HopaTok 29

Ao lopasKy NpoBeAeHHA eKcnepTusu PeECTpaUifiH1Xx MaTepianis Ha Nikapcbki 3acobu,
L0 NoAaloTbCA Ha AepKaBHY PeecTpalLilo (NepepeecTpaliio),

a TaKOX eKcnepTU3n mMaTepia/is NPO BHECEHHA 3MiH 0 PeEeCcTpaLiMH1X maTepianis
NPOTATOM Ajii peecTpaLiifHOro NocsigyeHHs

(n. 4, posgin IV)

3BIT NP0 AOKNIHIYHI gOCNiAKEHHS

1. HailmeHyBaHHs nikapcbKoro 3acoby (3a HasBHOCTI  30HIK, Kancynu teeppi, no 25 mr ta no
— HOMep peecTpauimHoro NoceigyeHHs): 50 mr

1) Tun nikapcbkoro 3acoby, 3a AkMm nposogunaca FeHepuYHMi nikapcbKuit 3acib
abo nnaHyertbeA peectpals

2) npoBeaeHi gocnigKeHHn 0 Tak vV Hi (aKwo Hi, 06rpyHTYyiiTe)
Nperabanin 6ys 3atBepmwenuit ans MeaundHoro sukopuctaHHa B CLUA B 2004 poui. Bin 6yB
pPo3pobneHuit AK HacTynHUK rabaneHTuHy. BiH gocTynHuii sk reHepuUYHUII Npenapar y pagi KpaiH,
BKtovatoun CLUA, ctaHom Ha 2019 pik. Ockinbku mu po3pobnanu npenapar Ak reHepuyHui, Lj

AOKNIHIYHI AocnigKeHHs He npoBoauauncs.

2. dapmakonoria:

1) nepsuHHa dpapmarkoguHamika HAO
2) BTOpUHHA dapmaKkoamrHamiKa HA
3) bapmakonoria 6e3neku HA,
4) bapmakoauHamiuHi B3aemoaii HA

3. ®apmaKokiHeTuKa:

1) aHaniTMYHi meToam Ta 3BiTH npo ix Banigauiw HA
2) nornuMHaHHA HO
3) poznogin HA,
4) meTaboniam HA

Mepeknaz 3 aHrNIMCbKOT MOBU Ha YKPalHCbKY MOBY BUKOHAHO Nepeknajayem Wynbrowo |



5) BuBeaeHHA HA

6) papmakokiHeTUuHi B3aemogii (AoKNiHIYHi) HA

7) iHWi papmaKoKiHeTUYHI AOCAigKeHHA HAO

4. ToKcuKonoria:

1) TOKCMYHICTL OAHOKPATHOT 403K HA
2) TOKCUYHICTb BaraTokpaTHMX A,03 HO
3) reHOTOKCUYHICTb: HA,
in vitro

in vivo (BKNOYaIOUM 4OAATKOBY OLHKY HAO

TOKCMKOKIHETHKMN)

4) KaHLEepOreHHICTb: HA
A0BroCTPOKOBI JOCAIAMKEHHA HO
KOPOTKOCTPOKOBI abo cepeaHLOCTPOKOBI HA

BOCNiAXKeHHA

000aTKOBI AOCNiOMKEHHA HA

5) penpoAyKTUBHE TOKCUYHICTb Ta TOKCUYHMIA BNAUB HAO
Ha PO3BUTOK NOTOMCTBA:

BMN/IMB Ha GEPTUNLHICTb Ta paHHil emBpioHanbHU HAO

pPO3BUTOK
emMBpioToKCHYHiCTb HA,
NpeHaTanbHa Ta NOCTHATa/MIbHa TOKCUYHICTb HA

lMepeknag 3 aHrNiNCLKOT MOBM Ha YKPaiHCbKyY MOBY BUKOHAHO nepeknagavem Wynbroio [E:



AOCNIAXKEHHS, B AKMX NpenapaT BBOAATb notomcrsy  HJ
(craTeBO He3pinum TeapuHam) Ta/abo OLHIOOTbCA
AO0BroCcTPOKOBI edheKTu

6) micLeBa nepeHocumicTb HA
7) BOAATKOBI AOCNIAMKEHHA TOKCUYHOCTI: HAO
AHTUTeHHICTb (yTBOPEHHA aHTuTIN) HO
iIMYHOTOKCHUYHICTb HA
BUBYEHHA MeXaHi3miB Aaji HAO
NiKapcbKa 3anexHicTb HO
TOKCUYHICTb meTaboniTis HAO
TOKCHYHICTb AOMILLOK HAO
iHWe HA
5. BUCHOBOK W0A0 AOKANIHIYHOrO AOCAIAKEHHSA HA

3anaBHUK (BNnacHuK
peecTpauiiHoro
noceigyeHHs) A-p Canpkait Miwpa
ACUCTEHT reHepanbHoro AUPEKTopa 3 dapmakoHarnasy




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

Non-Clinical Trial Report

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

(claus

e 4, Section I'V)

Zonik hard Capsules 25 mg, 50 mg

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

been conducted or is planned

2) conducted studies

yes

v no . ifnot,
Justify

Pregabalin was approved for medical use in the United States in 2004. It 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
2) secon.dar).r pharmécodynamics
3) safety pharmacology
4) pharmacodynamic interactions
3. Pharmacokinetics:
1) analytical methods and reports on their validation
2) absorption
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:

NA
NA
NA
NA

NA
NA
NA
NA
NA
NA
NA

NA
NA
NA

NA
NA
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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 tonxicity studies:
antigenicity (antibody formation) |
immunotoxicity

sfﬁdy o”f.mcchanisms of éctibﬁ

drug dependence

metabolite toxicil& |

toxicity of impurities

other

5. Conclusions on non-clinical study

Applicant (registration
certificate holder)

Dr. Sanjay Mishra
AGM Pharmacovigilance

NA
NA
NA
NA

NA
NA

NA

NA

NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
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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

8. Countries where
the clinical trial
was conducted

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

Zonik® hard Capsules 25mg, 50 mg

Kusum Healtheare Pvt.Ltd

Kusum Healthcare Pvt.Ltd, SP 289 (A), RIICO Industrial Area, Chopanki, Bhiwadi, Distt. Alwar, Rajasthan-
301707, India

\ yes 0 no if not, justify

Generic Medicinal Product

A randomized, single dose, open label, Lwo-period, cross-over, bioequivalence study between the test product,
Zonik® hard Capsules 150 mg (Pregabalin capsules 150 mg) capsules 150 mg (Kusum Healthcare Pvt. Ltd.,
India) 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-1)
25-0ct-2016 to 28-Dec-2016

India.
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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 Zonik®™ hard Capsule 150
mg (each capsule contains Pregabalin 150mg) of Kusum Healthcare Pt 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.

3

o between 18 to 45 years of age (both inclusive), having Body Mass Index (BMI) between 18.5 and 30 Kg/m2
weighed not less than 45 kg

* no medical history of significant diseases

¢ 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 II

e negative breath alcohol test

° negative urine test for drugs of abuse

e eGFR (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

® vital signs examination that were within clinically acceptable limits

® no medical complaints

Investigational drug: Zonik® hard Capsules 150 mg (Pregabalin capsules 150 mg)

Strength: Pregabalin 150 mg

Method of administration:

After an overnight fasting of at least 10 hours, as per the randomization schedule, a single dose of Investigational
Test product (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. Thereafler 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) ct‘:'\'{““‘“!*:.-—-,)
w YKPAIHg
Strength: Pregabalin 150 mg ‘al\d}ﬂ}_-_’;"fz.; !
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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 m.eaication or over—the-counltel.'. products available (including viltémins
and products from natural origin such as ayurvedic, unani, siddha and homeopathic¢ medicines) and topical
medications meant for systemic absorption within 7 days pnor to dosing and they will not be permltted to take
them throughout the study. o B _

If the PI/CI considers that, a medication(s) is/are essential for the well-being 6f the subject, it may bé given and,
if any of the subjects take any medication during the course of the stﬁdy, fhley 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 dufing the study and for a period of

3 months after the post -study examination.

primary parameters Cmax and AUCq,
secondary pharmacokinetic parameters AUCq.int, AUC sExirap, Tmax, Tre and Ky
(The 90% confidence intervals for the test/reference ratios of the geometric least squares means between test

and reference formulations calculated for Cpax and AUCo. 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 beginnin g of the study
and post study safety assessment.

Only volunteers who are part of the Sitec's volunteer bank will be considered 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/CI 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
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telephonic caH(s) or mail(s), same will be documented. The subject's follow up will be stopped after 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 a minimum:

* on check-in day- before check-in

* on study day I -

o prior to dosing (within 90 minutes)

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

0 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/C finds it necessary at
any time during the conduct of the study. At any time during the study, subjects may report spontaneously 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 invcstigatioﬁ subject administered a
pharmaceutical product, which does not necessarily have a causal relati onship with this treatment. An AE can therefore
be any unfavourable and unintended sign (including a clinically relevant labofatory/ECG finding), symptom, or disease
temporarily associated with the use of a medicinal (invésti gational) 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
Pharmacokinetic GeoLSM (-l;t:;}!i)‘;:r 9%, C1
Parameters Test (1) Reference {R) | (%) 'l:fii )
N 21 21 - =
Coan {ng/mi}) 4798.89 471539 101,77 20.69-114.20
AU (hr.ng/mL.) 29276.19 28752.17 101.82 99.97-103.71

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

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

v



20. Results of
efficacy

21. Results of
safety

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)
Crmax (ng/mL) 4913.36=1079.09 4842.32+1156.48
AUCo. (hr*ng/mL) 29536.33+4197.48 | 28990.92+3866.10
AUCo.int (hr¥ng /mL) 30442.19+4135.00 | 29920.15+3709.23
AUC% Extrap 3.05£1.19 3.21£1.51
Tmax(hr) 1.00+£0.34 1.10+£0.54
Tz (hr) 6.28+0.76 6.16+0.71
Ka (1/hr) 0.112+0.014 0.114+0.013

Pregabalin (Median (Min - Max)

Tmnx(hl‘)

1.00 (0.50 - 1.50)

0.75 (0.50 - 2.50)

6.51(5.18 —7.88)

T2 (hr)

6.24 (5.20 — 7.84)

Statistical Evaluation

Ratio, 90% confidence intervals, Intra subject Variability (CV) and Power for the Log transformed Cumax and

AUCo- for Pregabalin (N = 21)
0
. [Ratio (%) 0% Intra Subject | Fower (T VsR)

Parameters(units) (T Vs R) Confidence CV (%)

S ™ Intervals (%) i (%)
Ln (Cmax)(ng/ml)| 101.77 | 90.69-114.20 21.82 93.91
Lo (AUCe (br | 441 25 | 99.97-103.71 3.44 100.00

*ng/ml)

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

-

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 declared to be ft in leEeat blood

sample (CBC test) which was conducted on 28/11/2016 abnormal values found during prxf;"s‘fudj aﬁgj
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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,

22. Conclusion The 90% confidence intervals, for the ratios (T/R) of geometric least square means of Pregabalin for Cmax and

{reasieon) 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, Zonik® hard Capsules 150 mg (Pregabalin capsules 150 mg) (Kusum

Healthcare Pvt. Ltd.,India) is bioequivalent with the reference product, Lyrica 150 mg hard capsules (Pregabalin
150mg) (Pfizer Ltd., UK) in healthy adult male human subjects under fasting conditions.

'lApplicant
(registration

certificate
holder)

tkaa
BE (Clinical Operations)




Jonatok 30

Ao MNopAary NpoBeAeHHA eKCnepTU3N peecTpaLifiHmx MaTepianis Ha NikapcbKi 3acobu,

Lo NOAAIOTLCA Ha Aep)KaBHY peecTpaliito (nepepeectpaljio),

d TaKOX eKCnepTu3n mMaTtepianis NPo BHECEHHA 3MiH A0 PeecTpaLiiiHux maTepianis

1. HalimeHyBaHHA
NiKapcbKoro 3acoby (3a
HaABHOCTI — HOMep
peecTpaujiitHoro
NoCBigYEHHSA):

2. 3a8BHUK

3. BupobHuk

4. poBeaeHi
DOCNioMKeHHA:

1) TMn nikapcbKoro
3acoby, 3a AKkum
nposoaunaca abo
NNaHYETbCA peecTpauis

5. MoBHa Ha3Ba
KNiHiYHOTrO
BUNpobyBaHHA,
KOAO0BaHWIA HOMep
NPOTOKONY KAIHIYHOTO
BUNPObYBaHHA

6. ®aza knidiyHoro
BMNpoOyBaHHA

7. MNepiop KNiHiYHOrO
BMNPObyBaHHA

8. KpaiHu, pe
NPOBOAMNOCA KNiHiYHe
BUNpobyBaHHA

9. KinbKicTb
[0CNiAMYBaHUX

10. OcHoBHa meTa Ta
nepBuMHHa i BTOPMHHA
MeTa A0CAiAMEeHHA

NPOTArOM Aji peecTpauiiHOro NoceigYeHHn
(n. 4, po3gin IV)

3BIT NPO KNiHIYHI gochigKeHHs

30HiK, Kancyau TBepai, no 25 mr Ta no 50 mr

Kycym Xentxkep N8t /ity

Kycym Xentxkep et /itg, CMN-289 (A), PIIKO IHpacTpian apea, YonaHki,
bxisagi, fict. Ansap (Pagacran), 301707, IHgis

0 Tak v Hi  (AKLWO Hi, 0BrpyHTYiTE)

FeHepuUyHMIA nikapcbkuit 3acib

PaHpomizosaHe, opHopo30Be, BiakpuTe, i3 ABOMa  nepioaamm,
nepexpecHe, AOCHiAXeHHA Bi0eKBIBaNE@HTHOCTI, NPUCBAYEHE MOPIBHAHHIO
TecToBoro npenapary 30Hik®, kancyau, 150 mr (kancynu nperabanivy no
150 mr) (Kycym Xentxkep BT /lta, IHais) 3 pedepeHTHUM npenapatom
Nipwnka, Teepai kancynu, 150 mr (nperabanin 150 mr) (Mdaiizep NMimiten,
BenukobpuraHin) y 350poBux gopocanx nawieHTis 4onosivyoi craTi 8 YMOBax
roNIoAyBaHHA NPU 3acTOCYBaHHI HaTLle.

Ne pocnigxeHHs: 16-06-123.

HAocnigxenna bioeksisanetHocTi (dpasa )
3 25 »koBTHA 2016 p. no 28 rpyaHa 2016 p.

IHain.

3annaHoBaHa: 24.
®dakTnyHa: 21.

Mera:
MepBuHHa mMmeTa: nOPIBHATU WBMAKICTL Ta CTYNiHb
OAHOKpaTHOI A03W npenapaty 30HIK®, TBepai Kancynwm




11. Au3aiiH KniHiuHoro
BUNpobyBaHHA

12. OcHOBHI KpuTepii
BK/NOYEHHA

13. JocnigpmyBaHuit
npenapar, cnocib
3aCTOCYBaHHA, cuna gii

A

N1a, IHAia, 3 npenapatom Jlipuka, TBepai Kancyau, 150 mr BupobHULTBA
MNdalizep Nimitea, BeankobputaHis.

BTopuMHHa meTa: ouiHUTM Be3neky Ta NepeHOCMMICTb OAHOKPATHOI 403K
nperabaniHy 150 mr B Kancynax.

BigkpuTe, paHaomizoBaHe, i3 ABOMa CXeMaMM JiKyBaHHA, i3 ABOMA
nepiogamu, ABONOCNIAOBHE, OAHOAO30Be, nepexpecHe AOCNIAMEHHA
bioeKBiBaNeHTHOCTI Y 340pPOBMX AOPOCAUX NALEHTIB YOJIOBIYOI cTaTi Npu
3aCTOCYBaHHI HaTLe.

e CybB’ekt noBuHHI 6yt BiKOM Big 18 go 45 pokis (obugsa poku
BK/IIO4HO), MaTH iHAeKc mack Tina (IMT) B mexkax 18,50-30,00 kr/m? Ta
macy Tina He meHwe 45 kr.

e BiacyTHICTb 3HAYHOro 3aXBOPIOBAHHA.

o ®disvKkanbHWin ornag, /NabopaTopHi o06CTeXeHHA, AKI He Mmanu
KNiHIYHOro 3HaYeHHS.

e HeratuBHMiIt abo HepeaKTUBHUI WBKUAKKUIA nnasmoBuii peareHT (RPR),
noeepxHeBuit aHTureH renatuty B (HBsAg), renatut C (aHtm HCV),
aHTUTING fo Bipycy imyHoaediuuty nogunum (BIJT) I Ta ll.

e HeraTtMBHMiIA pe3ynbTaT aHaniszy Ha BMICT ankoron y MOBITPi, WO
BUAMXAETHCA.

e HeraTMBHMIA aHani3 cevi Ha HAapKOTUYHI 3acobu.

o eGFR (npubnusHa wsupgkicte knyboukoeoi ¢inbTpauii) > 60 mn/xs,
po3paxoBaHa 3a ¢opmynoto MDRD (mogudikauia pietu npu
A0CNIAMKEHHT HUPKOBUX 3aXBOPHOBAHD).

e 3BuyaKHa nepesipka ovyeil (BKAKOYAOYM KONLOPOBMIA 3ip, rocrpoty
30py Ta PyHAOCKONIIO) y AeHb peecTpaLii nepworo nepiogy.

e Ob6CTeXXeHHA MUTTEBO BaK/AMBUX MOKA3HWKIB, AKi Byan B mexax
KNiHIYHO A0NYCTUMMUX.

* BiacyTHICTb MeAUYHUX CKapr.

DocnigxyeaHuii npenapar: 30HiK®, kancynu TBepai, 150 mr (kancyawm
nperabanity no 150 mr)

Bmict akTMBHOI pedoBuHK: nperabanid 150 mr.

Cnocib BeegeHHs:

Micna HiYHOTO ronoAyBaHHA NPOTATOM WOHaMeHwe 10 roauH, 3rigHo 3
rpadikom paHAoMi3aLii, 04HY A03Y AOCNIAMKYBAHOrO TECTOBOMO npenaparty
(T) nperabaniny 150 mr B Kancynax BBOAWAM NepopanbHo 3 240 mn+2 mn
NUTHOI BOAM 3a TemnepaTtypu HABKONMLWHbLOTO CEpefoBULLA KOMHOMY
Cy6'eKTy B cMAAYOMY MOMOKEHHI. BBeAeHHs AocnigyBaHWX npenaparis
3aiicHI0BanocA KBaniGikoBaHMM MepCcoHanoM y NPUCYTHOCTI NPOBIAHOrO
Aocnianuka (NA4) / knivivnoro socnigHuka (KAL) Ta cneuianicTis 3 KOHTPONIO
akocti. Cyb’ektam 6yno peKOMEHAOBaHO 3anuWaTUCL Y  CUAAYOMY
MONIOXEHHI NPOTArOM [BOX rOAMH NiCAA A03YBaHHA B KOXHOMY nepioai, 3a
BMHATKOM BWNAaAKiB, KO/MM KNIHIYHO NOKa3aHO 3MiHUTM noctaBy, abo y
BMNAAKy NPUPOAHOro Hanpy:KeHHa. MNocTypanbHi 3MiHn Bynu ao3BoseHi
Nifl, 4ac peecTpauii XUTTEBOBAXKIMBUX NOKa3HUKIB Ta 36opy npob. Micaa
uboro cyb’ekty 6yno A03BONEHO 3aliMaTMCA HOPMaNbHOK AiANbHICTIO,
YHUKAOYM CUAbHUX Pi3UYHMX HaBaHTaXKeHb.

7 i
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14. MNMpenapar
NopiBHAHHA, A,033,
cnocib 3acTocyBaHHS,
cuna gii

15. CynyTHA Tepania

16. KpuTepii ouyiHKK
edeKTHOoCTI

Mpumitka: cyb’ektam O6yno peKoOMeHAO0BaHO He MnepexoByBaTW Ta He
pO343aB/OBAaTM TECTOBMWA Mpenapart, a CNOXWBATU WOro B MEPBUHHOMY
BUrNAAI.

DocnigxyesaHuin npenapar: Jlipuka, T8epai kancynu, 150 mr (nperabaniq
150 mr).

BmicT akTMBHOI peyoBUHK: nperabanid 150 mr.

Cnocib BBegeHHsA:

Micna HiYHOro ronogyBaHHA NpoTArom wWoHanmeHwe 10 roguH, srigHo 3
rpadikom paHaomisauii, oAHY A[03y [OCNiAXKYBaHOro pedepeHTHOoro
npenapaty (R) Jlipuka, TBepai Kancynu, 150 mr (nperabaniH 150 mr)
BBOAWMAM nepopanbHo 3 240 mnx2 mn nuTHOI BOAM 3a Temnepatypwu
HAaBKONUIUHLOIO CepesoBULLA KOXHOMY CyB'eKTY B CMAAYOMY MONOMKEHHI
npu cnabkomy OCBiTNeHHI. BBegeHHA AoOChigKyBaHMX npenapaTis
3piicHoBanoca kBanidikoBaHMM nepcoHanom y npucytHocti MNA/KAO Ta
cneuianictis 3 KoHTponto AkocTi. Cyb’ektam 6yno pekoMeHAoBaHO
3a/MWATUCL Y CUAAYOMY MONOXMEHHI NPOTArOM ABOX TFOAWMH nicna
[03yBaHHA B KOXHOMY nepiofi, 3a BUHATKOM BMMAAKiB, KOAW KAiHIYHO
NMOKa3aHo 3MiHWTK nocTaBy abo y BUMNaAKy MPUPOAHOTO HaMpPYMKEHHS.
MocTypanbHi 3MiHK 6ynn [03BONEHI Nif Yac peecTpaLLii S KUTTEBOBANKIUBUX
nokasHukie Ta 36opy npob. Micna uboro cyb’ekty 6yno A03BONEHO
3aMMaTUCA HOPMANbHOK AiANbHICTIO, YHUKAUM  CUNBHUX  i3UYHUX
HaBaHTaXeHb.

Mpumitka: cyb’ektam 6yno pekomeHAOBAaHO He MNEepelKoByBaTU Ta He
po3A4aBaoBaTM TECTOBWUIW npenapaTt, a CNoOXMBaTW MOro B NepBUHHOMY
BUrNAAi.

Ycim cyb’ektam byno HagaHo peKomeHAaLIT He MPUIAMATU KOAHMX NiKiB, Lo
BinycKaloTbCA 3a peuentom, abo 3acobis, Wo npopaiTbca 6es peuenTa
(BKNKOYalOuM BiTaMiHM Ta MPOAYKTU NMPUPOAHOTO MOXOAMKEHHA, Taki AK
alopBeAMYHi, YHaHi, cuaaxa Ta romMeonaTuyHi npenapaTtui), Ta Micuesi
npenapartu, NpMU3Ha4veHi 419 CUCTEMHOr0 BCMOKTYBAHHA, NPOTATOM 7 OHIB
[,0 peecTpauii Ta BNpOO0BK AOCNIAMEHHA.

Axwo MA/KA BBaXKas, WO NiKK € BaXAMBUMU 418 camonouyTTa cy6’ekTa, ix
A03BO/NANMN BXMBATH; | AKLLO XTOCH i3 cyb’ekTiB Npuiimas byab-aki Niku nig,
Yac [OCNIAMKeHHA, BOHWM NOBMHHI nosigomutu M. PiweHHA npo
BUKNIOYEHHA cyb’ekTa 3 gocnigkeHHs byae npuitmatuca M Ha nigcrasi
MOXXNMBOIO BMIUBY NpenapaTy Ha pe3ynbTaTu A0CAiAMKeHHn abo aHani3u
Ta CTaHy 3A0pos’a cyb’ekta. Bigomocti npo niku, ski npuitmae cyb’ekr,
byayte 3anucaHi. Cyb’ektam 6yno pekomeHgoBaHo He 6paTu yyacTi B
OOAHOMY [HWOMY KNIHIYMHOMY AOCNIAMKEHHI nig Yac AOCAIAMEeHHA Ta
npoTarom 3 micauis B nepion, obCcTeKeHHs Nicna AoCNiAXKEeHHA.

MepBuHHI napameTpu PK: Crmax Ta AUCo.

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

(90% posipunii inTepsan (A1) ana cNiBBIAHOWEHb rEOMETPUYHUX CEPeaHiX,
PO3paxoBaHUX METOAOM HalWMeHLIMX KBagpaTis, Ans napameTpiB Cmax i
AUCo+ ana tectoBoro Ta pedepeHTHOro npenaparis, nosuHeH ByTh B
mexkax 80,00-125,00% ana nperabaniny).
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17. KpuTtepii ouiHKK
6e3neku

OuiHka be3sneku 3pilicHIOBaNacA Ha OCHOBI KNiHIYHUX CMOCTEpPENKeHb,
nabopaTtopHux aaHux, EKI Ha nouaTKy AoChifKeHHs Ta OLiHKK Be3neku
nicns gocnigeHHs.

Tinbku pobpoBoNbUj, AKi BXoAATb A0 6aHKy 4obpoBonbL;s Sitec, GpaTumyTs
Y4acTb y CKpUHiHry. NMcbMOBa 3rofla Ha CKPUHIHT Ta TecT Ha BIJ1 byayTs
060B’'A3KOBUMMU Mepes, NOYATKOM NPoLeAyP CKPUHIHTY.

3HaueHHA N1abopaTopHWX NapameTpiB, WO BUXOAATb 3a MEXi HOpMM,
byayTb ouiHeHi Ha npeAMeT ix KAiHiYHOT 3HauywocTi. Jlobposoneub Byae
BKIIOYEHWI [0 AOCHILKEHHA auwe y Tomy BUNagKy, axkwo MA/KA
BBaXKaTUMe, WO 3HAYEHHA € K/IHIYHO He3Ha4YHUMKU abo NPUNHATHUMMU.
PilleHHA WOA0 NPWUIAHATHOCTI/HENPUIHATHOCTI 3Ha4eHb, WO BMXOAATL 33
MeXKi HopmanbHoro aianasoHy, byae npuiimatuca NA/KA.

Mpotarom 14 pHis 8if ocTaHHboro 3abopy KpPOBi OCTaHHLOrO nepiofy
NikyBaHHA (abo moske 6yTu paHille, AKLLO Cy6’eKT BiAMOBAAETLCA Big, yUacTi
B AocnigxeHHi abo 3a piwenHam MA/KA) cyb'ektn, aki oTpumysanu
AO3yBaHHA MNpPUHAUMHI OAMH pas3, npolayTb obcTeskeHHA. fAKLWo
obcTexkeHHA 6yab-AKOro cy6’eKTa MicnAa BUBYEHHA He BAANOCH 3AIHCHUTM
yepe3 nobiyHi ABMWaA, HOro o6CTeKeHHA nicna  AOCHiAKeHHA byne
npoBeAeHo nicna Toro, Ak cyb’eKkT oay:Kae nicnsa nobiyHoro asuwa. KniHiyHo
3HAYYLLI | HENPUIAHATHI 3HAYEHHSA, L0 BUXOAUTUMYTb 32 MeXi HOPMaabHOTO
AlanasoHy nig  yac obcTexeHHA nicna  gochnigskenHa,  ByayTb
BIACNIAKOBYBATUCA i NiKyBaTUCA BIANOBIAHUM YMHOM Nepes, NPoBeAeHHAM
NoAanblIOro CNOCTEPEKEHHA NiCAA AochigeHHA. AKWoO byab-aKknia cy6'exT
He BiA3BiTyeTbCA NpoTArom 7 AHiB Big ocTaHHboro 3abopy KPoBi 3a OCTaHHiM
nepiog NikyBaHHA | MPOTATOM HAcTynHUX 7 AHIB He BiAnOBiCTL Ha
TenedoHHuii(-i) a3siHOK(-kM) abo enekTpoHHuii(-i) auct(-u), ue byae
3a/j0KymeHToBaHO. [licna  3aKiH4eHHA uUbOro nepiogy nopansiue
cnoctepexeHHsa 3a cyb’ektom byge npunuHeHo, a obBCTeMeHHA nicas
AocnifKeHHa byae 3aA0KYMEHTOBaHe HACTYMHUM YWHOM «BTPaueHMid
KOHTAKT 3 NaLiEHTOM A/18 NOAANbLUIOTO CNOCTEPEMKEHHAY.

byayTe BUMIpIOBaTUCA KMTTEBO BaXNMBI MOKasHUKM (Temnepatypa B
POTOBIN MOPOMHWHI, apTepiaNbHUIl TUCK Y MONOMKEHHI NIeXKaun Ha CNUHI,
4acToTa Ny/abCy Ta YacToOTa AUXAHHA).

CamonouyTTa 06cTexyBaHOro BU3HAYaTUMETbCA 3a JONOMOrOH 3anuTaHHA
«4u1 € y Bac ckapru Ha nikyBaHHA?»

Y KOXeH nepios BM3HAYEHHA JKUTTEBOBAX/NIMBMX MOKa3HWKIB Ta
CamonoYyTTA PEECTPYBATUMYTLCA AK MiHIMYM:

* Mif, Yac peecTpauii, BNoAoBXK [HA, Nepes 3aBepleHHAM AOCNIAMKEHHA;

* y | AeHb foCnigKeHHA:

- A0 OTPUMAHHA [03yBaHHA (NpoTarom 90 XBUAUH);

- 4Yepe3s 1 roguHy nicna po3ysaHHA (npotarom +30 XBWUAWMH Bifg
3annaHOBaAHOTO Yacy);

- yepe3 3.00, 6.00 Ta 12.00 roauH nicna Ao3ysaHHA (npoTtarom *1 roauHm
BiJ, 3an/siaHOBaHOro Yacy);

* y Il peHb pocnipxeHHa: yepes 24.00 ta 36.00 roamH nicna Ao3yBaHHA
(npotarom *1 roguHK Big 3annaHoBaHoro uacy). byae dikcyBaTUCa
GaKTUUHUIA  Yac  BM3HAYEHHA  JKWUTTEBOBAMAMBMX  MOKA3HUKIB  Ta
CamonoyvyTTa

v ] &5 / ,./
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18. CtaTucTnyuHi
MeToaM

19. flemorpadiyHi

NOKa3HUKMK
LOCNiaXyBaHOI

nonynsauji (craTb, BiK,

pacaiT.a.)

U5 % o Py
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Yac siaxuneHHa He byae BUKAOYATH AONYyCTMME BiaxuneHHA. BU3HayeHHs
HUTTEBOBAX/IMBUX NOKA3HUKIB Ta CAMOMOYYTTA TAKOX MOXKHA NPOBOAUTU
OKpemo BiZ 3annaHosaHoro yacy, akwo MA/K/ BBaxkae ue HeobxigHum y
Byab-AKKii Yac nig yac nposegeHHA AoCAiAKeHHA. Y 6yab-AKWiA yac nig yac
DOCNIAKEHHA CYy6’EKTU MOMXYTb CMOHTAHHO MOBIAOMAATU MeAUYHOMY
NepcoHany npo noraHe camonouyTra abo byab-Aki meguyHi ckapru, i ue
Byae 3anucaHo y popmi ana peectpauii NA / 3HauywWMX 3 MeAUYHOT TOUYKM
3opy asuuw. N — ue byab-AKka HeCNpUATIMBa MeAuyHa noaia y nauieHTa abo
cyb’ekTa KNiHIYHOTO JOCNIAKEHHSA, AKUM BBOAUAM NiKAapCbKMIA npenapar,
AKa He 000B'A3KOBO MAa€ NPUYMHHO-HACNIAKOBUIA 3B'A30K 3 UMM
nikysaHHam. Omke, MNA moxe 6yTM 6yAb-AKOKW HECNpUATAUBOKD i
HEHaBMMUCHOIO O03HAKOK (BKNIOYAKOYM KNIHIYHO 3HauYMMi  pesynbTaTu
nabopatopHux pocnimkenb/EKF), cumntomom abo 3axBoploBaHHAM,
TUMYacoBO NOB'A3aHUMM 3 BUKOPUCTAHHAM NiKapcbKoro (aocnigxysaHoro)
npenaparty, He3anexHo Bif TOro, 4M NOB'A3aHE BOHO 3 JIIKAPCbKUM
(nocnigysaHum) npenapatom.

Bynu nposeaeHi ancnepciittnii aHanis (ANOVA), ABa 04HOCTOPOHHIX TECTH
Ha bioeksiBaNeHTHICTb Ta aHani3 CniBBiAHOWEHHA napameTpis
dapmakokiHeTukn (MP) In-tpaHchopmoBaunx Cmax Ta AUCor ans
nperabaniny. 90% pgosipumit  iHTepsan 6y nobymosaHuit  ans
CniBBiAHOWEHb rEOMETPUYHOTO HAalMEHLLOro KBaapaTta cepeHix 3HayeHb
(LSM) @K napametpiea Cmax Ta AUCo+ pna sunpobysaHoro Ta
pedepeHTHOro npoAaykTy. [aHi npo KoHueHTpauitlo nperabaniHy ta ®K
aHanisyBasuM CTaTUCTMYHO 3a AONOMOTOK MporpamMHoro 3abesneueHHs
Phoenix WinNonlin® Bepcii 6.4. CratMcTuuHmii aHanis nposoauaM 3a
Aonomoroto nporpamHoro 3abesneveHHs SAS® sepcii 9.4.

HalimeHWwnin reomeTpUYHMIA KBaapaT cepefHboro 3HadeHHa (Geo LSM),
cnisBigHoweHHa Geo LSM % T/R T1a 90 % posipunx iHTepBsanis
dapmakokiHeTUuHUX napameTpig In-TpaHcdopmosanux Tectis (T) npotu
pedepenTHoro (R) npoayKty ans nperabaniHy HaseaeHi Hukue y Tabauwi
i S

. : GeoLSM
dapmakoKiHeTHUHI CniBBigHOIEHHS 90% JII
napaMeTpH Tectopmuii Pedepenthuii | Geo LSM (%)
npoaykr (T) npoaykt (R) T/R
N 21 21 . -
Cmax (Hr/mi) 4798,89 47159 101,77 90,69-114,20
AUCo. (rog*Hr/mi) 29276,19 28752,17 101,82 99,97-103,71

CraTtb: 4on0Biva.
Bik: Big 18 no 45 pokis (06MAaBa poKM BKAOYHO).
Paca: moHronoigHa.



20. Pesynbtatit aHanisy ®apmakoKiHETUYHa OLjiHKa:

edekTUBHOCTI

21. Pe3ynbTaTtu aHanisy

besneku

CepepHe Ta craHpapTHe BiAXMNEHHA dapMaKOKIHETUYHUX napameTpis
Ana nperabaniy nicnA BBeAeHHA TectoBoro npenapaty (T) Ta
pedepenTtHoro (R) npenaparis (N = 21)

Nperabanix (cepeaHetSD)
@K nokasHukK (oa. BUMip.)

PedepeHnThuit (R)

Tectosuii (T)
Crmax (HT/Mn) 4913,36+1079,09 4842,3241156,48
AUCo-t(roa*Hr/mn) 29536,33+4197,48 28990,92+3866,10

AUCoinf(roa*Hr/mn)

30442,19+4135,00

29920,15£3709,23

AUC s%extrap 3,05+1,19 3,21+1,51
Tmax (roa) 1,00£0,34 1,10£0,54
Ty2(rop) 6,2840,76 6,16£0,71
Kei (1/rog) 0,112:0,014 0,114+0,013

MNpera6anin (meaianHe (Min — Max))

Tmax (roa) 1,00 (0,50-1,50) 0,75 (0,50-2,50)

Ty2(rog) 6,51 (5,18-7,88) 6,24 (5,20-7,84)

CratucTuyHa ouiHKa

CnissigHoweHHA, 90% pfosipui iHTepBanu, iHTpacy6’ekTHMI KoediljieHT
BapiabenbHocri (CV) Ta noTyHictb gna log-tpaHcdopmosaHoro Crax Ta
AUCo-+ ana nperabaniny (N = 21)

CniBBigHOWEHHA g
" 90% posipyi koediuieHT  |[MOTyMHicTh)
Heymmsns o apmips) (%) iHTepeanu (%) | sapiabenbHocti |(T Vs R (%)
(TVsR)
(%)
Ln (Cmax)(Hr/mn) 101,77 90,69-114.20 21,82 93,91
Ln (AUCo-t) (rog*nr/mn) 101,82 99,97-103,71 3,44 100,00

Bcboro nig wac gocnigxkenHs 6yno 3apeectposano 03 MP.

Mig uyac nposegeHHA pJocnig)KeHHA nosigomnsanoca npo ogHe [P
(36inblieHHA KinbKocTi TpoMbOUMTIB) i3 TecToBMM npenapaTom Ta Aga [P
(3anamopoyeHHs Ta HypoTa) 3 pedepeHTHUM npenapaTtom. Bci NP manu
NErknid CTyNiHb TAXKKOCTI Ta NOB'A3aHi 3 4OCAIAMKYBaHMM NpenapaTom, 3a
BUHATKOM 36inblieHHa KinbKocTi TpombouuTis, wo He 6yno nos'asaHo 3
AocnigxysaHum npenapatom (IN).

Mobiuni Asuwa bynu ycyHeHi 6e3 Hacnigkis. Mia yac AOCAiAKEHHS He
noBiAOMAANOCA NPO CMEPTb Ta iHWI cepito3Hi NobiyHi ABMLLa.

HanpukiHui pocnigykeHHA He 6yno BMABNEHO KAIHIMHO 3HAYYLMX 3MiH
NOPIBHAHO 3 BUXIAHUMMU 3HAYEHHAMMU KUTTEBOBAKIMBUX MNOKA3HUKIB.
MHOAHUX KNIHIYHO 3HaUYLIMX 3MiH (Kpim cyb’ekTa 20) B nabopaTopHUx AaHux

Mepeknaa 3 aHrNiMCbKOT MOBM Ha YKpaTHCbKY MOBY BUKOHAHO nepeknaaayem Lynsroto 1.B. fﬂ;



22. BUcHOBOK
(3akntoueHHA)

3aABHUK
(BnacHuK
peecTpauiiiHoro
nocsig4eHHs)

nicna pgocnigXeHHa Ta pesyabTaTtax QisMYHUX 0BCTEKeHb He Big3Ha4YeHo.
Mig yac obcTexeHHA nicna AOCAIAKEHHSA KiNbKicTb TpoMbBouuTiB y cy6'ekTa
20 6yna He3HAYHO NiABULLEHA | KNIHIYHO He Byna NpUItHATHOIO.

Omxe, cyb'ekta BUKAMKanM yepe3 5 gHiB Oona noBTopHOro 360py Kposi.
MisHiwe sunpobysaHuii 6yB BUHAHUII NPUAATHUM 4158 NOBTOPHOrO 3pa3Kka
KpoBi (3aranbHuii aHanis Kposi), akui 6ys nposegeHuin 28.11.2016 p.
AHOMaNbHI 3Ha4yeHHA, BUAB/EHI Nig, Y4ac nonepegHbLOro AOCAIAMKEHHA Ta
nicna pocnigKeHHa, 6yau KNiHiYHO He3HaYHUMM.

CraH ycix cyb’ektiB 6yB 3a340BinbHMM Mig uyac oBOCTe)eHHA nicna
AocnipxenHs (kpim cyb’ekTis 12 Ta 23). Nosigomaanocs, Wwo 3 cyb’ekramu
12 71a 23 6ys BTpayeHWit KOHTAKT ANA MNOAANLLIOTO CNOCTEPEHKEHHH
25.11.2016 p. KniHiYHO 3Hauywwmx 3miH y yvactoti / putmi
(36inblueHHA/3MeHWeHHA) Ta iHTepBanax B enekTpoKapgiorpamax nicns
pocnigyeHHA (EKT) He cnoctepiranoca nopisHAHO 3 EKM go gocnigykeHHs.
He Byno 3apeecTpoBaHO KOAHMX KNIHIYHO 3HAUYLIMX 3MIH NPU 0BCTEKEHHI
oyell (BKIKOYAOYM KONbOPOBMIA 3ip, rocTpoTy 3o0py Ta ¢yHAOCKONio)
cyb'eKTiB Yy AOCAiIAKEHHI NiCAA NOPIBHAHHA 3 pe3ynbTaTamu A0 peecTpaliiy
nepiogai l.

90% poBipyi iHTepBanu AnA cniBBigHOWEHHA reOMeTPUUHUX cepeaHix (T/R),
po3paxoBaHMX METOAOM HalMeHLWMX KBaapaTis, obuncneni ana Cmax Ta
AUCo-, cknanu 90,69-114,20 ta 99,97-103,71, wo 3HaXoAUTbCA B MexKax
3BMYaliHoro aianasoHy bioeksiBaneHTHocTi 80,00-125,00%.

TakMum YMHOM, He CNoCTepiranoch CyTTEBOI Pi3HMLI Y WBUAKOCTI Ta CTyNeHi
BCMOKTYBaHHA nperabaniny.

Omxe, TectoBuin npenapat 3oHiK®, kancynu TBepai, 150 mr (Kancynu
nperabaniHy no 150 wmr) (Kycym Xentxkep [MBT Jlta, IHaia) €
bioeksiBaneHTHUM pedepeHTHOMY Npenaparty Jlipuka, Teepai kancynu, 150
mr (nperabanin 150 mr) (Mdaizep Jlimiten, BenmkobputaHia) y 340posux
[0POC/INX NALLIEHTIB YONOBIYOI CTATi NPU 3aCTOCYBAHHI HaTLLe.

Pydika CBami

bioeksiBaneHTHICcTb (KNiHIYHI gOChigKeHHs)
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