapameTpiB Cmax Ta AUCo-72 3HaX0AUTLCA B MeXKax
ponyctumoro gianasoHy (80,00-125,00%) 6ioeksiBaneHTHOCTI Ans

ecuuTanonpamy.

3aaBHUK (BNacHUK
peecTpauiiiHoro
nocsig4eHHs)

Pyuvika Ceami
MeHeakep 3 MeaAUUHUX NUTaHb Ta GapMaKoHarnaay
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