Jopatok 29

Ao Nopsaaky nposeaeHHA eKCNepTM3n peecTpaLlifiHnx martepianis Ha NikapcbKi 3acobm,

L0 NOAA0TLCA Ha AlepKaBHy peecTpauiio (nepepeectpaliio),

a TAaKOX €KCMepPTM3N MaTepianis Npo BHECEHHS 3MiH /10 peeCTPaLLiiiHUX maTepianis

MPOTATOM Aiii peecTpaLifHOro nocBigYeHHn

(n. 4, po3ain IV)

3BiT Npo AOKAIHIYHI AOCNiAXKEeHHA

1. HalimeHyBaHHA NikapcbKoro 3acoby (3a HasBHOCTI
— HOMep peecTpauiitHOro NnocBigYyeHHs):

1) Tun nikapcbkoro 3acoby, 3a AKMM NPOBOAMAACA
abo nnaHyeTbca peecTpauis

2) npoBeaeHi A0CNiAKEHHS

2. ®apmakonoria:

1) nepBuHHAa papmakoamMHaMiKa

2) BTOpMHHa bapmakoAnHaMiKa

3) dapmakonoria 6esneku

4) papmakoanHamiuHi B3aemoaji

3. PapmakokiHeTuKa:

1) aHaniTMYHi MeToAM Ta 3BiTH Npo iX Banigaw;o

MNepeknaz 3 aHrNINCLKOT MOBM Ha YKPAIHCbKY MOBY BMKOHaHO Nepeknaaayem Wynbroto 1.

Pocemig, TabneTku, Wo AucnepryoThea B
POTOBI NOPOXKHUHI, N0 1, 2, 4 mr;

Fi6puaHuii nikapcbkuii 3acib

0 Tak V  Hi (AKWo Hi, 06rpyHTYTE)
PucnepupaoH bys fo3BoneHuii 4o npoaaxy
B CLUA 8 1993 poui. BiH 3HaxoauTbca B
CNUCKY BCecBiTHbOI opraHisauii oxopoHu
340pos'sA HalbesneyHilmnx Ta
HallePeKTUBHILIMX  NiKapcbkux  3acobis,
HeobXigHUX AN 3aCTOCYBaHHA B CUCTEMI
OXOPOHU 3p0poB's. OcKinbkn MU
po3pobnanu npenapat AK reHepuuHuMii, L

AOKNIHI4YHI 4OCNIAKEHHA HE NPOBOAMAUCA.
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2) norAnMHaHHA HAO

3) po3nogin HA
4) metabonizm HAO
5) BuBeeHHA HA,
6) dapmakoKiHeTUyHi B3aemogii (AoKAniHiuHi) HO
7) iHWi dapmaKkoKiHeTUYHI AochiaKeHH: HO

4. ToKcuKonoria:

1) TOKCMYHICTb OAHOKPaTHOI 403K HA
2) TOKCHMYHICTL BaraTokpaTHUX A,03 HA
3) reHOTOKCHYHICTb: HL,
in vitro

in vivo (BKNOYAOYM A0AaTKOBY OLLIHKY HO

TOKCUKOKIHETUKM)

4) KaHLLepPOreHHicTb: HA,
AOBroCTPOKOBI JOCNIAMEHHA HAO
KOPOTKOCTPOKOBI abo cepeHbOCTPOKOBI HAO

00CNioMEeHHSA
00A3aTKOBI AOCNIAMKEHHSR HO

5) penpoayKTUBHa TOKCUYHICTb Ta TOKCMYHMIA BNane  HJ]
Ha PO3BMTOK NOTOMCTBa:

BNAMB Ha GepPTUbHICTL Ta paHHiit eMBpioHanbHUIA HA
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Mepeknan 3 aHrNINCbLKOT MOBU Ha YKPATHCbKY MOBY BUKOHAHO Nepeknajayem Wynbroto |
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emMbpioTOKCUYHICTDL HAO

npeHaTa/sibHa Ta NOCTHAaTa/lbHa TOKCMYHICTb HA

AOCNIAXEHHA, B AKUX Npenapat BBOAATb noTomcTey  HJ]
(cTaTeBo Hespinum TBapuHam) Ta/abo oLiHI0OTLEA
AO0BroCTpoKoBi edekTn

6) micuesa nepeHocumicTb HA
7) ROAATKOBI OCNIAMEHHA TOKCUYHOCTI: HAO
AHTUTEHHICTb (YTBOPEHHA aHTUTIN) HA
iMYHOTOKCUYHICTb HO
BMBUYEHHSA MexaHi3mie gji HA
NiKapCbKa 3aNeXHiCTb HO
TOKCUYHICTL MeTaboniTis HO
TOKCHMYHICTb LOMILLIOK HAO
iHWe HAO
5. BUCHOBOK W00 AOKNIHIYHOTO A0CAIAKEHHA HO

3aABHUK (BNacHUK
peecTpauiiHoro
nocBigYeHHA) O-p Cangrkait Miwpa
ACUCTEHT reHepanbHOro AupekTopa 3 papmakoHarnagy

Mepeknaj 3 aHrNikCLKOT MOBM Ha YKpaTHCbKY MOBY BUKOHaHO nepeknagauem LUynbroio
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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

7. Clinical trial period

Annexure 30

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 1V, Section 4)

Clinical Trial Report

Risperidone Orodispersible tablets 1 mg

Kusum Healthcare Pvt Ltd, India

D-158A, Okhla Industrial Area, Phase-I, New Delhi-110020 .

Kusum Healthcare Pvt Ltd, India

Y yes o no ifnot, justify

Hybrid Medicinal Product

An open-label, balanced, randomized, single dose, two-treatment, two-sequence,
two-period, cross over, oral bioequivalence study comparing Risperidone 1 mg
Orodispersible tablet of Kusum Healthcare Pvt. Ltd., India with Risperdal
(Risperidone) 1 mg Film-Coated Tablets of Janssen-Cilag Ltd., UK in healthy,

adult, human subjects under fasting conditions.

Study No: 850-18

Bioequivalence Study (Phase-I)

26-Nov-2019 To 10-Dec-2019
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trial was conducted

9. Number of subjects

10. Purpose and secondary
objectives of the clinical trial

11. Clinical trial design

12. Main inclusion criteria

planned: 36
actual: 36

Purpose: The Sponsor aims to market test product as pharmaceutical equivalent
to reference product. Therefore, the test products should be bioequivalent to
reference product, so that they can be used as therapeutic equivalent. For this
purpose, the test products will be compared with reference product in healthy,

adult, human subjects under fasting conditions.

Primary objective: To compare the rate and extent of absorption of single dose
of Risperidone 1 mg Orodispersible tablets of Kusum Healthcare Pvt. Ltd., India
with Risperdal (Risperidone) I mg Film Coated tablets of Janssen-Cilag Ltd., UK
administered under fasting conditions in healthy, adult, human subjects in a

randomized cross over study.

Secondary objective: To evaluate the safety and tolerability of a single dose of
Test product and Reference Product when administered orally in healthy, adult,

human subjects under fasting conditions

An open-label, balanced, randomized, single dose, two-treatment, two-sequence,
two-period, cross over, oral bioequivalence study in healthy, adult, human

subjects under fasting conditions.

e Subjects should be 18 to 45 years of age (both years inclusive).

e Capable and willing to give informed written consent and to adhere to the
study requirements.

¢ Subjects able to read and write and able to communicate effectively.

¢ Body Mass Index (BMI) between 18.50-30.00 Kg / m2 and body weight not
less than SO0 kg

¢ Healthy individuals as evaluated by personal history, medical history and
general clinical examination.

e Absence of significant disease

e Normal or within acceptable biochemical, hematological and urinary

parameters or with abnormality considered to be clinically not si

performed within 21 days prior to check-in for the first period



13. Investigational drug,
method of administration,
strength

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

15. Concomitant therapy

¢ Have a normal 12 lead ECG.

e Negative HIV 1 & 2 antibodies, Hepatitis B surface antigen, Hepatitis C
antibody and Syphilis.

e Negative urine test for drugs of abuse for Opiates (Morphine), Barbiturates,
Benzodiazepines, Amphetemine, Marijuana THC & Cocaine (to be performed
on the day of check-in during each period).

¢ Negative breath alcohol test (to be performed on the day of check-in during
each period).

e Nonsmoker or smoker of fewer than ten cigarettes per day.

Investigational drug: Risperidone 1 mg Orodispersible tablet

Strength: 1 mg

Method of administration:

Before administration of the test product (T)-[Risperidone 1 mg Orodispersible
tablet Manufactured by Kusum Healthcare Pvt. Ltd., India] subject were given 20
mL of water to swallow inorder to wet the buccal cavity. After that one tablet of
test product (T)-[Risperidone 1 mg Orodispersible tablet] was administered orally
by placing the tablet on the tongue of each subject and was allowed to melt the
OD tablet in mouth, followed by swallowing the melted components without
water. Tablet was swallowed within approx. 01 minute after placing on the

tongue. Additionally water was not allowed for 01 hour after dosing.

Reference drug: Risperdal® 1 mg Film-Coated Tablets (Risperidone)

Dose: 1 mg

Strength: 1 mg

Method of administration:

One tablet of reference product (R)- [Risperdal® 1 mg Film-Coated Tablets
(Risperidone) MA Holder: Janssen-Cilag Ltd., 50-100 Holmers Farm Way High
Wycombe, Bucks, HP12 4EG, UK ] was administered orally with 240 mL +2 mL

of drinking water at ambient temperature in sitting position.

All subjects were instructed not to take any prescription medications within 14

days prior to check-in and throughout the study. Subjects were instructed not to

take any OTC products, herbal medications, etc. within 07 days prior to check-in




16. Assessment criteria of
efficacy

17. Assessment criteria of
safety

Primary PK parameters: Cpax and AUCo.
Secondary PK parameters: AUCo-inf, Tmax, Ti/2, Kot and AUC s%gxtmp.

(The 90% confidence interval (CI) for the ratios of the geometric least square
means of the Ln-transformed pharmacokinetic parameters Ciax and AUCq. of
the Test and Reference formulations should be within 80.00% to 125.00% for

Risperidone)

Safety assessments were done based on clinical observations, laboratory data at
the time of screening and at the time of post study safety assessment of the study,
The ECG was done at the time of screening and evaluation of the AEs observed
during the course of the study.

Screening assessment comprised of detailed medical history and demographic
data followed by general medical examination and laboratory investigations
(hematology, biochemistry, urine analysis and serology) and ECG.

Clinical examination was performed at the time of screening, before Check-in in
each period and before check-out in each period.

Vitals (Supine blood pressure, radial pulse rate and oral temperature®) respiratory
rate**and well-being were recorded at the time of screening, Before Check-in in
each period (supine and standing blood pressure), Before drug administration
(within -02.00 to 00.00 hours) and at 03.00, 06.00, 11.00, 23.00, 35.00 hours after
dosing in each period (within = 60 minutes of the scheduled time), before check-
out and before ambulatory sample collection.

*Measurement of oral temperature were performed at the time of screening,
check-in of each period, check-out of each period and before ambulatory sample
collection in each period.

**Measurement of respiratory rate was performed at the time of screening.

Urine Screen for drugs of abuse was performed prior to check-in in each period
and Breath test for alcohol consumption was performed prior to check-in in each
period and prior to ambulatory sample collection.

Subjects were asked for their well-being at the time of vital signs measurements

and their responses were recorded.

Clinical laboratory tests (hematology, biochemistry, urine (Routine &




18. Statistical methods

laboratory tests (hematology and biochemistry) were performed at the time of
post study safety assessment.
About 06 mL of blood was collected from each subject for safety evaluation [for

specified hematology and biochemistry investigations] at the end of the study.

Statistical analysis was performed by using SAS® statistical software version 9.3.
Statistical analysis was performed on the data obtained from subjects completing
both treatment periods.

The following summary statistics for the primary pharmacokinetic parameters
(Cmax and AUCq.) and the secondary pharmacokinetic parameters (AUCo.ing
AUC wextap, Tmax, T12 and Kea) were calculated for both the Test (T) and
Reference (R) products Number of Subjects, Arithmetic Mean, SD, CV%,
Minimum, Maximum, Median and Geometric mean.

Output of WinNonlin for Risperidone and 9-Hydroxy Risperidone Statistical
analysis of pharmacokinetic parameters were performed using SAS® Version 9.3,
Output of SAS

The natural log transformed (i.e. Ln-transformed) values for the pharmacokinetic
parameters Crax and AUCq. were analysed for statistical difference between test
and reference formulations with ANOVA by using a Generalized Linear Model
(GLM) ANOVA using SAS® software with the main effects of treatment, period,
sequence and subjects nested within sequence as fixed effect. Each analysis of
variance included calculation of least-squares means, the difference between the
adjusted formulation means and the standard error associated with the difference.
Level of significance was considered at 5% for Period, Sequence, Treatment
effect and Subject (Sequence) effects in the ANOVA.

The intra-subject variability of test and reference formulations was computed and
reported for Log-transformed pharmacokinetic parameters Cmax and AUC. for
Risperidone.

Ratio of geometric least square means of test and reference formulations was
computed and reported in percentage for Log-transformed Primary
Pharmacokinetic Paramster Cinax and AUCs. for Risperidone

The comparison of interest was T Vs R, so the ratios determined were of the form
T/R where T= Test; R =Reference.

The power of study to detect 20% difference between tt?fﬁﬁ"
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The 90% confidence intervals for the difference of means between drug
formulations were calculated for Cmax and AUCo. using log-transformed data.
The acceptable range for bioequivalence was 80.00-125.00% for the 90%
confidence intervals for the differences of means of log transformed Primary
Pharmacokinetic Parameter Ciax and AUCq. for Risperidone.

For the active metabolite, 9 hydroxy risperidone, the following data were
submitted: individual and mean concentrations, individual and mean
pharmacokinetic parameters, and geometric means and ratios of means for Ciay
and AUCq...

19. Demographic indicators of Gender: Male

the study population (gender,

age, race, eic.) Age: 18 to 45 years of age (both years inclusive).

Race: Asian

20. Results of efficacy Pharmacokinetic Evaluation:
Mean and Standard Deviation of Pharmacokinetic Parameters for

Risperidone after administration of Test product (T) and Reference Product

(R) (N =33)

| PKParameters | Risperidone(Mean = SD)

! (Units) | Test (T) Reference (R)

| Canlngml) | 86575£3.51845 8.4903 +2.99441

| AUCs.(br*ng/mL) | 666664 + 5534826 57.2005 +44.36504

[ AUC,or (hrng/mL) | 68.6271 + 57.90491 58.9857  47.22205

AUC wisienp 2.433 +2.0080 2.600  1.9402

Tusx (hr) 1.447 + 0.5440 1.189 £ 0.3367
Tua (br) | 7587+ 60059 6.806 + 4.9942

| Ko (1/hr) | 0131542 0.070846 0.13918 + 0.066555

Risperidone (Median (Min - Max))

Tomax (r) | 1.250(0.75-2.50) 1.250 (0.75 — 2.00)

‘lé Tiz (hr) | 5756 (2.26 - 29.06) 5.116 (2.40 - 24.12)
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Mean and Standard Deviation of Pharmacokinetic Parameters for 9-

Hydroxy Risperidone after administration of Test product (T) and Reference

Product (R) (N = 33)

\ )
PK Parameters

9-Hydroxy Risperidone (Mean + SD)

li‘ (Units)

Test (T)

Reference (R)

C,ox (ng/mL)

4.0438 £ 1.42811

4.1498 +1.59135

| AUCy. (hr*ng/mL)

119.2978 = 36.65779

116.3557 + 33.39597

j“ AUCq.int (hr*ng/mL)

133.3763 £ 40.21640

128.8390 + 35.04134

AL—C_"/«Extrap

11.023 £ 6.2292

10.395 £ 5.7843

Tnax (hr) 6.108 + 3.9654 5.689£4.6313
i Ty (br) 22.532 + 5.8747 22.167 + 5.2148
K. (1/hr) 0.03259 £ 0.007794 0.03262 + 0.006392
9-Hydroxy Risperidone (Median (Min - Max))

Trnax (hE)

5.000 (1.50 - 24.00)

5.000 (0.75 - 24.00)

Tip (hl‘)

22,324 (12.83 - 43.10)

21.013 (14.23 - 43.64)

Statistical Evaluation

Ratio, 90% confidence intervals, Intra subject Variability (CV) and Power
for the Log transformed Cmax and AUCo- for Risperidone (N = 33)

Parameters(units) Ratio (%) | 90% Confidence | Intra Subject Power
(TVsR) | Intervals (%) CV (%) (T Vs R) (%)
!
| Ln (Cmay)(ng/ml) 99.37 | 91.65-107.73 19.53 99.73
| LnATGIBr | 4550 | 10625 -120.52 15.17 99.99
ng/ml)

Statistical Evaluation

Ratio, 90% confidence intervals, Intra subject Variability (CV) and Power

for the Log transformed Cmax and AUCo. for 9-Hydroxy Risperidone

(N=33)
| Prnmmcres i) Ratio (%) | 90% Confidence | Intra Subject Power
_ . (TVsR) | Intervals (%) CV (%) (T Vs R) (%)
| Ln (Cax)(ng/ml) | 97.68 91.77 - 103.97
Lo (AUCe) (br | 15, 03 | 954110698

*ng/ml)
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21. Results of safety

A total of 36 healthy, adult, human subjects were enrolled and included in safety
assessment except subject no. 28 and 33 (After repetitive calls, they were denied
to come to the facility for post study safety assessment. Hence, considered as lost
to follow-up). Safety assessment was carried out at the time of screening, during
the course of the study and at the end of study by conducting medical
examination, recording of vital signs and enquiring about the well-being,
laboratory assessments and ECG.

During the conduct of the study (In house), 18 adverse event was occurred.
Subject No. 01 experienced an adverse event of Somnolence on 27-Nov-2019
after administration of Test product (T) in period I.

Subject No. 06 experienced an adverse event of Somnolence on 27-Nov-2019
after administration of Reference product (R) in period L.

Subject No. 10 experienced an adverse event of Somnolence on 27-Nov-2019
after administration of Test product (T) in period L.

Subject No. 11 experienced an adverse event of Somnolence on 27-Nov-2019
after administration of Reference product (R) in period L.

Subject No. 12 experienced an adverse event of Somnolence on 27-Nov-2019
after administration of Test product (T) in period L.

Subject No. 20 experienced an adverse event of Abdominal Pain on 27-Nov-2019
after administration of Test product (T) in period 1.

Subject No. 21 experienced an adverse event of Somnolence on 27-Nov-2019
after administration of Test product (T) in period .

Subject No. 22 experienced an adverse event of Somnolence on 27-Nov-2019
after administration of Reference product (R) in period L

Subject No. 27 experienced an adverse event of Somnolence on 27-Nov-2019
after administration of Reference product (R) in period L.

Subject No. 35 experienced an adverse event of Somnolence on 27-Nov-2019
after administration of Test product (T) in period 1.

Subject No. 03 experienced an adverse event of Somnolence on 07-Dec-2019
after administration of Test product (T) in period II.

Subject No. 06 experienced an adverse event of Somnolence on 07-Dec-2019
after administration of Test product (T) in period IL.

Subject No. 11 experienced an adverse event of Somnolence

oo

after administration of Test product (T) in period II.
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22. Conclusion (resolution)

Applicant (registration
certificate holder)

Subject No. 12 experienced an adverse event of Somnolence on 07-Dec-2019
after administration of Reference product (R) in period 11

Subject No. 15 experienced an adverse eveat of Somnolence on 07-Dec-2019
after administration of Test product (T) in period II.

Subject No. 17 experienced an adverse event of Somnolence on 07-Dec-2019
after administration of Reference product (R) in period 1L

Subject No. 27 experienced an adverse event of Somnolence on 07-Dec-2019
after administration of Test product (T) in period I1.

Subject No. 29 experienced an adverse event of Headache (Frontal Region) on
07-Dec-2019 after administration of Test product (T) in period I

During post study safety assessment, values of the laboratory parameters tested
were found to be within acceptable limit and clinically insignificant for all
subjects, except subject number 22* and 25**.

*Subject no. 22 had adverse event of increased ALT level.

**Subject no. 25 had adverse event of increased Blood urea level.

No severe, serious or life-threatening adverse events were reported during the
course of the study.

The test and reference products were comparable in their safety and tolerability.
Hence the test product was found to be safe and well tolerated upon singie dose
administration in healthy, adult, human subjects under fasting conditions.

The 90% confidence intervals for the test/reference ratios of the geometric least
squares means between test and reference formulations calculated for primary
pharmacokinetic parameter Cau and AUCs: were within the bioequivalence
range of 80.00% —125.00% for Risperidone.

Based on the results obtained, it is concluded that Risperidone 1 mg
Orodispersible tablet of Kusum Healthcare Pyvt. Ltd., India, is bioequivalent with
Risperdal (Risperidone) | mg Film-Coated Tablets of Janssen-Cilag Ltd.. UK in
33 Healthy, Aduj Subjects Under Fasting Conditions.




Hdopatok 30

A0 MopAaKy NpoBefAeHHA eKCNepTU3n PeecTpaLiiiHuxX maTepianis Ha Nikapcbki 3acobu,

L0 MOAETLCA Ha AeprKaBHY peecTpauiio (nepepeecTtpauito),

@ TaKOXX EKCNepTVsu mMaTepianis NPo BHECEHHA 3MiH [0 PeeCcTpaLiiHMX MaTepianis

1. HalimeHyBaHHA
nikapcbKoro 3acoby (3a
HaABHOCTI — HOMep
peecTpauiHoro
noceig4eHHs):

2. 33ABHUK

3. BUpobHMK

4. MNposegeHi
OOC/IAMEHHA:

1) Tvn nikapcbKoro
3acoby, 3a aKuUMm
nposogunacs abo
NNaHYETbCA peecTpaLin

5. loBHa Ha3Ba
KNIHI4HOrO
sunpobyBaHHs,
KOZAOBaHUI HoMep
NPOTOKOAY KJiiHIYHOro
BMNpPOBYyBaHHA

6. ®asa KniHiYyHoro
BMNPOByBaHHSA

/. [epiog KniHiyHorO
BUNpPoBYyBaHHS

9. KinsKicTb
LOCAIAHKYBaHUX

10. OcHoBHa meTa Ta
nepBuHHa | BTOPUHHA
MeTa A0CAiAMEeHHA

NPOTArOM Ajii peecTpaLinHoro nocBig4yeHHs
(n. 4, pozgin IV)

3BIT NPO KAIHIYHI AOCNIAMKEHHA

Pocemig, TabneTku, 110 AUCNEPTYIOTHCA B POTOBIM NOPOMKHMHI, 1 Mr

Kusum Healthcare Pvt Ltd (IHgis)
D-158A, Okhla Industrial Area, Phase-I, New Delhi-110020

Kusum Healthcare Pvt Ltd (IHgin)

0 TaK \ Hi  (AKLWoO Hi, 06rpyHTYiiTE)

li6pugHuii nikapcsxuii 3aci6

Bigkpute, 36anaHcoBaHe, paHpoOMi30BaHe, oAHOA030Be, i3 gBOMaA
CXemamu NikyBaHHSA, 3 ABOMa MOCNIAOBHOCTAMM, i3 ABOMa nepioaamu,
nepexpecHe poCAigeHHA bioeKkBiBasieHTHOCTI, npwu nepopanbHomy

npuitomi Hatule, NpycBAYeHe NOPIBHAHHIO TaBAETOK WO AMCNEpPryIoTLCA B
poToBiit nopoxHKUHI Risperidone 1 mr, BupobHuuTBa Kusum Healthcare
Pvt. Ltd (IHgis), 3 Tabnetkamu Risperdal (pucnepugon) 1 mr, BKPUTUMU
Ltd.

MNiBKOBOI obonoHKolo, BMPOBHMLTBA Janssen-Cilag
(BenvkobpuraHia), y 340p0BMX, AOPOCANX MtOAEI NP 3aCTOCYBAHHI
Homep gocnigerna: 850-18

Aocnigxerna bioexkeisanetHocri (dpasza 1)

3 26 nuctonaaa 2019 p. no 10 rpygHsa 2019 p.

3annaHoBaHa: 36
PaKTnyHa: 36

OcHoBra meta: CroHCOp Mae Ha MeTi peanisosyBaTH TecT
AK  dapmaueBTUYHKI eKBiBaneHT pedepeHTHOMY np
YMHOM, TeCcToBi  npenapaTM MNOBUHHI  ByTK
pedepeHTHOMY npenapaty, wob ix moxHa 6yno Bu
TEPaneBTUYHUI eKsiBaneHT. 3 Lielo MeTow TecToBi np



11. In3aidH KniHiYHOTO
BMnpobyBaHHA

12. OcHoBHi KpuTepii
BK/IKOYEHHSR

13. [locnigxysaHuii
npenapar, cnocib
3acToCyBaHHg, cuna Al

nopisHioBaTMCA 3 pedepeHTHUM NpenapaTom y 3A40pOBUX, HOPOCAUX
N0AEN Npu 3aCTOCYBaHHI HaTLe.

MepBUHHa meTa: NOPIBHATM WBMAKICTbL | CTyniHb abcopbuii pasosoi [o3n
TabneTok Ans po3CMOKTyBaHHA Risperidone 1 mr, BupoBHuuTBa Kusum
Healthcare Pvt. Ltd (IHgia), 3 Tabnetkamu Risperdal (pucnepugon) 1 mr,
BKPMTUMM NANiBKOBOO 0B0n0OHKOW, BUpOoBHUUTBA Janssen-Cilag Ltd.
(BenukobputaHia), npu 3acTocyBaHHi HaTwe Yy 340pOBMX, AOpPOCAnX,
NtofeN y paHA0MI30BaHOMY NepexpecHoMy AOCAIAKeHHi.

BropuHHa mera: ouiHuTM 6e3neky Ta NepeHOCUMMICTb pa3oBoi A03M
TabneTok 4na poscmoKTyBaHHA Risperidone 1 mr npwu nepopanbHomy
3aCTOCyBaHHI 340p0BMM, I0POCAUM IOAAM MPU 3aCTOCYBAHHI HaTLLe.

Biakpure, 3banaHcosaHe, paHAOMI3OBaHe, OAHOMO30Be, i3 ABOMa
Cxemamu NiKyBaHHS, ABOMOCNIAOBHE, i3 ABOMA Mepiogamu, nepexpecHe
AocCniAsKeHHA nepopanbHoi 6ioeKBiBaNeHTHOCTI Yy 340pOBMX, 4opocnnx
NIOAEN NPK 3aCTOCYBaHHI HaTLLe.

¢ Cyb'extu nosuHHi ByTv Bikom Big 18 Ao 45 pokie (06uaBa pPokm
BKJ/IHOYHO).

¢ 34aTHi | roToBi £aTi ycBifoMAeHY NMCbMOBY 3roay Ta AOTPMMYBATUCA
BUMOT 40CNIAKEHHA.

o Cyb'exTvt 3paTHi uMTaTVM | NMCATM Ta BMITM edEKTUBHO CMiNKyBaTUCA.

® |Haekc macu Tina (IMT) 8 mexax 18,50-30,00 kr/m2 Ta maca Tina He
meHLwe 50 Kr.

® 3p0posi ocobu, ouiHeHi 3a 4ONOMOrot 0cobUCTOro aHamHesy, icTopii
xBopobu Ta 3aranbHOro KAiHIYHOro ornagy.

® BiacyTHICTb 3Ha4HOro 3aXBOPHOBAHHA.

e BioXiMi4yHi, remaTonoriyHi MoOKasHWKM Ta MOKA3HWMKM Ccedi B MerKax
Hopmu abo B Mexax npURHATHOTO 6ionorivHoro pedepeHTHOro
AdianasoHy, abo 3 BIAXWNEHHAMM, AKi BBAXKAKTLCA KAIHIYHO
HecyTTesMMu; | BMKOHaHi npotarom 21 AHA 3 peecTpauii go nepioay |.

e MaroTb HopmancHy EKI no 12 sigsegeHHAM.

® HeratueHi pesysbTaTM aHanisy Ha aWtvTina go BN 1 Tta 2,
nosepxXHeBul a=TuUreH renatuTy B, aHTuTINA A0 renatuTy Ta cudinicy.

® HeratusHuit ananis cevi Ha BKMBAHHA HAPKOTMKIB LOAO oniaty
(mopdin), 6apbirtyparis, 6eH3oaiazeniuis, amdetaminy, TrK
MapuxyaHu Ta KoKaiHy (NpoBOAMTLCA B AieHb PeECTPaLLii ANA KOXHOIOo
nepioay).

® HeraTMBHUMI pesynbTaT aHanisy Ha BMICT anKOron y NOBITPi, WO
BUAMXAETLCA (TPOBOAMTLCA B leHb PEECTPALi AN KOXHOTO nepiogy).

® Hexkypsawiabo Ti, Wo KypATb MeHLLEe AEeCATU CUrapeT Ha AeHb.

TecroBuii npenapart: TabneTkun 4N PO3CMOKTYBaHHA Risperidone 1 mr.
Bmicr akTMBHOT peuosuHu: 1 Mmr.

Cnoci6 ssegeHHA:

MNepen BBegenHswm TectoBoro npenapaty (T) — [Tabnerkw==aga
po3cMmokTyBaHHA Risperidone 1 mr, BMpobHMuTBa Kusum ' i
Ltd (IHaia)] cy6’exty pasanu 20 ma Boau ana MNPOKEET)
3MOYUTM MOPOXKHKMHY poTa. [licna uboro oAHy TabgeTky [MeTvesqs

Clityg o2 g
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14. Mpenapar
NopiBHAHHA, 4033,
crnocib 3acTocyBaHHs,
cuna ait

15. CynyTHsa Tepania

16. Kputepil ouUiHKK
edeKTHOoCTI

17. Kputepii ouiHKK
Besneku

BBOAW/IM NEpPopans+Ho, nomiwaodm TabneTky Ha A3UK KOXKHOro cyb'ekTa, i
nijAasany posvuHeHHI0 TabneTky ANA PO3CMOKTYBaHHA Yy poTi 3
nofanblnm NPOKOBTYBAHHAM PO3YMHEHUX KOMMOHEHTIB 6e3 Boaw.
TabneTky KOBTaNM NPOTArOM NPUBAN3HO 1 XBUAMHM MICAA PO3MILLEHHSA Ha
AsnUl. [lofaTKOBO BOAY He AaBanu NPOTAroM 1 rogvHKU MiCAs OTPMMaHHA
npenapary.

PedepenTHuii npenapar: Risperdal (pucnepuaoH) 1 mr, Tabnetku, BRpUT
nAiBKoBOI 060N0HKO!O.

dosa: 1 mr.

Bmict aktuBHOI peuosuHm: 1 mr.

Cnoci6 seepgeHHA:

OaHy Tabnerky pedepeHTHoro npenaparty (R) — [Risperdal (pucnepuaoH) 1
Mr, TabneTku, BKPUTI NNiBKOBOK 060N0HKO0), BAacHUK PC: Janssen-Cilag
Ltd., 50-100 Holmers Fann Way High Wycombe, Bucks, HP12 4EG,
Bennkobpuranial ssoaunu nepopanbHo 3 240 ma £ 2 mn NUTHOI BoaM 3a
TEMMNEPaTypH HABKOIMLLHBbOTO CEPEe0BULLA B NONOKEHHI CUAAUMN.

Ycim cyb'ektam Bysio HafaHO peKoMeHAauii He NPUItMaTH KOAHMX AiKiB 3a
peuenTom nportarcm 14 AHiB A0 peecTpauii Ta NPOTArOM AOCAIAXKEHHS.
Cyb6'extam Byno pekoMeHO0BaHO He NPUIIMATH KOAHMUX bespeuentypHux
npenapatis, NiKapcoxux 3acobiB POCAMHHOMO NOXOAMXKEHHA TOLLO NPOTATOM
/7 AHIB 10 peecTpaliil Ta npoTArom gocaigskeHHsa. MNig yac gocnigkeHHn He
Byno BMABNEHO KOAHOTO 3 BUNPOBYBAHMX, AKI BXWUBANM be3peuenTtypHi
npenapatv, /iKW, WO BIANYCKAOTBCA 33 pPELenTom, Ta POCAUHHI
npenaparu.

MNepsuHHi napameTpt PK: Cmax Ta AUCq+.

BropuHHi napametpu ®K: AUCo-inf, Tmax, T1/2, Ket Ta AUC sextrap.

(90% posipunii intepsan (Cl) 4ns CNiBBiGHOWEHb rEOMETPUYHUX CEPEaHiIX,
pPO3pPaxoBaHmX METOAOM HalMeHLWKnx KBaAparis, ans In-
TPaHCOOPMOBaHMX PapMaKOKiHETUYHUX napameTpis Cmax | AUCo: ans
TECTOBOro Ta ped@epeHTHOro npenaparis nosuHeH GyTM B Meskax 80,00—
125,00% pona pucnepngoHy).

OuiHka 6e3neku 34iACHIOBANAcA Ha OCHOBI KAIHIYHUX CNoCTepeXKeHs,
nabopaToOpHUX [AaHKX Ha MOMEHT CKPUHIHIY Ta Ha MOMEHT OLLiHKM
Besnexku gocnigrerHs nicns Woro 3aseplueHHs. EKM nposoaunaca nig yac
CKPUHIHTY Ta ouiHKx 11, Wo cnocTepiranunca B XoAi A0CNIAXKEHHS.
CKpuHiHr-ouiHKa BK/1l04ana AeTanbHy icTopito xBopobu Ta aemorpadiyHi
AaHi 3 nojanbluMM  2aranbHUM  MeAMYHUM  OBCTEXKeHHAM  Ta
nabopaTopHUMUK LoCAigKeHHAMM (remaTtonoria, Bioximia, aHanis ceyi Ta
ceponoria) Ta EKT.

KniHiyse obBCTeMeHHA npoBOAMAOCA nif  u4ac CKPWHIHTY, nepepg,
PEECTPALiErd Yy KOMHOMY nepiofl Ta nepes 3aBepLIEHHAM KOMKHOTO
nepioay.

MUTTEBOBAXNMBI NMOKA3HUMKKU (KPOB'AHMI TUCK B I'IOHO}KEHHiI_;_ Kadi Ha




18. CratMcTUyHi
meToau

03.00, 06.00, 11.00, 23.00 Ta 35.00 roa nicas A03YBAHHA B KOXHOMY
nepiogi (B mexax * 60 xB Big 3ansaHoOBaHOroO 4acy) Ta nepeg
3aBepueHHam i nepes ambynatopHum 3a6opom npob.

* BumiptoBaHHA TemnepaTypu POTOBOI MOPOMKHMHKU NPOBOAMNOCH Mif, Yac
CKPUHIHTY, peecTpauii y KOXHOMY nepiofi, 3aBepLIEHHAM KOXHOro
nepioay Ta nepes ambynatopHum 3abopom npob y KOXXHOMY nepiog,.

** BUMIpPIOBaHHA YaCTOTM AMXaHHA NPOBOAMAM Mif, 4ac CKPUHIHTY.
JdocnigKeHHA ceyli Ha 3M0BMMBAHHA HapKoOTUKamu 3A4ilMCHIOBANM A0
PeECTpalil B KOXHOMY Nepiogi, a TeCT Ha BMICT a/fIkOronwo B nosiTpi, Wo
BMAMXAETLCA, MPOBOAMBCA Nepes PeecTpaLield B KOXKHOMY nepiogi Ta
nepes ambynaropHim 3abopom npob.

Cyb’extiz 3anuTysanM npo iXHE CaMOMOYYTTA Mig Yac BU3HAYEHHS
HMUTTEBOBAX/IUBUX NOKA3HUKIB, i ix Bianosiai bynu 3apeectposati.

Kniniuni nabopatopHi pocnigxeHHa (rematonoria, Gioximia, aHanis ceui
(38MuaiiHi Ta MikpockoniuHi gocnigKeHHs) Ta ceponoria) 6ynu nposeaeHi
Mif, Y4ac CKPUHIHTY, a KNiHiuHi nabopaTopHi AocnigxeHHs (rematonoria Ta
bioximia) 6ynu nposegeHi nig yac ouiHkM 6esneku nicna 3aBepLUeHHA
AOCNIOMKEHHS.

bausbko 6 ma Kkposi 6yno 3ibpaHo y KoxHOro cyb'ekta ans OLLiHKM
6e3neku [ANA BU3HaYEHMX reMaTOMOMYHUX Ta BiOXIMIYHMX AOCNiAMKEHb)]
HanpuKiHUi AoCnioMeHHA.

CratvctuyHuii  aHanis  npoBOAMAM 33  AOMNOMOTO nporpamHoro
3abesneyeHHA CTaTUCTMYHOrO aHanisy SAS® sepcii 9.3. CTaTUCTUYHMIA
aHanis 34ifiCHIOBaBCA Ha JaHUX, OTPUMaHMX Big cyb'exTis, WO 3aKiHYMAK
obuasa nepioan nikysaHHA.

HactynHi 38egeHi ctaTUCTUYHI 4aHi WOA0 NEePBUHHUX bapmaKkoKiHeTUYHMX
napametpie  (Cmax Ta AUCot) Ta BTOPUHHMX HapMaKOKIHETUHHUX
napametpis (AUCo-inf, AUC_%extrap, Tmax, T1/2Ta Kel) Bynn po3paxoBaHi Ak gna
Tecrosoro (T), Tak | 4na pedepeHTHOrO (R) Nnpenaparis: KinbKicTb cy6’ekTis,
cepeaHe apudmeruune, SD, CV%, miHiManbHe, MakcumanbHe, MegiaHHe
Ta CepeaHE reoMeTpUYHE 3HaYEeHHA.

Pesynbtat WinNonlin gna pecnupegoHy Ta S-rinpokcupucnepugoHy;
CTaTUCTUYHMIA aHanis QapMaKOKIHETUYHMX napameTpis NPoBOAMAM 33
Aonomoroto SAS® sepcii 9.3, pesynbTaT SAS.

3HaYeHHA  QapMaKOKIHETUYHMX  napameTpie  Cmax T3 AUCo.t,
TPaHCHOPMOBAHMX 22 AOMNOMOrOK HaTypPaNbHUX norapuomis (tobto Ln-
TpaHCPOPMOBaHI), aHanizyBanu WoOAO CTaTUCTULYHOI Pi3HULI MiXK TeCTOBUM
Ta pedepeHTHMM npenapatamu 3 ANOVA 3a AOMNOMOroK 3arasibHoi
niHinHoi  mogeni (GLM) ANOVA i3  BUKOPUCTaHHAM nporpamHoro
3abesneyeHHAa SAS® 3 OcHOBHUMU edekTamu NiKyBaHHA, nepiogom Ta
nocnigosHICTIO B sxOCTI eQeKTiB Ta cyb'eKTamu, WO BKNAJANOTLCA Y
nocniAoBHICTb, B AKOCTI QikcoBaHOro epekTy. KoxeH ancnepciiiHuii aHanis
BK/IOYaB ObuMCneHHA CcepefHix, pPO3paxoBaHWMX MeTOAOM HaliMeHLMX
KBagparis, Pi3HMLU] MIXX CKOpPUroBaHUM cepegHiMm Ta
MOMWNKOLO, NOB'A3aHOI0 3 pisHULElD. PiBeHb 3HauyLWOCTI
pisHi 5% ana nepioAy, nocnigoBHOCTI, cy6’ekTa
edeKTUBHOCTI NikyBaHHA 8 ANOVA. ,:
IHTpacyb’ekTHMIA  KoediujieHT  BapiabensHocTi A%




pedepeHTHOrO npenaparis 6yB 06UMCeHWit Ta 3apeecTposaHuii ana Log-
TPaHCPOPMOBaHUX (apMaKOKIHETUUHMX MapameTpiB Cmax Ta AUCot ana
pucnepuaoHy.

CniBBiAHOWEHHA [EOMETPUYHUX CepefHiX, PO3PaxoBaHmx MeToa0oM
HaMMEHLWMX KBaapaTis, A/1A TECTOBOrO Ta pepepeHTHOro npenapartis 6yno
obuyncneHo Ta nosigomneHo y BigcoTKax ana Log-tpaHchopmoBaHoro Cmax
Ta AUCo+ Ana pucnepuaoHy.

Likasum nopisHArHAM Byno T Vs R, TOMy BU3HaueHi CriBBigHOLWEHHSA
manu surasg T/R, ne T—TectoBuit npenapar, a R — pedepeHTHuii.
oBiAOMAANOCA MNPO MOTYXKHICTb AOCAIMKEHHA ANA BuABAeHHA 20%
Pi3HML Mi>K TeCTOBMM Ta pedepeHTHUM NpenapaTamm.

90% posipui iHTepsanu ana pisHUL cepegHix Mix npenaparamu 6ynu
pospaxosani ana Cmax T2 AUCos, BuUKOpUCTOBYIOUM log-TpaHchopmoBaHi
AaHl. MpuiHATHUIA nlana3oH 6ioeKBiBaNEHTHOCTI CTaHOBUB 80,00-125,00%
ana 90% posipunx iHTepsanis ANA BiAMIHHOCTE!N cepefHiX 3HauYeHb log-
TPAHCOOPMOBaHUX Crmax Ta AUCo.t 418 pUCNepuaoHy.

Ana axktusHoro metabonity, 9-rigpokcmpmcnepugoHy, byno nopaHo Taki
AaHi: iHAMBiAyanbHi Ta cepesHi KOHUEHTpaLLl, iHAUBIAYaNnbHi Ta cepeaHi
QapMaKOKIHETUYHI napameTpu, cepeaHi reOMeTPUYHI Ta CniBBiAHOLWEHHA
cepeaHix ans Cmax Ta AUCo4.

19. lemorpadiuHi Cratb: yonosiya.

NOKa3HUKM BiK: Big 18 g0 45 pokis (06uasa poKM BKIKOYHO).
AOCNiaXyBaHOI Paca: moHronoigHa.

nonynauii (ctaTs, BiK,

pacaiT.g.)

20. Pe3ynbTati aHanisy ®PapmaxoKiHeTUyHa OLjHKa:

eQeKTUBHOCTI CepefHe Ta craHgapTHe BigXuneHHa ¢apmaKOKiHETUUHUX napamerpis
ANA  pucnepupoHy nicna BBegeHHA TectoBoro npenapary (T) Ta
pedeperTHoro npenaparty (R) (N = 33)

Pucnepuaon (cepeaHe + SD)

@K nokazHukK (o4, sumip.)
| Tectosuil (T) PedepeHTHuit (R)
Crax (HI/mn) | 8,6575 + 3,51845 8,4903 + 2,99441
AUCo+ (rog*Hr/mn) I 66,6664 £ 55,34826 57,2005 £ 44,36504
AUCsine(rog®ur/mn) 68,6271 % 57,90491 58,9857 £ 47,22205
P
I AUC wextran 1 2,433 £ 2,0080 2,600 £ 1,9402
Trmax (roa) | 1,447 £ 0,5440 1,189+ 0,3367
Ty2(rom) _ 7,587 £ 6,0059 6,806 £ 4,9942
| Kel (1/rog) 0,13154 £ 0,070846 0,13918 £ 0,066555
PucnepuaoH (meaianHe (Min — Max))
T f601) 1,250 (0,75 - 2,50)
Tuz (rom) 5,756 (2,26 —29,06)




CepepnHe Ta cTaHgaptHe BigXMneHHA GapMaKoKiHETMUHMX nmapamertpis
AnAa S-rigpoxkeupucriepnaoHy nicnAa BBeAEHHs TecToBoro npenapary (T)
Ta pedpepentHoro npenapary (R) (N = 33)

9-riapokcupucnepuaoH (cepeaHe * SD)

®K noxaskuxu (o4, BUMID.)

Tectosnii (T) PedepenTHuii (R)

Crnax (HF/MA) 4,0438 £ 1,42811 4,1498 +1,59135
AUCs+(roa*Hr/mn) 119,2978 + 36,65779 116,3557 + 33,39597
AUCo.nt(roa*nr/mn) | 133,3763 + 40,21640 128,8390 + 35,04134
f AUC sewrs 11,023 + 6,2292 10,395 + 5,7843
Trax (rog) 6,108 £ 3,9654 5,689 +4,6313
Ti2(roa) 22,532 £ 5,8747 22,167 £5,2148
Ke: (1/rom) 0,03259 £ 0,007794 0,03262 + 0,006392

S-rigpokcupucnepuacH (megiante (Min — Max))

Tmax (roa) 5,000 (1,50 - 24,00) 5,000 (0,75 - 24,00)

Tyz{roa) 22,324 (12,83 - 43,10) 21,013 (14,23 - 43,64)

CratucTuyHa OuUiHKa

CnisBigHoweHHA, 90% posipui iHTepBanu, iHTpacy6’eKTHUIA KoedilieHT
Bapiabesnbrocti (CV) Ta noTyxHicTb gna log-TpaHcdopMoBaHOro Cmax Ta
AUCq.+ gna pucnepugony (N = 33)

Cﬂ'saiAHomenna! IeirpacyD el
) ) - 90% aosipyi KoediuieHT  [MoTyMHicT
R AC R (%) iHTepsanu (%) | sapiabenbHocti |(T Vs R (%)
(TVsR)
(%)
Ln (Cmax)(Hr/mn) 99,37 91,65-107,73 19,53 99,73
Ln (AUCo-) (rog*nr/mn) 113,16 106,25 - 120,52 15,17 99,99

CratncrnyHa ouiHKa

CnissigHowenHs, 90% fosipyi iHTepBanu, iHTpacy6’ekTHUI KoediljieHT
BapiabenbHocri (CV) ta noTyxHicTb Ana log-TpaHcPOPMOBAHOFO Cmax Ta
AUCo.: gna 9-rigporcupucnepugoHy (N = 33)

IHTpacy6’ekTHMIA

ChigplasOeHHA 90% nosipui koediuieHT  [MoTyHICTH|
M cl
Henagmme tom-pumip) (%) iHTepsanu (%) | sapiabenbHocti |(T Vs R (%)
(TVsR)
(%)
| Ln (Cmax)(Hr/mn) 97,68 91,77 - 103,97
|




Ln (AUCo-) (rog*Hr/mn) 101,03 | 95,41 - 106,98 13,76 100,00

21. PesynbTatvt aHanisy Bcboro 6yno sapaxosaHo 36 340pOBMX, AOPOCAMX Aioaei, AKi 6ynu

besnexu

rlepeknag 3 aHrNifcbLKOT MOBM Ha YKPaiHCbKY MOBY BUKOHaHO nepexknagayem Lynbro "E(,B;

BKAOYEHI A0 ouinku be3snekwn, kpim cyb’ektis Ne 28 Ta 33 (nicna
NOBTOPHMX A3BiHKIE IM Byno sBiamoBneHo B BiABigyBaHHI 3aknasy ana
OUiHKM be3neku nicna pocnigeHHAa. OTXe, BOHM BBaXKaloTbCA
BTpadeHuMyr  Ans  nofgansworo  Koutponw). OuiHka  6e3sneku
3AiMCHIOBANACA Mif “aC CKPMHIHTY, Mif4 4Yac AOCAIAMKEHHA Ta B KiHU
AOCNIAKEHHA WAAXOM NPOBEAEHHA MEANYHOro 0bCcTeXKeHHs, PikCyBaHHA
HUTTEBOBAX/IMBUX [OKA3HUKIB Ta OTPMMYBaHHA IHbopmauii woao
camonouyTTa, N1abopaToOPHUX NOKA3HMKIB Ta EKT.

Mg 4ac npoBegeHHA AOCNigKeHHA (B 3aknagi) 3apeectposBaHo 18
nobiyHUX aBULL.

Cyb'ext Ne 01 BigsHauyas nobiyHe sABULWE Y BUIAALI COMHOMEHTHOCTI 27
nucronaga 2019 poky nicna sseaeHHA Tectosoro npenapaty (T) y nepioai
L.

Cy6'ext Ne 06 Bigz-ayas nobiyHe ABMLLE Y BUTAALI COMHONEHTHOCTI 27
nucronaga 2019 poky nicna BBegeHHA pedepeHTHoro npenapaty (R) y
nepioai l.

Cyb'ext N2 10 BigzHayas nobiyHe ABMLE Y BUrNAAI COMHONEHTHOCTI 27
nvcrtonaga 2019 poky nicna sBBeAeHHA TecTosoro npenaparty (T) y nepioa
l.

Cyb'ekt Ne 11 BigzHa4as nobiyHe ABMLLE Yy BUINAALI COMHONEHTHOCTI 27
nuctonaga 2019 poxy nicna esefeHHA pedepeHTHoro npenapaty (R) y
nepioai l.

CyG'ext Ne 12 BigsHa4as nobiyHe ABMLLE Y BUINALI COMHONEHTHOCTI 27
nucronaga 2018 poxy nicaa seefeHHA TecToBoro npenaparty (T) y nepioai
L.

Cy6'ext Ne 20 sinz+auas nobiuHe asulle y Burnagi abgomiHansHoro 60to
27 nucronaga 2019 pokry nicna BBefeHHA TectoBoro npenapaty (T) vy
nepiogil.

Cyb'ext Ne 21 Bigz+Ha4as nobiuHe sABMILE Y BUrNAAI COMHONEHTHOCTI 27
nuctonaga 2019 poxy nicns BeeaeHHA TectoBoro npenaparty (T) y nepioai
L.

Cy6'ext Ne 22 sigs-ayae nobiuHe ABMLE Y BUrNALI COMHONEHTHOCTI 27
nvcronaga 2019 poky nicna sBeefeHHA pedepeHTHoro npenapaty (R) y
nepioai .

Cyb'ext N2 27 sigs+avas nobiyHe ABMLLE Y BUINALI COMHONEHTHOCTI 27
nuctonaga 2019 pory nicna seBefeHHA pedepeHTHOro npenapaty (R) y
nepioai l.

Cyb'ext Ne 35 BigsHauyas nobiuHe ABMLLE Y BUINAAI COMHONEHTHOCTI 27
nvcronaza 2019 poky nicna sseAeHHA TECTOBOro npenapary (T)u_\,:!nepio,n,i

o
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Cyb'ext Ne 03 sigs+Hauas nobiuHe ABMWE Yy BUrAAAj
rpyaHa 2019 poky nicna BBeAeHHA TECTOBOro npenap
Cy6'ext N2 06 sigsravas nobivHe ABMWE Yy BUrAA {

§
N




22. BucHoBoK
(3arnoueHHs)

3aABHUK
(nacHuK

rpyanHa 2019 poky riicna BBeaeHHA TectoBoro npenaparty (T) y nepiogi Il.
Cyb'ekt Ne 11 BigzHauas nobiyHe sBUWE Yy BUMNALAI COMHONEHTHOCTI 7
rpyaHa 2019 poky nicns BBeAeHHA TecTtoBoro npenapary (T) y nepiogai Il
Cy6'ext Ne 12 sigs+Hauyae nobiyHe ABMILE Yy BUrNAAi COMHOMIEHTHOCTI 7
rpyaHa 2019 pory nicna ssegeHHA pedepeHTHoro npenapaty (R) y nepioai
I

Cyb'ext Ne 15 BigzsHayas nobiyHe ABuwe Yy BUMAALI COMHONEHTHOCTI 7
rpyaHa 2019 poky nicna BBegeHHA TecToBoro npenaparty (T) y nepioa; |l.
Cy6'ext Ne 17 sigsHayas nobiuHe fABULLE Yy BUFAAAI COMHONEHTHOCTI 7
rpyaHa 2019 pory nicaa ssefeHHsa pedepeHTHoro npenapaty (R) y nepioai
il

Cyb'ekt Ne 27 sigs+Hayas nobiyHe ABULLE Yy BUIAALI COMHONEHTHOCTI 7
rpyaHa 2019 poky nicns BeefeHHA TecToBoro npenaparty (T) y nepiogai Il.
Cyb'ext Ne 29 BipzHavaB nobiuHe ABule Y BWUrNALI ronosHoro 6onio
(nobosa obnacte) 7 rpyaHs 2019 poKy micna BBEAEHHA TEecTOBOrO
npenaparty (T) y nepiogai Il.

Mig 4ac ouiHku Bezneku nicns gocnigskeHHs 6yn0 BCTAHOBNEHO, LWO
3HAYeHHA AocnigxysaHux nabopaTopHMX nNapameTpiB 3HAXOAATbCA Y
LONYCTUMMX MEXax Ta € KAIHIYHO He3HaYHMMK AnA BCix cy6'ekTiB, Kpim
cy6’eKTis Ne 22* ta No 25%*,

* Cyb'exr No 22 mae nobiuHe ABuLLe ¥ BUrNAAI NiaBMLEeHHs piBHA ALT.

** Cy6'ext Ne 25 mas nobiyHe sABuWE Yy BUrNAAi NIABULLEHHA PiBHA
CEeYOBMUHM B KPOBI.

Mpotarom pocnifyxeHHA He Oyno  3adiKCOBAaHO OAHUX  BaXKUX,
CEPHO3HUX Y HebesneyHUX ANS KUTTA NOBIUYHMX ABULL,

Tectosuit Ta pedepeHTHUI npenapatv ByAu NOPIBHAHHUMM 33 CBOEID
Oesnexkow Ta nepeHocUMIcTiO. TakMM 4YuHOM, 6yno BWABNEHO, WO
TEeCToBUY npenapat € 6e3neqHum i fobpe nepeHOCUTLCA NiCNA BBEAEHHA
OAHOPa30BOI [03KM 340POBMM, [AOPOCAMM JIOAAM MPU  3aCTOCYBaHHI
HaTwe.

90% posipyi iHTepsanu AnA CniBBIAHOLIEHHA TECTOBOrO i pedepeHTHOro
Npenapatie  reOMEeTPUYHUX  CepefHiX, pPO3PaxoBaHWX  MeTOAOM
HaMMeHLWMX KBafpaTis, MiXK TECTOBUM Ta pedepeHTHUM npenapatamu,
obuncneni gns Crmax Ta AUCo+t, 6ynn B merkax BioeKBiBaNeHTHOCTI 80,00—-
125,00% pna npenapaty Risperidone.

Ha ocHOBI oTpumaHix pesynbTaTis 3p061eHO BUCHOBOK, WO TabneTku 48
po3cMoKTyBaHHA Risperidone 1 mr, BUpobHMuTBa Kusum Healthcare Pvt.
Ltd (IHgin), € GioeksisaneHTHuMY TabneTkam Risperdal (pucnepuaon) 1 mr,
BKPMTUMM MNiBKOBOW 000/M0HKOW, BUPO6HUUTBA Janssen-Cilag Ltd.
(BenukobpuraHia), y 340p0oBMX, AOPOCAMX nwOAei npu 3aCTOCYBaHHi
HaTLLe.

peectpauiifHoro Pyyika Csami

noceigueHHs)

Mepernas 3 aHrnifncLKoT MOBYM Ha YKPAIHCLKY MOBY BUKOHaHO NepeKknagadem Wynbro

MeHepyxep 3 papmaKoHarnagy T
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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 IV)

Non-Clinical Trial Report

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

Rosemide orodispersible Tablets 1/2/4 mg

1) type of medicinal product for which the registration has Hybrid Medicinal Product

been conducted or is planned

2) conducted studies

2. Pharmacology:

1) primary pharmacodynamics

2) secondary pharmacodynamics

3) safety pharmacology

4) pharmacodynamic interactions

3. Pharmacokinetics:

1) analytical methods and reports on their validation

2) absorption

0 yes v no ifnot,
justify

Risperidone was approved for sale in
the United States in 1993. It is on the
World Health Organization's List of
Essential Medicines, the safest and
most effective medicines needed in a
health system. As we developed as
Generic product — these non-clinical
studies were not conducted.

NA

NA

NA

NA

NA

NA
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3) distribution
4) metabolism

5) elimination

6) pharmacokinetic interactions (non-clinical)

7) other pharmacokinetic studies
4. Toxicology:
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:

impact on fertility and early embryonal development

embriotoxicity

prenatal and postnatal toxicity

NA

NA

NA

NA

NA

NA

NA

NA

NA

NA

NA

NA

NA

NA

NA

NA

NA
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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

Applicant (registration
certificate holder)

//!

< ///Mé $

Dr. Sanjay Mishra2, = =
AGM Pharmacowgl 5.1115;@5_ p

\i?x .

NA

NA

NA

NA

NA

NA

NA

NA

NA
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