Annex 30

to the Order of expert evaluation conduction
of registration materials on medicinal
products submitted to state

registration (re-registration), as well as
expert evaluation of materials on making
amendments to registration materials

during validity term of

Registration Certificate

(point 4 section IV)

REPORT
on clinical trial

1. Name of medicinal
product (if available -
Registration Certificate
number)

Tionex tablets 8 mg

2. Applicant

UAB “Farmlyga”

3. Manufacturer

Biofarm Sp. z 0.0., 13, Walbrzyska Str., 60-198 Poznan, Poland

4. Conducted studies:

yes no  ifno, justify

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

Hybrid drug

5. Full name of clinical
trial, code number of
clinical trial

Randomized, open-label, 2-way cross-over bioequivalence study
comparing 8 mg single dose of thiocolchicoside (Thiocolchicoside
Biofarm — tablets, 1 x 8 mg [Biofarm Sp. z 0.0.] vs. Coltramyl —
tablets, 2 x 4 mg [Sanofi]) under fasting conditions in healthy
volunteers.

Study code: TC/BP/08/14

EudraCT Number: 2015-002313-29

Study «code in Central Register
UR.DBL.BLE.475.0396.2015

of Clinical Trials:

6. Clinical trial phase

Bioequivalence study

7. Period of clinical trial
conduction

Clinical part: 16.11.2015-21.12.2015

Date of CSR: 29.02.2016

Bioanalytical Part: 11.01.2016-25.01.2016
Date of bioanalytical report: 29.01.2016
Pharmacokinetic and Statistical Part:

Date of the statistical report: 10.02.2016
Date of pharmacokinetic report: 25.02.2016

8. Countries where
clinical trial has been
conducted

Poland
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9. Number of enrolled
population

50 (49 completeted the study)

10. Aim and secondary
goals of clinical trial

The primary objective of the study was to evaluate the
pharmacokinetic properties and investigate the bioequivalence of
thiocolchicoside from the test product (Thiocolchicoside Biofarm -
tablets, 1 x 8 mg, Biofarm Sp. z 0.0.) compared to the reference
product (Coltramyl - tablets, 2 x 4 mg, Sanofi) containing the same
amount (8 mg) of an active substance (thiocolchicoside), after single
oral dose administration under fasting conditions.

The secondary objective of the study was to evaluate the safety and
tolerability of both study products.

11. Design of clinical trial

The study was performed as a single center, single dose, open-label
(laboratory-blind), randomized, two-period, two-way cross-over
bioequivalence study under fasting conditions with a wash-out
period of at least fourteen (14) days between study products
administration in Period 1 and Period 2.

12. Main criteria for
enrollment

—d

All Subjects had to meet the following criteria:

The Subject is healthy male or female. Healthy Subjects are

defined as individuals who are free from clinically significant
illness or disease as determined by their medical history, physical
examination, laboratory and ECG tests. Medical history check was
also include verification of data concerning special precautions for
study drug use, as contraindicated by the reference product
characteristics as well as history of diabetes and renal impairment.
If males: male Subjects who are willing to use an acceptable method
of contraception from the first dosing until 90 days after completion
of the study (barrier methods with spermicide and sexual abstinence
are allowed).

If females: female Subjects are eligible to enter and participate in the
study if they are of:

.Non-childbearing potential (i.e. physiologically incapable of

becoming pregnant) including females who: have had a
hysterectomy or a bilateral oophorectomy, or a bilateral tubal
ligation, or are post-menopausal (a demonstration of total cessation
of menses for > 12 months on the day of screening).

.Childbearing potential and have a negative result of urine pregnancy

test at screening and on the evening prior to the first dose
administration and agree to use one of the following contraception
methods: complete abstinence from sexual intercourses or double
barrier method (condom or occlusive cap used with spermicidal
foam) from at least 6 days prior to administration of the study
product until completion of the study or use of intrauterine non-
hormonal device within at least 4 weeks prior to the first study
product administration until completion of the study. No hormonal
contraceptives or hormone replacement therapy are permitted in this
study.

The Subject is > 18 and < 55 years of age on the day of screening.
BMI > 18.5 to <30.0 kg/m? (on the day of screening).

Caucasian race.

Signed and dated written informed consent of the Subject to
participate in the clinical study prior to screening evaluations.
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The Subject is willing to refrain from the use of illicit drugs and
alcohol and to adhere to other protocol-stated restrictions while
participating in the study.
The Subject is able to understand and comply with the protocol
requirements and instructions and is likely to complete the study as
planned.

. Non-smoker and non-tobacco user for at least 3 months before the
day of screening.

13. Investigated
medicinal product,
method of administration,
strength

Thiocolchicoside Biofarm — tablets, 1 x 8 mg
Single oral dose.
One tablet contains 8 mg of thiocolchicoside.

14, Reference product,
dose, method of
administration, strength

Coltramyl - tablets, 2 x 4 mg
Single oral dose.
One tablet contains 4 mg of thiocolchicoside.

15. Concurrent therapy

none

16. Criteria for efficiency
assessment

The conclusion of bioequivalence of the test product with the
reference product under fasting conditions will be based on the
results for In-transformed Cmax and AUC(0-t) of 3-Demethyl
Thiocolchicine 3-O-beta-D-Glucuronide (primary pharmacokinetic
study endpoints).

If the 94.12% confidence interval for the proportion of pT/uR
(geometric means for the test and reference formulation) of primary
pharmacokinetic parameters: Cmax and AUC(0-t) of 3-Demethyl
Thiocolchicine 3-O-beta-D-Glucuronide are included entirely in the
acceptance range of 80.00-125.00%, the test formulation
(Thiocolchicoside Biofarm - tablets) will be considered as
bioequivalent to the reference formulation (Coltramy] - tablets)

17. Criteria for safety
assessment

All Subjects exposed to the study at least once were part of the safety
analysis. Clinical safety of the test and the reference product after a
single dose administration in healthy Subjects was assessed taking
into consideration medical history, physical examination, vital signs
(heart rate (HR), blood pressure (BP), body temperature), 12-lead
electrocardiogram (ECG), clinical laboratory tests (haematology,
biochemistry, urinalysis, serology, and pregnancy urine tests —
females only) and Adverse Events monitoring. Information on AEs
was obtained by medical observations, laboratory test analysis and
spontaneous Subjects’ reporting after product administration and
recorded by Investigators using CTCAE v. 4.03

18. Statistical methods

Descriptive  statistics was performed for all Subjects
pharmacokinetic parameters including the arithmetic mean,
geometric mean, standard deviation, coefficient of wvariation,
median, range, minimum (min) and maximum (max).

Both test and reference products were assessed to be bioequivalent
on the ground of analysis of variance (ANOVA) with factors for
sequence, Subject within sequence, period and treatment. The
decisive criterion was constituted by AUC.) and Cmax parameters

for 3-Demethyl Thiocolchicine 3-O-B-D-Glucuronide, whereas
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AUC(0-) and the other variables were considered as the secondary
pharmacokinetic parameters and constituted supportive data.

The conclusion on bioequivalence of the test product with the
reference product was based on the results for In-transformed Cmax
and AUCo.) of 3-Demethyl Thiocolchicine 3-O-B-D-Glucuronide
(primary pharmacokinetic study endpoints). If the 90% confidence
intervals for the proportion of pr/ur (geometric means for the test
and reference formulation) of primary pharmacokinetic parameters
Cmax and AUCqy of 3-Demethyl Thiocolchicine 3-O-B-D-
Glucuronide were included entirely in the acceptance range of 80.00-
125.00%, the test formulation (Thiocolchicoside Biofarm — tablets,
1 x 8 mg) was considered as bioequivalent to the reference
formulation (Coltramyl - tablets, 2 x 4 mg). All calculations were
performed using SAS (version 9.4) software.

19. Demographic Statistical analysis of demographic data of 50 caucasian Subjects
indicators of the (25 males and 25 females), who were randomized and dosed, is shown
investigated population [in the table below:
(gender, age, race, etc.) Table. Demography - descriptive statistics, by sex
AGE HEIGHT | WEIGHT BMI
Sex [years] [cm] [kal | [kg/m?
N 25 25 25 25
Mean 32.92 178.16 75.62 23.79
Male SD 9.98 6.48 10.26 273
Min 18.00 167.00 60.00 18.52
Max 50.00 194.00 92.00 28.25
N 25 25 25 25
Mean 37.80 164.28 63.78 23.63
Female SD 11.88 6.94 8.40 2.68
Min 19.00 150.00 53.00 20.14
Max 54.00 180.00 83.00 29.41

20. Results of efficiency | Bioequivalence comparison:

The bioequivalence criteria with respect to plasma concentrations of
thiocolchicoside active metabolite 3-Demethyl Thiocolchicine 3-O-
B-D-Glucuronide, as per criteria set in the Study Protocol, have been

Pharmacokinetic parameters of 3-Demethyl Thiocolchicine 3-O-B-D-
i) R
90°
Parameter (geom (geom T C.I/.o e
: i [%] %] [%]
mean) mean)
0.982
Statistic AUCo.1asy 153.6 149.0 1.030 7- 14.06
al [ng*h/mL] 58 73 4 1.080 05
analysis 5
summar 0.965
Y 1.026 1- 18.33
Crax [Ng/mL] 66.147 64.406 4 1.091 91
7
0.981
AUC,.. 157.39 153.01 1.028 8- 13.692
[ng*h/mL] 2 4 3 1.076 3
9
Glucuronide after a single 8 mg dose of thiocolchicoside
T — test product (Thiocolchicoside Biofarm — tablets, 1 x 8 mg)
R —reference product (Coltramy! - tablets, 2 x 4 mg)
met;




The comparative statistics performed for the secondary
pharmacokinetic parameters: AUC(w), Tmax, AUC_%Extrap Obs,
MRTo.int, and Tin for 3-Demethyl Thiocolchicine 3-O-B-D-
Glucuronide did not show significant differences between the test
and the reference products also confirming the bioequivalence of
the two formulations.

21. Results of safety

The clinical part of the study was completed without deaths, SAEs
and suspected unexpected serious adverse reactions (SUSARs).
During the study a total number of 11 non-serious AEs were reported
in nine Subjects.

Four AEs were considered as possibly related to the study product
and seven as not related. The intensity of these AEs was classified
as mild in eight cases and as moderate in three cases. The test product
caused seven Adverse Events and the reference product caused four
AEs. There were three AEs possibly related to the test product and
one to the reference product.

22. Conclusion
(assesment)

Based on the statistical results for the active metabolite of parent
drug (thiocolchicoside) 3-Demethyl Thiocolchicine 3-O-B-D-
Glucuronide it can be concluded that the test product
Thiocolchicoside Biofarm — tablets, 1 x 8 mg (Biofarm Sp. z 0.0.) is
bioequivalent with the reference product Coltramyl - tablets, 2 x 4
mg (Sanofi). The bioequivalence criteria with respect to plasma
concentrations of thiocolchicoside active metabolite 3-Demethyl
Thiocolchicine 3-O-B-D-Glucuronide, as per criteria set in the Study
Protocol, have been met: the 90% confidence interval for 3-
Demethyl Thiocolchicine 3-O-B-D-Glucuronide AUCo-) and Cmax
T/R ratios are lying within the standard bioequivalence acceptance
range of 80.00-125.00%. Such analysis was equivalent to two one-
sided parametric t-tests according to Schuirmann.

Based on the clinical results of the study, it was clearly demonstrated
that the test formulation of thiocolchicoside was tolerated in the
same way as the reference drug. The safety profiles of both
formulations are similar and do not differ from information
described in the Investigator’s Brochure.
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Honatok 30

1o TTopsiiKy NPOBE/IEHHS eKCIIePTU3H
peecTpalilfHUX MaTepialliB Ha TiKapchKi
3aco0H, 10 MOJAIOTECA Ha ACPIKaBHY
peecTpaLio (rnepepeecTpanito), a TakoxK
€KCIIePTU3U MaTepiaiB PO BHECCHHs
3MiH 10 peecTpaLiifHuX MaTepialis
NpoTAroM Jii peecTpauiifHoro
MOCBIIUEHHA

(yHKT 4 posainy 1V)

3BIT
PO KJIIHiYHe BUIIPOOYBaHHSA

1. Ha3ea nikapcekoro
3aco0y (3a HasBHOCTI -
HOMEp
peecTpauiitHoro
MIOCBiTYEeHHS)

Tionekc TabneTku 8 Mr

2. 3aABHUK

3AT «®apmnira» (UAB “Farmlyga™)

3. Bupobuuk

biodapm Cr. 3 0.0. (Biofarm Sp. z 0.0.), Bys1. Bantxuceka, 13, 60-198
[Toznans, [Tonsma (13, Walbrzyska Str., 60-198 Poznan, Poland)

4. IlporeneHi
MOCTIIKEHHS:

TaKk  Hi SIKIIO Hi, OOrpyHTYBaTH

1) THI TiKapCBKOTO
3aco0y, 3a AKHM
npoBoaunacs abo
[UIAHYETBCS
peecTpartis

riopuaHMii JikapebKnii 3aci6

5. IloBHa Ha3Ba
KJTiHIYHOTrO
BUINIPOOYBaHHA,
KOJIOBaHUI HOMED
KJIIHIYHOTO
BUIIPOOYBaHHs

2011-2763:

PaniomizoBane, BiIkpuTe, IBOCTOPOHHE, NIepeXpecHe JOC/TiPKEHHs
DioeKBiBaNEHTHOCTI /15 IOPIBHAHHS OJHOPA30BOI 03K 8 MT
Tiokonxiko3uay (Tiokonxikosun Biodapm — tabnetku, 1 x 8 mr [Biofarm
Sp. z 0.0.] y nopisusanHi 3 Konrrpamin — Tabnerku, 2 x 4 mr [Sanofi])
YMOBax NMpPUIoMy HaTILIeceplie y 3A0POBHX J0GPOBOJIBLIIB.

Konx nocnimxennsi: TC/BP/08/14
Homep EudraCT: 2015-002313-29

Kon nocnimkenns y [lenTpansHoMy peectpi KIiHIYHUX BUNPOOYBAHb:
UR.DBL.BLE.475.0396.2015

6. ®aza KIHIYHOTO
BUNPOOYBaHHS

ITocnimkeHHs 6i0eKRIBATEHTHOCTI




7. Iepion npoBeaeHHs
KJIIHIYHOTO

KutiniyHa yactuha: 16.11.2015-21.12.2015
JlaTa 3BiTy mpo kniHiune mocnimkenna (CSR): 29.02.2016

BUIPOOYBaHHA
bioananitTuyHa yactuna: 11.01.2016-25.01.2016
Iara GioananiTu4noro 3siry: 29.01.2016
@apMaKoKiHETHYHA Ta CTATMCTUYHA YACTHHA!
[lata cratTuctuuHoro 3Bity: 10.02.2016
Jlara papmakokiHeTHuHoro 3Bity: 25.02.2016

8. Kpainu, ne [Tonemia

[IPOBOAMIIOCSH

KJiHIYHEe

BHUITPOOYBaHHsA

9. KinekicTts
IOCITIIKYBAHUX.

50 (49 zaBepmuan JoCTiKEHHS)

10. Meta Ta BTOpHHHI
Uit KTiHIYHOTO
BUNPOOYBaHHA

OCHOBHOIKO METOIO AOCIIKEHHA OYy/I0 OIIHUTH dapMakoKiHETHYHI
BJACTMBOCTI Ta JOCTHIAUTH O10€KBiBAJICHTHICTH TIOKOIXiKO3H/LY
nocnigysadoro npenapary (Tiokonxikozua Biodapm — tabnerku, 1 x 8
mr, Biofarm Sp. z 0.0.) y nopiBHsiHHI 3 pedhepeHTHUM NpenapaToM
(Konrpamin — Tabnerkw, 2 x 4 mr, Sanofi), o MicTATE 0ZHAKOBY
KiIBKiCTh (8 MI) akTHBHOI pe4OBHHH (TIOKOJIXIKO3M), Tics
0JIHOPA30BOI0 NMEPOPaATBHOTO BBEACHHS HATIIECEPLIE.

BTopuHHOO METOI0 JociikeHHs OyI10 oLliHUTH Oe3meKy Ta
MEePEHOCHMICTE 000X J0CIIiPKYBaHUX TPETaparis.

11. quzaiin
KJIIHIYHOTO
BUIIPOOYBaHHS

Lle Oy/10 OIHOLEHTPORE, BiKpHTE (3 MACKYBAHHAM JAaHHUX LTS
cniBpobiTHUKIB naGopaTopii), paHIOMi30BaHe ABOCTOPOHHE MePEXPEcHe
ociipKeHHs Gi0eKBiBaJICHTHOCT] O/JHOPA30BOI I03H 3 IBOMA I1epioIaMu
B YMOBaXx IPUHOMY HaTIIECepIIe 3 TIEPi0OM BUMHBAHHS HE MEHIIIE

HOTHPHAAUATH (14 ) 1HIB MiX BBEICHHSIM JOCTIIXKYBaHUX MPENapariB y
[lepion 1 Ta Ilepion 2.

12. OcHoBHi KpuTepil
BKJIFOYCHHSI

Vi cy6’exTy moBuHHI OyI1H BiATIOBIIATH TAKMM KPUTEPisM:

1. Cy6’exTamu BHCTYTIA/IH 3/10POBi MAIi€HTH Y0JIOBIYOT Y XKiHOYOT
cTaTi. 300poBi cy6’€KTH BU3HAYAIOTLCS K 0COOH, SKi HE MalOTh
KIIiHIYHO 3HAYYIIMX 3aXBOPIOBaHb 3riHO 3 iX aHaMHe30M, (izHuHIM
orisioM, labopatopuumu JocrimkenHsmu ta EKT . [lepesipka ictopil
XBOPOOM TaKoX BKITIOYATIA MEPEBIPKY JaHHX OO0 ClIeLiaTbHIX
3a00KHUX 3aX0/1iB 010 BXXHBAHHS HAPKOTHKIB, 110 MPOTUIIOKA3aHO
XapaKTepUCTUKAaMK pedepeHTHOro Mpenapary, a Takox aHamHes3 Jiabery
Ta HUPKOBOI HEIOCTATHOCTI.

2. Homogiku: Cy6'exTn 40/10Bi40T CTaTi, AKi rOTOBI BUKOPHUCTOBYBATH
NPUHHATHII METOZ KOHTpaLemnuil Bi mepiuoro npuiiomy a0 90 aHis
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Mic/Is 3aBepILCHHs AOC/IIKSHHA (I0omycKatoThes Oap'epHi METOH 13
criepMilMAaMH Ta ceKcyaibHa abCTHHEHL ).

3. XKinku: Cy6’ ekt siHOUOl cTati MOXKYTh OyTH 3apaxoBaHi Ta OpaTu
y4acTh y AOCIKEeHH], AKIO BOHMU:

a. HeapatHi 10 HapomkeHHs aite# (toOTo ¢isionoriyno He 31aTHI
3aBaTriTHITH), BKJIOYAIOYH KiHOK, SIKi: IEpPEHECIH ricTepekTomito abo
IBOCTOPOHHIO 0BapieKTOMit0, a00 IBOCTOPOHHIO NEPEB’ A3KY MAaTKOBHX
Tpy0, ab0 nepebyBatoTk y CTaHi MOCTMEHOIAY3H (JeMOHCTpaLlis
MOBHOTO MPUIUHEHHS MEHCTPYaLlil MPOTAToM > 12 MicsI1liB y €Hb
NPOXOKEHHS CKPHHIHTY).

6. 3aaTHICTB 10 HAPOJKEHHs AiTel 1 MatOTh HEraTUBHUM pe3ylbTaT
TECTY CeYi Ha BariTHICTH i/l Yac CKPUHIHTY Ta BBEYEPi Nepe
BBEJCHHAM IepIIoi 1034 1 MOroKYyIOThCS BUKOPUCTOBYBATH OJIMH i3
HACTYNMHUX METO/IB KOHTpAUEILii: TOBHE YTPUMAaHHS BiJl CTATEBHX
KoHTaKTiB abo noasiinuit 6ap’epuuii Metox (pesepBaTuB abo
OKJTHO31MHUI KOBIAYOK i3 CHIEPMILIMIHO MiHOK) MpUHaiiMHI 3a 6 JIHIB
0 BBEIEHHS JOCIIIKYBAHOTO Mpenapary 10 3aBepIieHHs JOCTiIKEeHHs
00 BMKOPUCTAHHS BHYTPilIHEOMATKOBOTO HEFrOPMOHAJIBHOTO MTPUCTPORO
MPOTArOM MpHHANMHI MPOTAroM 4 THXKHIB 10 NEPLIOro BBEACHHH
npenapary 10 3aBeplleHHs AOCHIIKEHHS. Y 1bOMY AOCIiIKEHH]
3a00poHEeHE BUKOPUCTAHHA FOPMOHAIBHUX KOHTPALENTHBIB abo
3aMiCHOT rOpMOHAJILHOT Teparil.

4. Cy6'ext BikoM > 18 Ta < 55 pokiB Ha MOMEHT CKPHHIHTY.
5.IMT > 18,5 - < 30,0 kr/m? (Ha MOMEHT CKPHHIHTY).
6. KaBka3sbka paca.

7. IlucemoBa iHdopMoBaHa 3roja cyd’eKkra Ha y4acThb y KIiHIYHOMY

OCTIIMKEHH] 10 IPOBe/IeHHs CKPMHIHIOBHX OLLHOK i3 3a3HaY€HHAM JaTH
Ta MiANUCYy.

8. Cy6’exT Gaskae yTpUMaTHCA Bijl BIKUBAaHHS 3a00POHEHUX HAPKOTHUKIB
Ta aJKOTOMIO Ta IOTPUMYBATHCS HIIUX 0OMeXKEHb, BCTAHOBJIEHHUX
MPOTOKO/IOM, MiJ 4ac yuacTi y AOC/iIKEHH].

9. Cy6’exT 31aTHHIi PO3YMITH Ta BUKOHYBATH BUMOTH MPOTOKOJY Ta
IHCTPYKILi, i, HIMOBIpPHO, 3aBepLINTE TOCIIDKEHHS, K NIAHYBAJIOCH.

10. Cy6’exr He manuB NpUHaKMHI 3 MicALl 10 AHS TPOXOIKEHHS
CKPUHIHTY.

13. MocnimxyBanuit
nikapchKHit 3acio,
criocib 3acTocyBaHHH,
cuma mit

Tiokomxiko3un Biodapm — Tadnetkn, 1 x 8 Mr
OaHOpa3oBa 103a repopaibHo.
1 Tabnerka MicTUTh 8 Mr TioKONIXiKO3MY.

14. Tlpenapar
NOpPIBHAHHS, /1034,
crocif 3acTocyBaHHs,
cuia mil

Kontpamin — tabnetku, 2 X 4 Mr
OnHopazoBa J103a 11epopaikHo.
1 TabneTka MiCTUTH 4 MI TIOKOJIXIKO3H/TY.




15. CymyTHs Teparisi |1aHi BiACYTHi

16. Kpurepii ouinku
e eKTHBHOCTI

BHCHOBOK IMpo 6i0EKBiBAJEHTHICTE TECTOBOIO Mpenapary
pedepenTHOMY MpenapaTy B yMOBaX NpuiioMy HaTmecepie 6yae
Ga3zyBaTHCA Ha pe3yJbTaTax Ajs JorapudmMivHo TpaHCPOPMOBAHHX
napametpie Cmax i AUC (0-t) 3-nemerunriokonxinuny 3-O-6era-D-
MIOKYPOHIAY (KiHLIEBl TOYKH EPBUHHOTO (hapMaKOKIHETUHUHOTO
JIOCITIKEHHS).

ko 94,12%-euit JoBIpYHi IHTEpRAN 11 KITBKICHOTO
criBBigHOmeHHs MKT/MKP (reoMeTpHUHI 3HAYSHHS /I PELIENTYP
TECTOBOIO Ta ped)epeHTHOTo MpernapaTiB) NepBUHHUX
dapmaxoxineTnynux napamerpis: Cmax Ta AUC (0-t) 3-
eMeTUnTioKoNXinunHy 3-0-6eTa-D-TIIFOKYpOHITY TIOBHICTIO BKIIFOUYEHI B
nianasoH npuitHatHocti 80,00-125,00%, TecToBa penentypa
(Tiokonxikozua biopapm — Tabnetku) Oyne BBaXKaTHCH
GioexsiBaneHTHOIO pedepentHiit (Kontpamin — Tabnetkn).

17. Kpurepii ouinku
Desnexku

Bci cy6'exTn, siKi npMHaiMHi oMH pa3 Opaiy ydacTb y JOCIDKEHH,
Oynu yacTHHO aHanizy 6e3nexu. KiiHiuHy 6e3nexky A0CHiaKyBaHOTO Ta
peepeHTHOrO Mpenapary micjis NpUHoMy OHOPa30BOT A03H 3A0POBUMH
cy0'eKTaMHM OLIHIOBA/IH 3 YpaxyBaHHIM aHaMHe3y, Bi3HIHOTO
00CTeXEHH, XKUTTEBO BaXKJIMBUX TMOKA3HHKIB (4aCTOTa CEPLIEBHX
ckopoyens (UCC), aprepiansuuii Tick (AT), Temneparypa Tina),
enekrpokapaiorpama (EKI) y 12-BinBenennsx, kiiniyni mabopartopHi
ocIliKeHHs (remaTtosioris, 6ioXimis, aHali3 cedi, cepoJIoris Ta TeCTH
cedi Ha BariTHICTh — TUIBKY AJIsl )KIHOK) Ta MOHITOPHHT MOOIYHHUX SIBHIIL.
[Hbopmaltist npo TT Gysia oTpuMaHa mIIAXOM MEIHYHHX CIIOCTEPEKEHD,
aHai3y 1abopaTOPHUX TECTIB Ta CIIOHTAHHOTO 3BITYBaHHA CY0'€KTIiB

nicist BREJIEHHS Mpenapary Ta 3alucada JOC/iIHUKAMHU 34 JI0TIOMOT0K0
CTCAE v. 4.03

18. CrarucTuyHi
MEeTOIU

OmucoBy CTaTUCTUKY PO3paxoByBalu AJIs BCiX cyd’ekTiB
(papMakOKiHETHUHMX TapaMeTpiB, BKIIIOYAIOYH CepeHE apudMeTHUHE,
Cepe/IHE reOMETPUYHE, CTaHJAPTHE BIIXHIICHH:, KoedillieHT Bapiauif,
MeJliaHa, diana3oH, MiHiMyM (min) Ta MakcuMyM (max).

Ha ocrogi nucnepciitnoro ananizy (ANOVA) 3 ouinkoro dakropis
MOCJIiIOBHOCTI, Cy0’€KTa B IMOCIiIOBHOCTI, MEPIOLY Ta JTiKyBaHHs
OLIiHIOBa/IM Gi0€KBiBAJIEHTHICTD SIK JOCIIIKYBAHOTO, TAK i
pehepenTHOrO Npenaparie. BupilansHum KputepieM Gynu napameTpu
AUC 0-t) Ta Crmax ana 3-nemetrnriokonxiuay 3-O-B-D-rimokypoHniny,
rofti ik AUC (0<0) Ta iHIII 3MIHHI PO3IIISAAIKCh SK BTOPUHHI
(hapmakokiHeTHUHI MapaMeTpH i CTAHOBKIIH JOMOMIXKHI J1aHi.

BuCHOBOK npo 6i0eKBiBaNCHTHICTE A0CIIKYBAHOTO TIpEnapaTy Ta
peepeHTHOr0 NpenapaTy rpyHTYBaBCs Ha pe3y/bTaTax s
iiorapumivHO nepeTBOpeHUX Cmax Ta AUC 0.ty 3-IeMeTHITIOKOIXiTMHY
3-O-B-D-rmokypomniny (nepBuHHI KiHIeBi TOUYKH hapMaKOKiHETHYHOrO
mocimxenns). fAximo 90%-si qoBipui iHTepBanM /1 YaCTKM WT/UR
(reoMeTpHYHI cepesiHi A/Is CKIIaLy AOCITiKYBAHOIO Ta peePHTHOTO
NMPEnapariB) NepBUHHUX PapMaKoKiHeTHYHUX NapaMeTpiB Cumax Ta




AUC (0-1) 3-nemeTunriokonxiguny 3-0-p-D-rmroxyponiny Oynu
MOBHICTIO BKIKOYEHI B niana3on nmpuitHaTaocti 8§0,00-125,00%,
nocnimkyBanuii cknaz (Tiokonxiko3ua biodapm — Tabnerku, 1 x 8 mr)
posrisigaecs sk GioeksiBanentHuil pedepentHomy (Konrpamin —
Tabnetky, 2 X 4 mr). Bei po3paxyHKH MPOBOJUIMCEH 32 JOIIOMOTOK)
nporpamuoro 3abesneueHHs SAS (sepcis 9.4).

19. Ilemorpadiuni
[MOKa3HUKH
IOCTIIKYyBaHOT

paca, ToLIO)

nonyJsALii (CTaTe, BiK,

CraticTiHyHMH aHami3 geMorpadivyaux gannx 50 cy6'exTiB KaBKa3bKOro
noxoKeHHs (25 4onoBiKiB Ta 25 KiHOK), AKi Oynu BixiOpaHi B
pPaHIOMHOMY TIOPSIZIKY Ta JA030BaHi, MOKa3zaHMH y Tabiuui Hikye:

Ta6auus. lemorpadist — onHcoBa CTATHCTHKA 32 CTATEBHM

NOKa3HHKOM
BIK Picr Maca IMT
Crath [poxu] [em] [kr] [kr/m?]
N 25 25 25 25
Cep. 3292 178,16 75,62 23,79
Yo CB (SD) 9,98 6,48 10,26 273
Min, 18,00 167,00 60,00 18,52
Makc. 50,00 194,00 92,00 28,25
N 25 25 25 25
Cep. 37,80 164,28 63,78 23,63
Kim, CB (SD) 11,88 6.94 8,40 2,68
Min. 19,00 150,00 53,00 20,14
Makc. 54,00 180,00 83,00 29,41

20. PesyneTaTi
e eKTUBHOCTI

IlopiBHsiHHS OioeKkBiBa/IeHTHOCTI:

KpuTepii 6i0eKBiBaJEHTHOCTI 111010 IJIa3MOBHX KOHLEHTPALLii
aKTHBHOTrO MeTaboJIiTy TIOKONXiKO3My 3-AeMeTHATIOKOIXiluH 3-O-f-

D-rarokypoHiny, 3TifIHO 3 KpUTepisiMHU, BCTaHOBIEHHMMH B [IpoTokoi
nocipKeHs, Oy 10TpuMaHi:

DapmakokineTHIHI napaMeTpr 3-aemernnriokonximwmay 3-0-B-D- Tmoxyponin

I P o
ITapamerp (reom. (reom. '[Egl:]' 9'1:; im V[‘:,f}]
cep.) cep.) - g .

IMigcymox

AUC o-t(1ast) 0,9827-
CTATH- . 153,658 | 149,073 | 1,0304 1.0805 14,0605
CTHYHOTO
AHATI3Y —
Cmax [Hr/ma] 66,147 64,406 | 1,0264 l’ 0917- 18,3391
AUC o 0,9818-
N 157,392 | 153,014 | 1,0283 1.0769 13,6923

Tic/A 0{HOPa30Boi 103K 8 MI' TIOKOJIXIKO3HIY
M — nocnimkysanuii npenapar (Tiokomxikosun biogapm — tabnerkn, 1 x 8 Mr)
P — pedrepentuii npenapar (Kosrrpamin — ta6netxn, 2 X 4 Mr)

[ [opiBHANIEHA CTATHCTHKA, IIPOBEIEHA /ISl BTOPHHHUX
(papmakokinetnunmx mapamerpiB: AUC 0.x), Tmax, AUC_YoExtrap_Obss
MRTo-inf T2 T1/2 1151 3-nemeTunTiokonxiumny 3-0-B-D-rmokyponiny He
Nnokasaja 3Ha4yIlyX BiAMiHHOCTEH Mix 0CIiDKYBaHKM Ta
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pedepeHTHHM MpenapaTMH, 10 TaKOK MiATBEePIKYE
OioeKkBiBa/IEHTHICTH IBOX MpeENaparis.

Kniniuny yacTUHY I0cHipKeHHs Oyno 3aBeplueHo 6e3 JeTalbHUX
BUIIA/IKiB, CEPHO3HMX MOOIYHMX SIBULL| TA IiZI03p Ha HECIIO/IBaHI
cepio3Hi nobiuni peakuii (SUSAR).

B xoni gocnimkeHHs Bcboro 0yio 3apeectpoBado 11 Hecepiiosnux [ y
neR'sITH Cy0'eKTIB.

3 Hux yorupu [151 Oynu iiMoBipHO MOB'SI3aHi 3 JOCTiIKYBaHUM
npenapaTom, a ¢iM — He NoB's3aHi. [HTeHcuBHICTE X [151
K1ackiKyBaau 5K Jerki y BOCbMH BHIIaJKaxX Ta SK MOMipHi — Y TPbOX.
JlocnimKyBaHHit penapaT BUKIHKAR CiM MOOIYHUX SBHIIL, a
pedepentHuii — yotupu. Tpu 1A Oynu HMOBipHO BHKJINKaHI
TOCITIPKYBAHUM TTIPErapaToM, a OfiHe — 3 pedepeHTHUM.

Ha oCHOBI cTaTHCTHYHHMX PE3YJIbTATIB 11010 AKTHBHOTO METaboIiTy
BUXIHOTO INpenapaty (TioKonxiko3uay) 3-nemetunriokonxiuuny 3-0-f-
D-rmoKypoHiay MOKHa 3poOUTH BUCHOBOK, IIO AOCTiIKYBaHUMA
npenapat Tiokonxikozua biodapm — tabnetku, 1 x 8 mr (Biodapm Cn. 3
0.0.) € OioekBiBaneHTHUM pedepeHTHOMY npenapaty Konrpamin —
rabnerky, 2 x 4 mr (Canodi). Kpurepii 6ioekBiBaneHTHOCTI 1010
KOHLIEHTpaLlili 1J1a3MHA aKTHBHOTO MeTaboIiTy TIOKOIXiKO3uay 3-
IeMETHATIOKOIXILMHY 3-O-B-D-riokypoHiy 3riJHo 3 KpUTEPisIMH,
BCTaHOBJIEHUMHU B [IpoTokoni gocnimkenns, Oynu gorpumani: 90%-suii
noeipunii intepean nokasHukiB AUC 0.y Ta Cinax T 3-
NeMeTHATIOKOIXIHHY 3-O-p-D-rirokypoHiny 3HaX0AThCS B MeXax
CTaHJapTHOIO Jiana3zoHy mpuitHaTHOCTI GioekBiBaneHTHOCTI 80,00—
125,00%. Takuii aHani3 OyB €KBiBaJICHTHUM JBOM OJHOCTOPOHHIM
rapaMeTpUYHUM t-kpurepisim 3a lllyipmanHa.

21. Pesyneratu
Gesnekn

22. BUCHOBOK
(3aKJIIOYEeHHS)

Ha mijgcraBi KIHIYHEX pe3y/IbTaTiB JOCIIDKEHHs 6YII0 9iTKO
MPOJAEMOHCTPOBAHO, 11O AOCIPKYBaHUH CKJTal TIOKOIXiKO3HUIY
MEPEHOCHBCA Tak caMo, SK i pedepentruit. [Tpodini Ge3nexu obox
CKJajliB MoAiOHi Ta He Bijpi3HsOTECS Bi iHdopMalLii, onucanoi B
Opourypi gociigHUKa.

3asBHUK (BIaCHHUK
peecTpaniifHoro
IIOCBi/TYEHHS) (migrac)

(IL1E)

Leit ooxymenm nepexnadeno na ykpainceky mosy nepexnadavem Beznapan Anyw Apymionisnoio
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