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

I. Name of the medicinal product (if available — Pregamma Capsules 150 mg
registration certificate number):

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

2) conducted studies o yes v no ifnot,
justify

Pregabalin was approved for medical use in the United States in 2004. Tt was developed as a successor

to gabapentin. It is available as a generic medication in a number of countries, including the United

States as of 2019. As we developed as Generic product — these non-clinical studies were not conducted

2. Pharmacology:

1) primary pharmacodynamics . NA
2) secondary pharmacodynamics NA
3) safety pharmacology NA
4) pharmacodynamic interactions NA

3. Pharmacokinetics:

1) analytical methods and reports on their validation NA
2) absorption NA
3) distribution NA
4) metabolism NA
5) elimination NA
6) pharmacokinetic interactions (non-clinical) NA
7) other pharmacokinetic studies NA

4. Toxicology:

1) single-dose toxicity NA
2) repeated dose toxicity NA
3) genotoxicity: NA
in vitro

in vivo (including additional toxicokinetics assessment) NA

4) carcinogenicity: NA




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

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

Applicant (registration
certificate holder)

study

Dr. Sanjay Mishra
AGM Pharmacovigilance

NA
NA
NA
NA

NA
NA
NA
NA

NA
NA
NA
NA
NA
NA
NA
NA
NA
NA

AOKYMEKTIR
EECTPAuiMHm'f

ang




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

8. Countries where
the clinical trial
was conducted

9. Number of
subjects

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 IV, Section 4)
Clinical Trial Report

Pregamma hard Capsules 150 mg (Pregabalin capsules 150 mg)

LLC “KUSUM PHARM?”, Ukraine

Kusum Healthcare Pvt.Ltd, India

\ yes 0 no if not, justify

Generic Medicinal Product

A randomized, single dose. open label, two-period, cross-over, bioequivalence study between the test product,
Pregamma hard Capsules 150 mg (Pregabalin capsules 150 mg) and the reference product, Lyrica 150 mg hard
capsules (Pregabalin 150 mg) (Pfizer Ltd., UK) in healthy adult male human subjects under fasting conditions.
Study No: 16-06-123

Bioequivalence Study (Phase-I)
25-Oct-2016 to 28-Dec-2016

India.

planned: 24

actual: 21.




9. Number of
subjects

10. Purpose and
secondary
objectives of the
clinical trial

11. Clinical trial
design

12. Main inclusion
criteria

13. Investigational
drug, method of
administration,
strength

14. Reference drug,

dose. method of
administration.
strength

planned: 24

actual: 21

Purpose:

Primary objective: To compare the rate and extent of absorption of a single dose of Pregamma hard capsules
150 mg (each capsule contains Pregabalin 150mg) of Kusum Healthcare Pvt. Ltd., India with Lyrica 150 mg
hard capsules contains Pregabalin 150 mg of Pfizer Ltd., UK.

Secondary objective: To evaluate the safety and tolerability of a single dose of Pregabalin Capsules 150 mg.

An open label, randomised, two-treatment, two-period, two-sequence, single dose, cross-over, bioequivalence

study in healthy adult male human subjects under fasting conditions.

e between 18 to 45 years of age (both inclusive), having Body Mass Index (BMI) between 18.5 and 30 K g/m2

weighed not less than 45 kg

»

s no medical history of significant diseases

e aphysical examination, laboratory evaluations that were clinically insignificant

° anegative or non-reactive Rapid Plasma Reagin (RPR), Hepatitis B Surface Antigen (HBsAg), Hepatitis C
(Anti HCV), antibodies to human immuno-deficiency Virus (HIV) I and 11

e negative breath alcohol test

e negative urine test for drugs of abuse

s ¢GFR (Estimated Glomerular Filtration Rate) = 60 ml/min calculated by MDRD (Modification of Diet in
Renal Disease Study) formula

e normal eye examination (including colour vision, visual acuity and fundoscopy) on check-in day of period 1

e vital signs examination that were within clinically acceptable limits

e no medical complaints

Investigational drug: Pregamma hard Capsules 150 mg (Pregabalin capsules 150 mg)

Strength: Pregabalin 150 mg

Method of administration:

Alfter an overnight fasting of at least 10 hours, as per the randomization schedule, a single dose of Investigational
Test produet (T) Pregabalin Capsules 150 mg was administered orally with 240 mL +2 mL of drinking water at
ambient temperature to each subject in a sitting position. Administration of the IPs was done by trained personnel
in the presence of Principal Investigator/Clinical Investigator and QA personnel. Subjects was instructed to
remain in a sitting position for two hours after dosing in each period except when clinically indicated to change
the posture or in case of natural exigency. Postural changes were allowed while recording vitals and sample
collection. Thereafter the subject was allowed to engage in normal activities while avoiding severe physical
exertion,

Note: Subjects was instructed not to chew or crush the investigational product but to consume it as a whole.

Investigational drug: Lyrica 150 mg hard capsules (Pregabalin 150 mg)

Strength: Pregabalin 150 mg




15. Concomitant
therapy

16. Assessment
criteria of efficacy

17. Assessment
criteria of safety

Method of administration:

After an overnight fasting of at least 10 hours, as per the randomization schedule, a single dose of Investigational
Reference product (R) Lyrica 150 mg hard capsules (Pregabalin 150 mg) was administered orally with 240 mL
+2 mL of drinking water at ambient temperature to each subject in a sitting position. Administration of the IPs
was done by trained personnel in the presence of Principal Investigator/Clinical Investigator and QA personnel.
Subjects was instructed to remain in a sitting position for two hours after dosing in each period except when
clinically indicated to change the posture or in case of natural exigency. Postural changes was allowed while
recording vitals and sample collection. Thereafter the subject was allowed to engage in normal activities while
avoiding severe physical exertion.

Note: Subjects was instructed not to chew or crush the investigational product but to consume it as a whole.

Subjects should not take any prescription medication or over-the-counter products available (including vitamins
and products from natural origin such as ayurvedic, unani, siddha and homeopathic medicines) and topical
medications meant for systemic absorption within 7 days prior to dosing and they will not be permitted to take
them throughout the study.

If the PI/CI considers that, a medication(s) is/are essential for the well-being of the subject, it may be given and,
if any of the subjects take any medication during the course of the study, they must inform the PI. The decision
to withdraw a subject from the study will be taken by the PI based on the possible interference of the drug with
the study or analysis, and the health of the subject. Details of the medication taken by the subject will be recorded.
Subjects will be advised not to participate in any other clinical investigation during the study and for a period of

3 months after the post -study examination.

primary parameters Cpa and AUCy,

secondary pharmacokinetic parameters AUCq.i,¢ AUC siexirap, Tmass Ty and Ky

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

125.00% for Pregabalin).

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

Only volunteers who are part of the Sitec's volunteer bank will be censidered for screening. Written consent for
screening and HIV test will be taken before starting the screening procedures.

Out of normal range values of laboratory parameters will be evaluated for their clinical significance. A volunteer
will be enrolled in the study only if the PI/Cl deems the values are clinically insignificant or acceptable. The
acceptance/non-acceptance of the out of normal range values will be at the discretion of the PI/CL

Within 14 days from the last blood sample of the last treatment period (or may be earlier if subject is dropped
out or discontinued from the study or as decided by PI/CI) subjects who were dosed at least once will undergo
post-study examination. If post-study examination of any subject could not be done due to an adverse event, his

post-study examination will be done after the subject is recovered from the adverse

JEEAES
event. Clinically significant I not acceptable out of normal range values during post-stud ,'gmmafioﬁbg?ﬁ‘be
DAP ., %

followed up and treated appropriately before performing the post-study follow up. If a eport®

within 7 days from the last blood sample of the last treatment period and over next



telephonic caH(s) or mail(s), same will be documented. The subject’s follow up will be stopped afier this period
and the post-study examination will be reported as “lost to follow up'.

Vital signs (oral temperature, supine blood pressure, pulse rate and respiratory rate) will be measured.

The subject's well-being will be recorded by asking the question "Do you have any medical complaints?"

In each period, vital signs examination and well-being will be recorded at 2 minimum:

= on check-in day- before check-in

= on study day I -

0 prior to dosing (within 90 minutes)

o at 1.00 hours after dosing (within +30 minutes of the scheduled time)

o0 at 3.00, 6.00 and 12.00 hours after dosing (within #1 hour of the schedule time)

* on study day 2- at 24.00 and 36.00 hours after dosing (within £1 hour of the schedule time) The actual time of vital
signs measurement and well-being will be recorded. The time of deviation will be exclusive of an allowed deviation.
Vital signs examination and well-being may also be done apart from scheduled times, if the PI/CI finds it necessary at
any time during the conduct of the study. At any time during the study, subjects may report spontancously to the site
staff, if the subject is not feeling well or has any medical complaint and the same will be recorded in the AE/medical
event form. An AE is any untoward medical occurrence in a patient or clinical investigation subject administered a
pharmaceutical product, which does not necessarily have a causal relationship with this treatment. An AE can therefore
be any unfavourable and unintended sign (including a clinically relevant laboratory/ECG finding), symptom, or disease
temporarily associated with the use of a medicinal (investigational) product, whether or not related to the medicinal

(investigational) product.

18. Statistical Analysis of Variance (ANOVA), two one-sided tests for bioequivalence, and ratio analysis for In-transformed
methods pharmacokinetic (PK) parameters Cmax and AUCO-t for Pregabalin was performed. The 90% confidence interval was
constructed for the ratios of the geometric Least Square of Mean (LSM) of PK parameters Cmax and AUCO-t for the
test and reference product. Pregabalin concentration data and PK data was analysed statistically by using Phoenix
WinNonlin® software version 6.4. The statistical analysis was performed using SAS® software version 9.4.

Geometric least square of the mean (Geo LSM), Ratio of Geo LSM % T/R and 90% confidence intervals of In-
transformed pharmacokinetic parameters of Test (T) vs. Reference (R) product for pregabalin are summarized below

in Table 1

Pharmuacokinetic GeolSM g:};‘j‘:’:] 90% €]
s : | e 4 4) .
Parameters Test (T) Reference (R) | (%) T/t
N 21 21 - -
Cran (ngéml) 4798.59 4715.39 10177 90.69-114.20
AU (hr.ng/mi) 20276.19 2875217 101.82 99.97-103.71

19. Demographic ~ Gender: Male
indicators of the
study population
(gender, age, race, Race: Asian.
etc.)

Age: 18 to 45 years ol age (both vears inclusive).




20. Results of
efficacy

Pharmacokinetic Evaluation:

Mean and Standard Deviation of Pharmacokinetic Parameters for Pregabalin after administration of Test
product (T) and Reference Product (R) (N = 21)

Pregabalin (Mean + SD)
PK Parameters

(Units)

Test (T)

Reference (R)

Cmax (ng/'mL)

4913.36£1079.09

4842.32+1156.48

AUCq.« (hr*ng/mL)

29536.334£4197.48

28990.92+3866.10

AUCoinr (hr*ng /mL)

30442.19+4135.00

29920.15£3709.23

AU s1isg 3.05+1.19 3.21£1.51
Tmax(hr) 1.00+0.34 1.10£0.54
T1 (hr) 6.28+0.76 6.16%0.71

Ka (1/hr) 0.112+0.014 0.114£0.013

Pregabalin (Median (Min - Max)
1.00 (0.50 - 1.50)

Tmax(hr) 0.75 (0.50 - 2.50)

Tiz (br) 6.51 (5.18 - 7.88)

6.24 (5.20 - 7.84)

Statistical Evaluation

Ratio, 90% confidence intervals, Intra subject Variability (CV) and Power for the Log transformed Cuay and
AUCou. for Pregabalin (N = 21)

)
. (Ratio (%) ek Intra Subject Power (T Vs R)
Parameters(units) (T Vs R) Confidence CV (%)
s Intervals (%) ’ (")
Ln (Cuax)(ng/ml)| 101.77 | 90.69-114.20 21.82 93.91
Lo AUCM) (hr |16 05 | 99.97.103.71 3.44 100.00
“ng/ml)

21. Results of

A total of 03 adverse events (AEs) were reported during study,
safety

One AE (Platelet count increased) with test product and two AEs (Dizziness and Nausea) with reference product
were reported during the conduct of study. All the AEs were of mild severity and related except platelet count
increased which was not related with investigational product (IP).

The adverse events were recovered without sequelae; There were no deaths and other serious adverse events
reported during the study.

There were no clinically significant changes observed from the baseline values in vital signs examination at the
end of the study. No clinically significant changes (except for subject 20) were noted in post-study laboratory

data and results of physical examinations. During post-study examination the platelet count of subject 20 was

mildly raised and was not acceptable clinically.

Hence subject was called after 5 days for repeat blood sample. Subject was later declar ,pib&??t:éh rg S t blood
N 4
sample (CBC test) which was conducted on 28/11/2016 abnormal values found d @g%

which were clinically

insignificant.



22. Conclusion
(resolution)

Applicant
(registration
certificate
holder)

All subjects were found fit in post-study examination (except subject 12 and 23). Subject 12 and 23 were reported
as lost to follow up on 25/11/2016. There were no clinically significant changes observed in rate/thythm
(increase/decrease) and intervals in post-study electrocardiograms (ECG) when compared with pre-study ECGs.
No clinically significant changes were reported in eye examination (including color vision, visual acuity and

fundoscopy) of subjects in post-study when compared with prior to check-in of period 1.

The 90% confidence intervals, for the ratios (T/R) of geometric least square means of Pregabalin for Cmax and
AUCO-t were 90.69-114.20 and 99.97-103.71 which fall within the conventional bioequivalence range of 80.00-
125.00%.

Thus, there was no significant difference observed in the rate and extent of absorption for Pregabalin.
Therefore the test product, test product, Pregamma hard Capsules 150 m g (Pregabalin capsules 150 mg) (Kusum
Healthcare Pvt. Ltd.,India) is bioequivalent with the reference product, Lyrica 150 mg hard capsules (Pregabalin

Omg) (Pfizer Ltd., UK) in healthy adult male human subjects under fasting conditions.

BE (Clinical Operations)
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Dopartok 29

Ao lopaaKy npoBeaeHHA eKCNepTU3N peecTpaLiiHmx mMmarepianis Ha NiKapcbKi 3acobu,

L0 NOAATLCA Ha AeprKaBHY peecTpalito (NnepepeecTpauito),

d TakoX eKcnepT3u maTepiasis Npo BHECEHHA 3MiH 10 PEECTPaLiiHUX MaTepianis

NPOTArom Aii peecTpauiinHoro NnocsBiaYeHHn

(n. 4, po3gain IV)

3BiT NpO AOKANIHIYHI fgOoCNigMKeHHn

— HOMep peecTpaLiinHOro NocBigyeHHs):

1. HaimeHyBaHHA Nnikapcbkoro 3acoby (3a HaaBHOCTI

Mperamma, kancynm TBepai no 150 mr

abo nnaHyeTbcA peectpalin

1) Tvn nikapcbKoro 3acoby, 3a AKMM NpoBOAMAACS

FeHepuyHMiA nikapcbKuit 3aci6

2) npoBeaeHi gocnigeHHA

O |Tak | V | Hi |(aKkwo Hi, 06rpyHTyiiTe)

AOKNIHIYHI AOCNIAMEHHA HE NPOBOAMIUCA.

Mperabanin 6ys 3aTBepAskeHWil AnA MeAUYHOro BMKopucTaHHA 8 CLUA B 2004 poui. BiH 6ys
po3pobneHnii AK HacTyNHUK rabaneHTuHy. BiH gocTynHuii ak reHepu4YHWiA Nnpenapar y pagi Kpaix,

BKAtouatoun CLUA, ctaHom Ha 2019 pik. Ockinbku mu po3pobnanu npenapat sik reHepuYyHuin, i

2. dapmakonoria:

1) nepeuHHAa papmakoamHamika

He 3acTtocoByetbes

2) BTOpUHHA PpapmakoauHamiKa

He 3acTtocoByeTbcs

3) bapmakonoria 6esneku

He 3acTtocoByeTbesn

4) bapmakoauHamiuHi B3aemogii

He 3acTocoByeTben

3. dapmaKoKiHeTuKa:

1) aHaniTuuHi meToAM Ta 3BiTM Npo ix BanigaLio

He 3acTtocoByeTtbes

2) NOrNAUHaHHA

He 3acTtocoByeTbes

3) po3nogin

He 3acTtocoByeTbCs

4) metabonizm

He 3acTtocoByeTbCA

Mepeknaz 3 aHININCbKOT MOBM Ha YKPATHCbKY MOBY BUKOHaHO nepeknagadem Lynsrow |.B. /f/é



5) BUBeaeHHA

He 3acTtocoByeTbesn

6) dapmakokiHeTUuHi B3aemogii (AoKkNiHiIuHI)

He 3acTocoByeTbea

7) iHWi dapmaKoKiHeTUYHI AOCAiAKEHHS

He 3actocosyeTbea

4. Tokcukonoria:

1) ToKcHuHicTb oAHOKpPaTHOT f03M

He 3acTtocoByeTbcs

2) TOKCUYHICTb 6araToKpaTHMX A,03

He 3acTtocoByeTbes

3) reHOTOKCUYHICTb:
in vitro

He 3actocoByeTbea

in vivo (BKNoYaloun J0AATKOBY OLLIHKY
TOKCUKOKIHETUKM)

He 3acTtocoByeTbcsa

4) KaHLepOoreHHiICTb:

He 3acTocoByeTbea

[0BroCTPOKOBI A0CNIAMKEHHA

He 3acTtocoByeTbes

KOPOTKOCTpOKOBi abo cepeaAHbOCTPOKOBI
LOCNigXKeHHA

He 3acTtocoByeTbea

0003aTKOBI AOCNIAMKEeHHA

He 3acTtocoByeTbes

5) penpoAyKTMBHA TOKCUYHICTb Ta TOKCUYHMIA BNIMB

Ha PO3BMUTOK NOTOMCTBA:

He 3acTocoByeTbCA

BNAMB Ha GepPTUNBHICTb Ta PaHHIN embpioHanbHUIA

PO3BUTOK

He 3acTtocoByeTbea

emMmbpioTOKCUYHICTD

He 3acTocoByeTben

npeHaTa/nbHa Ta NOCTHaTaNbHA TOKCUYHICTb

He 3acTtocoByeTben

. .. " 2 7 '
Mepeknas 3 aHrNiNCbKOT MOBU Ha YKPAIHCbKY MOBY BUKOHAaHO Nepeknafadem Wyneroto 1.B. Z f/




AOCNIAMXKEHHS, B AKX NpenapaT BBOAATb NOTOMCTBY
(cTaTeBO He3pinum TBapuHam) Ta/abo ouiHITLCA
AOBroCTpOKOBi edeKTH

He 3acTocoByeTbea

6) micLeBa nepeHoCUMIcTb

He 3acTocoByeTbes

7) ROAATKOBI AOCNIAMEHHA TOKCUUHOCTI:

He 3acTtocoByeTbes

AHTUTEHHICTb (YTBOPEHHSA aHTUTIN)

He 3actocoByeTbea

iMYHOTOKCUYHICTb

He 3acTtocoByeTbea

BMBYEHHA MexaHi3amiB Aaii

He 3acTtocoByeTbeA

NiKapcbKa 3anexHicTb

He 3acTocoByeTbea

TOKCMYHICTb meTaboniTis

He 3acTocoByeTbea

TOKCUYHICTb AOMILLIOK

He 3acTtocoByeTbesn

iHWe

He 3acTocoByeTbesa

5. BUCHOBOK LLLOAO AOKNIHIYHOIO AOCAIAKEHHA

He 3acTtocoByeTtbesa

3aABHUK (BNaCHMK
peecTpauiitHoro

NocBiAYeHHs) O-p Canppkait Miwpa

ACWUCTEHT reHepanbHOro AupekTopa 3 dapmakoHarnagy

MNepeknaz 3 aHrNINCLKOT MOBM Ha YKPATHCBKY MOBY BUKOHAHO nepeknazayem Wyneroto |.B. W




Oopatok 30

A0 MNopaaKy NnpoBefieHHsA eKCnepTU3M peecTpaLiiiHux maTepianis Ha NiKapcbKi 3acobum,

LLIO MOAAIOTHCA Ha AepKaBHY peecTpaLiio (nepepeectpaliio),

a TaKOX eKcnepTW3n maTepianis Npo BHeCEHHA 3MiH A0 PEECTPaLiliHNX MaTepianis

NPOTAroM Aii peecTpaLimHOro NocBia4YeHHn
(n. 4, po3ain IV)

3BiT NPO KNiHIYHI gocniaxeHHs

1. HalimeHyBaHHA
NiKapcbKoro 3acoby (3a
HaABHOCTI — HOMep
peecTpaLiiHoro
NocBigYeHHs):

Mperamma, kancynm TBepgai, 25 mr, 50 mr, 75 mr, 150 mr

2. 3aABHUK TOB «KYCYM ®APM», YKpaiHa
3. BupobHuk KYCYM XENTXKEP NBT NTA, IHaia
4. NposepaeHi v Tak m| Hi | (AKwWwo Hi, 0BrpyHTYyiITE)

OOCNigXeHHA:

1) TMn nikapcbKoro
3acoby, 3a AKUM
nposogunaca abo
NNaHYETLCA PeECcTpaLin

FeHepu4HWi1 NikapcbKuii 3aci6

5. MNoBHa Ha3Ba
KNiHIYHOrO
BUNpobyBaHHA,
KOLOBaHWIA HOMep
NPOTOKOAY KNiHIYHOro
BUNPOOYBaHHA

PanaomisoBaHe, oAHOA0308e, BiAKPUTE, i3 ABOMA Nepiogamu, nepexpecHe
AocnipykeHHa bioeksisaneHTHocTi nperabanivy 150 mr y 340pOBMX
Ao0bpoBoNbLiB 40N0BIYOI CTaTI.

Ne pocnigeHHa: 16-06-123.

6. ®a3a KniHiyHoro
BUNPO6YBaHHSA

NocnigxenHa bioeksiBaneTHocTi (pasa |)

7. Mepiopg kniHiyHOrO

3 25 oBTHA 2016 p. no 29 rpyaHa 2019 p.

BUNpPObYBaHHA

8. KpaiHu, ge IHAin.
NPoOBOAMNOCA KNiHIYHEe

BMNPOBOYBaHHA

9. KinbKicTb 3annaHoBaHa: 24.

DOCNiLKYyBaAHUX

®akTuyHa: 21 (oyiHtoBaHi cy6’exkTH)

10. OcHoBHa meTa Ta
nepBuMHHa i BTOPMHHA
MeTa AOCNiAMNEHHA

OcHOBHOW MeTol AocnigeHHA Oyn0 OUiHUTH, YU € AOCNIAKYBaAHWI
npoAaykT bioeksiBaneHTHUM pedepeHTHOMY Ha OCHOBI OLLIHKM Cimay Ta AUCO-
co,

BTopuHHOO meToto gocniaxeHHs Byno ouiHuTK Besneky Ta NnepeHoCHMICTb
oAHOpasosoi Ao3u nperabaniHy B Kancynax no 150 mr y 330poBux
A0POC/INX YHONOBIKIB HaTWecepue.




11. in3aiiH KniHiYHoro
BUNpobyBaHHA

Biakpute, paHpomisosaHe, i3 aBoma cxemamu fiKyBaHHA, i3 ABOMA
nepiofamu, [ABONOCAIAOBHE, OAHOAO030Be, NepexpecHe AOCAIANKEHHS
BioeKBiBaNneHTHOCTI ¥ 340pOBUX AOPOCANX [0BPOBOBLLB YONOBIUOI CTaT]
MPW 3aCTOCYBAHHI HaTLLe.

12. OcHoBHi KpuTepii
BK/IHOYEHHA

Y pocnigxeHHs Bynu 3anyueHi 380poBi gopocni 4onoBiku-a06poBonbL
a3iaTCbKOro iHAIMCLKOrO NOXOAMKEHHs, AKi  Bignosiganu HacTYNHUM
Kputepiam:

® Cyb’ekTu nosuHHi GyTn Bikom Big 18 Ao 45 pokis (06uaBa poKM
BK/IIOYHO), MaTh iHaeKc macy Tina (IMT) y mexkax 18,50-30,00 kr/m? Ta
Mmacy Tina He meHwwe 45 Kr.

e BiacyTHicTe cepii03HOro 3aXBOpPHOBaHHA.

e Q@isukancHuit ornag, nabopatopHi obcTeMeHHs,
KNiHIYHOrO 3HaYyeHHA.

® HeratusHuit abo HepeaKTMBHWIA WBMAKKUIA NNa3moBuit peareHT (RPR),
nosepxHesuit aHTureH renatuty B (HBsAg), rematut C (aHtn HCV),
aHTuTiNa Ao Bipycy imyHoaediuuTy noguum (BIN) I Ta ll.

® HeraTvBHMI pes3ynbTaT aHanizy Ha BMICT a/KOronlo y NOBITPi, WO
BUAMXAETLCA.

e HeraTBHMIA aHani3 cevi Ha HapKOTUYHI 3acobu.

* eGFR (npubnnsna wewnakictb knyboukosoi dinbTpauii) = 60 ma/xs,
po3paxoBaHa 3a d¢opmynoo MDRD (mopudikauia aietn npw
A0CNIAMEHHI HUPKOBUX 3aXBOPIOBaHb).

* 3BuyaiHa nepesipka ouyeil (BKAIOYAIOYM KONLOPOBWIA 3ip, rocTpoTy
3opy Ta dyHAoCKONi0) y AeHb peecTpauii nepworo nepioay.

® O6CTeXeHHA KUTTEBO BAM/AMBUX MOKA3HMKIB, AKi Bynu B mekax
KNIHIYHO JONYCTUMMX.

e BiacyTHICTb MeauYHMX CKapr.

AKI  He manu

13. JocnigxysaHuii
npenapar, cnocib
3acTocyBaHHA, cuna aii

Aocnigxysannit npenapart: Mperamma, kancynm no 150 mr (nperabanin
150 mr).

Cnocib BBegeHHA:

Micna HiYHOro ronodyBaHHSA NPOTArOM LWOHaimeHwe 10 roguH Ao
BBEleHHA 034 cyb'ekTam BBOAMAM OAHY MepopanbHy  A03y
AOCNiAXKYBAHOTO NpoaykTy (kancyna nperabanivy) 3 240 mn Bogu.
Cyb'ektam Byno peKomeHA0BaHO He NepeXKoByBaTU Ta He pO3aBNtOBaTU
TECTOBMIA Npenapart, a CNOXXMBaTK MOro B NEPBUHHOMY BUINAL.

BmicT akTUBHOI peyoBuHM: 150 mr.

14. MNpenapaT
NOpiBHAHHA, 0033,
cnocib 3acTocyBaHHA,
cuna aii

Docnipxysanui npenapart: flipuka, T8epai kancyam, 150 mr (nperabani
150 mr).

Cnocib BBegeHHsA:

Micna HiYHOrO ronoayBaHHA MPOTATOM WOHalimeHwe 10 roauH b0
BBEAEHHA 103U Cy6'eKTam BBOAM/IU OLLHY NepopanbHy A03y pedepeHTHOro
npoAykty (/lipuka kancyan no 150 mr) i3 240 mn soan. Cy6'ektam 6yno
PEKOMEHA0BAHO He [MepexoBYBaTU Ta He pO3AasBiloBaTM TecToBUM
npenapar, a CNOXWBaTU MOro B NEPBUHHOMY BUMAAL].

BmicT akTUBHOI peqoBuHM: 150 mr.




15. CynyTHs Tepania

Cy6'exty N2 21 oaHO4aCHO NPU3HaYanmn paHiTUAUHY rigpoxnopua Tabnertku
no 150 mr ana 3anobiranHa nossi nobiunux peakuiii. (MP: y cy6’exra Ne 21
Byna HyaoTa B nepioai 1, aka 6yna nerkoro CTYNEeHA TAMKKOCTI i, BignosigHo
A0 OLHKM, MOMIUBO NOB’A3aHa 3 JOCAILKYBAHUM NpenapaTom).

16. KpuTepii ouUiHKK
edeKkTHOoCTI

MepBUHHI NnapameTpu: Cmax Ta AUCo.

(90% posipunii iHTepsan ([l) ana cnissigHOWeHb reoMeTpUYHUX cepeaHix,
PO3paxoBaHWX METOAOM HalWMeHLWWX KBaapartis, anA napameTpie Cmax i
AUCo-+ Ans TectoBOoro Ta pedepeHTHOro npenapartis, NOBUHEH bytm B
mexxax 80,00-125,00% ana nperabaniny).

17. KpuTepii ouiHKu
besneku

besneka ouiHi0BaNaca WAAXOM MOHITOPUHTY BCiX Cy6'eKTIB Ha HasaBHIcTb P
npotarom ycboro pocnigxenHa. MA/KA 6ys goctynHuit y KniHiyHOMy
3aKnagj, konu Tam nepebyBanu cyb’ekTM. OUiHKY JKUTTEBO BarKAMBUX
MoKasHWKiB (TemnepaTypy B pPOTOBIif NOPOMKHWMHI, apTepianbHUil TUCK
NIeXa4n Ha CNUHI, 4acToTy NyNbCy Ta AWXaHHA) i 3arajbHe CamMonoyyTTa
OLiHIOBA/IU A0 BBeAEHHA A03M (npoTarom 90 xeunuH) Ta yepes 1, 3, 12, 24
Ta 36 roAuH nicna npuitomy fo3u.

18. CtaTUCTUYUHI
metoau

Bynu nposefeHi aucnepciiinuii aHanis (ANOVA), aBa 0HOCTOPOHHIX TECTH
Ha bioekBiBaNeHTHICTb Ta aHanis  CniBBiAHOWEHHA napameTpis
dapmakokiHeTukn (M) In-TpaHcpopmoBaHux Cmax Ta AUCo: ana
nperabanivy. 90% pfosipunit iHTepsan 6y nobygosaHuii  Ana
CniBBiAHOWEHb FEOMETPUYHOTO HAWMEHLLOro KBaapaTa CepesHiX 3HaYeHb
(LSM) ®K napameTpiB Cmax Ta AUCo A8 BUNpO6YBaHOro Ta pedepeHTHOrO
npoaykty. [laHi npo KoHueHTpauito nperabaniHy Ta ®K aHanisysanw
CTaTUCTUYHO 33 A0NOMOroK nporpamHoro 3abesneveHHa Phoenix
WinNonlin® sepcii 6.4. CTaTucTMuyHMit aHani3 npoBoaMAM 3a [,0NOMOroHo
nporpamHoro 3abe3sneuexHs SAS® sepcii 9.4.

19. emorpadiyni
NOKa3HMKK
AoCNniaXyBaHOI
nonynsauii (ctarb, BiK,
pacaiT.g.)

Cratb: Yonogiva.
Bik: Big 18 go 45 pokis (06uABa pOKM BKAOYHO).
Paca: moHronoigHa.

20. PesynbTaTy aHanisy
edpeKTMBHOCTI

CraTtMcTUYHA oLiHKa

CnisBigHoweHHsn, 90% pfoeipui iHTepBanu, iHTpacy6’eKTHMIA KoedilieHT
BapiabenbHocti (CV) Ta noTyxkHictb ana log-TpaHchOPMOBAHOrO Crmay i
AUCo-—+ ana nperabaniny (N = 21)

. CniBBigHOWeEHHA 90% posipui IHTpacﬁ E.KTHMVI -
MNokasHukm (oa. Bumip.) (%) inrepaany (%) koediuient (TVs R (%)
(TVsR) R BapiabenbHocri (%) i
Ln (Cmax)(Hr/mn) 101,77 90,69-114,20 21,82 93,91
Ln (AUCo~) (rog*Hr/mn) 101,82 99,97-103,71 3,44 100,00

21. Pe3ynbTatn aHanisy
6e3nekn

Yci 24 3apeecTposaHux cy6’ekTa 6yan BKAKOYEHI B OLHKY 6e3neku.
lMpotarom nepioay | byno 3apeecTpoBaHo Agi nobiuHi peakuii, a B nepioai 2
— 04Ha.




Cyb'ekt Ne 21 maB 3anamopoyeHHs B nepiogi |, wo 6yno nos'asaHo 3
npUMOMOm npenapary.

Y cy6’ekta N2 21 byna HygoTa B nepiogi |, wo 6yno nos'szaHo 3 npuiiomom
npenapary.

Y cy6’ekta Ne 2 cnocTepiranoch 36inblWweHHA KinbKOCT TpoMbBOUMTIB, L0 He
6yno nos’asaHo 3 Nnpuilomom npenapary.

He Oyno cmepTenbHux BMNaAKiB, iHWMX TAMKKWUX NOBIYHUX peakuii Ta
3Hadywwmx [P. 3 ornagy Ha cnocTepexysaHi nobiuni peakuii, obuaga
NPoayKTh aobpe nepeHoCManCh.

22. BUCHOBOK
(3aKkntoueHHs)

90% noBipyi iHTepBaM ANA CNIBBIAHOLIEHHA FEOMETPUYHUX CEPEHIX (T/R),
PO3paxoBaHUX METOAOM HaWMEeHLWMUX KBaApaTis, obuncneHi ana Cmax Ta
AUCo-1, 3HaxXoaAWNMCb B MeKaX 3BMYaitHOTO Aiana3oHy bioeksiBaneHTHOCTI
80,00-125,00% pna nperabaniny. =
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