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zo Iopsinky npoBeneHHs eKCepTUsH peecTpalifHuX MaTepiamis Ha JTiKapehki 3aco0H,

10 MOJIAI0THCA Ha IEPIKABHY PEECTPALLiIO (IIepepeecTpariio),

a TAKOJK EKCIEPTH3H MaTepialliB PO BHECEHHS 3MiH JI0 peecTpauiifHux Marepiaiin

IIPOTSTOM [l peecTpariifHoro mocsiyeHHs

(mynkt 4 posuiny IV)

3BIT PO JOKIIHIYHI JOCIIHKEHHS

1. Hasea nikapcekoro 3aco0y (3a HasBHOCTi — Homep  KJIAP, TabneTku, BKPHTI IUTiBKOBOIO

peecTpaLifiHOro MoCBiaueHHs): obosnonkoro, mo 250 mr ta no 500 mr

1) Tun nikapceKoro 3acofy, 3a SKUM TIPOBOKIIACS I'enepuuHuii nikapcbkuit 3aci6,

a0 nnaHyeThes peecTparlis OJHOKOMITOHEHTHHH

2) npoBeaeHi JOCTiKEeHHs 0 TaK Vo oHi SAKIIO Hi,
olrpyHTYyBaTH

Jlanuii po3jiis He 3aCTOCOBYETHCS, TaK SIK 3asiBa OyIa MojaHa Sk reHepMYHMI Tikapchkuii 3aci6

2. ®apmMakonoris:

1) nepBuHHA papMakoIUHAMIKA

2) BTOpHHHA (papMaKoAMHAMIKA

3) dapmakonoris Ge3neku

4) dapmakoauHaMivHi B3aeMoaii

He 3acrocoryeTtscs

He 3acrocoByeThes

He 3acTocoByeThcs

He 3acTocoByeTbes

He 3actocoByeThes

3. ®apmaxokineTnka: Jlanuii po3ziin He 3acTOCOBY€ETHCS, Tak K 3asBa GyJia MojaHa AK reHepUIHHI

JiKapchbKHi 3aci6

1) aHaniTHYHI METOMKHM Ta 3BITH 100 1X Basigawii

2) BCMOKTYBaHHS

3) poznoain

4) metaboitizm

He 3acTocoByeThes

He 3acTocoByeThbcs

He 3acTocoByeThbes

He 3acTocoByeTscs



5) BUBEAEHHS

6) papmakokiHeTHUHI B3aeMoAii (nokmiHiuHi)

7) iHwi papMakOKiHETHYHI AOCTKEHHA

4. Tokeukonoris: JlaHHi po3ain He 3aCTOCOBYEThES, Tak AK 3asBKa Gyna MojiaHa AK reHepHYHHIt

NiKapceKHii 3aci6

1) TOKCHYHICTB Yy pa3i OIHOPA30BOro BBEEHHS

2) TOKCHUHICTb y pa3i MOBTOPHUX BBEJIEHD

3) reHOTOKCHYHICTh:
in vitro

in vivo (BKJIIOYAIO4H IOJATKOBY OLIHKY
3 TOKCHKOKIHETHKH)

4) KaHLIEpOTeHHICTh:

JIOBFOCTPOKOBI JOCIiKEHHS

KOPOTKOCTPOKOBI TOCHiIKeHHA ab0 qOCIiHKEHHS
cepeiHbO1 TPUBAIOCTI

IlOIlaTKOBi ,E[OCHi)l}KGHHH

5) penponyKTHEHA TOKCHYHICTh Ta TOKCHYHHI BIUIMB
Ha PO3BHUTOK MOTOMCTBA:

BIUIMB Ha QepTHIbHICTD i paHHil eMOpioHaTBHWIMA
PO3BUTOK

eMOpIOTOKCHUHICTB

IpeHaTalbHa 1 NOCTHATAIbHA TOKCHYHICTh

JOCTIKEHHS, TIPH SKHX TPernapar yBOIUTHCS
MOTOMCTBY (HECTaTeBO3PLUIMM TBapHHaM) Ta/abo
OLIiHIOEThCA BifnaneHa ais

He 3acTocoByeThes

He 3acTocoByerbes

He 3acTocoryerbes

He 3acTocoByeTbes

He 3acTocoByeTbes

He 3actocoByeThbes

He 3acrocoByeTbes

He zactocoryetbes

He 3actocoByeThes

He 3acTocoByeThes

He 3acTocoByeTbes

He 3acTocoByeThbes

He 3acTocoByeThbcs

He 3acTocoByeThes

He 3aCTOCOBYETBCA

He 3aCTOCOBYETBCA



6) MicLieBa IEPEHOCHMICTB He 3acTocoByetbes

7) MOMATKOBI 1OCHiPKEHHA TOKCHYHOCTI: He 3actocoByeThes
aHTHUTEHHICTh (YTBOPEHHS aHTHTLI) He 3acTocoByeTbes
IMyHOTOKCHYHICTB He 3actocoByeTbes
IOCITimKEeHHS MeXaHi3MiB Jii He 3acTocoByeTbcs
NiKapceKa 3aIeXHICTh He 3acTocoByeThbcs
TOKCHYHICTb MeTaboiTiB He 3acTocoByeTbes
TOKCUYHICTh JOMIIIIOK He 3acTocoByeThes
iHiIe He 3acTocoByeThes
5. BHCHOBKH 111010 JOKJIIHIYHOTO BHBYEHHSA B 3Ba3ky 3 THM, 0 1aHKH JTikapchKuii 3aci0 €

FEHEPUYHHUM, TOMY He MoTpedye MpoBEIeHHS
HIAKHX KTIHIYHHX AOCTIKEHE.

3asBHUK (BIACHHK
peecTpauiitHoro
MOCBiAYEHHS)
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Annex 30

to the Procedure for Carrying out of an
Examination of Registration Materials for
Medicinal Products, Submitted for the State
Registration (Re-registration), as well as
Examination of the Materials on Amendment of
Registration Materials during the Period of Validity
of Marketing Authorization (clause 4 of the section

IV)
Clinical Study Report
1. Name of medicinal RTLAR 250.% 500
roduct (Marketi

pAuthoﬁz(aﬁ:; Eéf‘rﬁ)er i (Clarithromycin Tablets 250 mg & 500mg)
any):
2. Applicant Aurobindo Pharma Limited, India
3. Manufacturer Aurobindo Pharma Limited,

Unit-III, Survey No.313 & 314,

Bachupally, Bachupally Mandal,

Medchal-Malkajgiri District,

Telangana State, India.

4. Studies performed: 1 [BE yes | no If no,

Study] please

substantiate

1) type of medicinal product, Generic application
according to which the
registration was performed
or is being planned
5. Title of the clinical study An Open Label, Randomized, Two-Treatment, Two-
(in full), coded No. of the Sequence, Two-Period, Cross-Over, Single-Dose

Comparative Oral Bioavailability Study Of Clarithromycir
500 mg Tablets (Test) Manufactured By Aurobindo Pharme
Ltd., India And Klaricid 500 mg Tablets (Reference’
Manufactured By Abbott Laboratories Ltd., UK In 36 (+Z
Stand By) Healthy, Adult, Male, Hwnan Subjects Undes
Fasting Conditions.

Study No. Clm-04/06.
Bio-equivalence

clinical study

6. Clinical study phase

7. Period of performance of Period Start Date End Date
the clinical trial I 13.12.2006 16.12.2006

11 21.12.2006 24.12.2006
8. Countries, where the Clinical Pharmacology Department,

clinical study was performed APL Research Centre.




9. Number of studied
subjects

10. Goals and secondary
goals of the clinical study

11. Clinical study design

12. Main criteria for
inclusion

Plot No. 33-35, 2"d and 3rd floor,
Mirra Multi-speciality Hospital,
Alluri Sitaramaraju Nagar,

Opp 1.P.N. Nagar, Miyapur,
Hyderabad-500 050

INDIA.

planned: 36 + 02 stand-by subjects.
actual: Total 38 subjects completed study

To compare the rate and extent of absorption of
Clarithromycin 500 mg tablets (Test) of Aurobindo Pharma
Ltd., India, with that of Klaricid 500 mg tablets- (Reference)
manufactured by Abbott Laboratories Ltd., UK and to
monitor the adverse events to ensure the safety of the
subjects.

An open label, randomized, two treatment, two sequence
two period, crossover, single-dose, oral bioequivalence study
in 36+2 healthy, adult, human subjects under fasting
conditions. '

¢ Healthy males within the age range of 18 to 50
years.

e A body mass index within 19-26 kg/m*

e Given written informed consent to participate in
the study.

e Absence of disease markers of HIV 1 & 2,
hepatitis B & C virus and RPR.

e Absence of significant discase or clinically
significant abnormal laboratory values on
laboratory evaluation, medical history and
physical examination during the screening.

e A normal 12-lead ECG.
e A normal chest X-ray (PA view).

e Comprehension of the nature and purpose of the
study and compliance with the requirement of
the entire protocol.

e No History or no evidence. of hypersensitivity
to Clarithromycin, erythromycin, or any ‘of the
macrolide antibiotics.

e No history of significant systemic diseases.
e No history of psychiatric-disorders.

e No donation of blood (one unit or 350 mL)
within. 56 days prior to receiving the first dose
of study medication.

e No history of addiction to any recreational drug
or drug dependence.

e No participation in any clinical study within the
past 56 days.

e No receipt of any prescription drugs or over:



13. Studied medicinal
product, method of
administration, efficiency

14. Reference product, dose,
method of administration,
efficiency

15. Concomitant treatment

16. Effectiveness evaluation
criteria

17. Safety evaluation criteria

1 8. Statistical methods

counter drugs (e.g.: Cold preparations, arid
antacid preparations vitamins and natural
products used for therapeutic benefits), within
two weeks prior to receiving the first dose of
study medication.

e No history of dehydration from diarrhea,
vomiting or any other reason within a period of
24 hours prior to the study.

e No family history of neurological disorders.

e Not consumed alcohol and xanthine containing
food and beverages,(chocolates, tea, coffee or
cola drinks) cigarettes and tobacco products, for
atleast 48 hours, prior to check-in.

e Not consumed grape fruit (mosurnbi/sweet
lime) juice within the 48 hours prior to check-in.

s Negative results for drugs of abuse
(Benzodiazepines, Cocaines, Opioids,
Amphetamines, Cannabinoids and Barbiturates)
in urine during the day of check-in for period-I
and period-II.

Test (T) : Clarithromycin 500 mg Tablets

Mig. By: Aurobindo Pharma Limited., India.

Batch No: CK5006001 Batch size: 109,000

Mifg. date: 09/2006 Expiry date: 08/2009

Reference(R) : KLARICID 500 mg Tablets

Mfg. By: Abbot Laboratories Limited, UK.

Batch No. : 30361VA
Expiry Date: 06/2008
Not applicable

Bioequivalence is to be concluded if the confidence
intervals fall. With in the bioequivalence limits of 80%-
125%.

Vital signs monitoring was done at the time of
volunteer check-in, before administration of the study
medication i.e., pre-dose (0.0) and at 1.0, 3.0, 12.0,
24.0, 36.0 and 48.0 bouts post-dose. Adverse Event
Monitoring (Subject Well-Being Questionnaire) was
done at 2.0, 6.0 and 9.0 hours post-dose.

PROC GLM of SAS® software release 9.1.3 Version
was employed for statistical analysis. Summary
‘EtthStICS ANOV A, 90% conﬁduncu mterval ,aud




19. Demographic indexes of
the studied population (sex,
age, race, etc.)

20. Effectiveness results

21. Safety results

calculated using SAS® 9.1.3 version.
Gender : Male
Age (Mean + SD) : 25.71 + 6.05 (Range 19-42) years
Height (Mean+ SD) : 166.89 + 5.53 (Range 156-180) cms
Weight (Meant SD) : 59.08 + 6.44 (Range 50-80) kgs
BMI (Meant SD) : 21.21 £ 2.09 (Range 19.03-25.83) kg/m?
The mean pharmacokinetic parameters of Clarithromycin for

Reference Product (R) and Test product (T) are summarised
in the following tables.

Clarithromycin:
o Mean £ SD (Un-transformed data)
Buranster (Uni Test Product (T) Reference Product (R)
Cmax (ng/mL) 244985 + 702,961 2448.92 & 758.684
AUCq, (hr.ng/mL) 22001.41 + 6895.452 22807.14 + 7383.117
AUCO-inf (hr.ng/mL) 22367.25 & 6909.972 23192.72 + 7395.806
Tmax (hr) 2.00+0.813 1.88 +0.936

14-Hydroxy Clarithromycin:

Mean = SD (Un-transformed data)

Eapameter (Laif Test Product (T) Reference Product (R)
Cmax (ng/mL) 1016.89 + 270.590 973.35 4+ 287.628
AUCy, (hr.ng/mL) 12575.41 +3113.550 12639.21 +3239.172
AUCO-inf (hr.ng/mL) 12937.43 + 3196.423 13124.85 + 3538.959
Tmax (hr) 238+ 1,120 2.25+0.963

Six adverse events were reported during the entire
duration of the study.

« In post study clinical laboratory tests results, Total
Bilirubin for subject No. S2 was found to be 1.2
mg/dL, which was clinically significant.

« In post study clinical laboratory tests results, Platelet
count for subject No. S5 was found to be 148
lakhs/cumm, which was clinically significant.

» In post study clinical laboratory tests results, Platelet
count for subject No. S 15 was found to be 1.41
lakhs/cumm, which was clinically significant.

« In post study clinical laboratory tests results, Total
WBC count for subject No. S 16 was found to be
3900/cumm, which was clinically significant.

+ In post study clinical laboratory tests results, SGOT
& SGPT for subject No. S 18 were found to be 61 UIL
& 85 UIL respectively, which were clinically
significant.

« In post study clinical laboratory tests results, Total

RBC count for subject No. $32 was found to be 3.92
mill/cumm, which was clinically significant.

All adverse events were resolved completely except
one adverse event of post study laboratory test
abnormality, and this subject is under follow-up. Vital
signs showed no marked changes througho
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22, Conclusion

Applicant
(owner of
the
registration
certificate)

study. 12-lead ECG for all subjects found in normal
limits.

The statistical report clearly indicates that the 90%
confidence intervals for Ln-transformed data of Cmax,
AUCO-t and AUCO-inf of Clarithromycin 500 mg
tablets (Test) of Aurobindo Pharma Ltd., India in
comparison with Klaricid 500 mg tablets (Reference) of
Abbott Laboratories Ltd.; UK were within the
bioequivalence acceptance range (80-125%) and
therefore the test product is bioequivalent to reference
product under fasting conditions.

Aurobindo Pharma Limited, India (signature)

(full name)
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1o Ilopsaaky MpoBeeHHs eKCIIePTU3H
peecTpalifHuX MaTepialiB Ha JTiKapchKi
3acobw, 110 MOJAXOTHCS IS JepPXKaBHOI
peecTpatii (mepepeecTpartii), a TakoXK
€KCIIEPTH3H MaTepialliB 00 BHECEHHSA
3MiH JI0 peecTpalifHuX MaTepiatiB
MIPOTATOM JIii peecTpalifHoro MOCBIIUEHHS
(nynxr 4 po3ainy IV)

3BIT [TPO KJIIHIYHE JOCJIJDKEHHA

1. Hasga mikapcpkoro
3aco0y (3a HasBHOCTI —
HOMEp peecTpaliiHoro

KJIAP, Ta0/1eTKH, BKPHTI IVIIBKOBOIO 060/10HK0I0, M0 250 Mr Ta nmo
500 mr

IIOCBI/TYEHHS):
2. 3agBHUK Aypobinmo @apma JIta, Inmis/
Aurobindo Pharma Ltd, India
3. BHp06HHK Aypobingo @apma Jlimiten - FOHiT 111 / Aurobindo Pharma Limited - Unit I1I

Capseit Ne 313, 314 - Broku I, IL, II1, IV, Bauynani, bauynani Maugan, Menuan-
Mankamxupi dictpikt, LltaT Tenanrana, 500090, Inxis / Survey no.: 313, 314
- Block I, II, III, IV, Bachupally, Bachupally Mandal, Medchal-Malkajgiri
District, Telangana State, 500090, India

4. ITpoBeneHi
JIOCIIJUKEHHS :

1 [HocaimkeHHs TaK 1 Hi

0i0eKBiBAJIEHTHOCTI]

SIKuo Hi,
0oOIPYHTYBATH

1) Tum aikapcbKoro
3aco0y, BIAMOBITHO 10
SAKOT0 MpoBOAMIACE a00
IUIaHYEThCS peecTparis

[enepuunmit nikapcbkuii 3aci6, OAHOKOMIIOHEHTHHH

5. Hassa xjiHigHOTO
OCHIKEHHSA
(IOBHICTIO), KOAOBUH
HOMEp KJIHIYHOT0
JOCTIDKEHHS

Binkpurte pangomizoBare, 3 IBOMa CX€MaMH JiKyBaHHs, 3 JBOMA
[OCIIiIOBHOCTSIMH, 3 IBOMA IIEPi0AaMH, TepeXpecHe, IOPiBHsIbHE
JOCTiKEHHs G10I0CTYIHOCTI TPH MEPOpaEHOMY 3acTOCYBaHHI
omHOKpaTHOI 103U Knap, TabneTky, BKPUTI IUTIBKOBOIO 060J0HKOKO
mo 500 wmr (HocnimkyBaHWi Jikapchkuii 3acif) BHpoOGHULITBA
Aypo6inno ®apma Jlimiten - FOuir I, Tuais Ta Knapinun, tabnetkn
mo 500 wmr (Ilpemapar mopiBHsAHHS) BHpOOHHLTBZ AOGOOTT
JlaGoparopiec JItm., BemukoOpuranis, y 36 (+2 B pexmmi
OYiKyBaHHS) 3[I0POBHX JOPOCITHX, YOJIOBIKIB HaTIIECEpIIE.

Homep nocijpkenas Clm-04/06.

6. Masza KIHITHOTO BioeKBiBaJIEHTHICTE

TOCHIDKEHHS

7. Ilepion mpoBeieHHS [Tepiox Jlata mouarky Jlata 3aKiHUeHHS
KﬂlHl‘IgOTO I 13.12.2006 16.12.2006
LA II 21.12.2006 24.12.2006

8. Kpaiuu, ne Bimmin kniniunoi ¢papmakonorii, JlocniaHunskuit nentp APL,
POBOAIIOCH KITiHiYHE ITnot Ne 33 — 35, 2-# 3-i moBepx, Jlikapus Mippa —a
JOCITiKEHHS

00 J.LJ
Manricnenriamiti, Anmypi Citapama pajoky Harap,@fm Si h\
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H. Harap, Misamyp, Xaitnapa6an-500 050 Inmis.

9. KinpkicTs nmarientis y | 3apeectpoBano: 36 (+ 02 B pesxuMi 09iKyBaHHST).

JIOCTIDKEHHL .
3asepunui: Beroro 38 mociiKyBaHHX 3aBEpIIUIN

BUIIPOOYBaHHS
10. MeTa Ta BTOpHHHI [TopiBHATH IIBHIKICTH Ta CTYHiHB BCMOKTYBAHHS JIKapChKOTO
11T KIIHIYHOTO 3aco0y Kmap, Ta6netku, BKpuTi IWIiBKOBOIO 060moHKOW MO 500 MK
BHIIPOOYBaHHA (JocmimkyBanuil ikapcbKuii 3aci®) BHpOOHHITBA AypobiHmo

®apma Jlimiten - FOuit 11, [Hais T2 Knapinua, Tabnerku no 500 mr
(ITpemapar mnopieHsHHS) BHpoOHHMITBA AGGOTT JlaGoparopiec
JItn., BenukoGpuTanis, Ta IPOBECTH MOHITOPHUHI HECIIPHATIUBHX
SBULNI Ta 3a0e3NeunTH 6e3IeKy 3aCTOCYBaHHS y IallieHTIB.

11. JTuzaitH KIIHIYHOTO BinkpuTte, paHI0Mi30BaHe, 3 IBOMA CXeMaMHu JiKyBaHH, 3 ABOMa
JOCIIJIKEHHS IOCIiIOBHOCTAMH, 3 IBOMA TIE€Pi0IaMu, IepeXpecHe, IOPIiBHAIbHE
NOCITiDKEHHs O10M0CTYIHOCTI IPH MIEPOPATBHOMY 3aCTOCYBaHHI y
36 + 2 370pOBUX IOPOCIHX YOJTOBIKIB HATIECEPIIE.

12. OcHoBHI KpHTEpii
BKJTIOUEHHS

e 3moposi yososiku BikoM Bix 18 10 50 pokis
e Inmexc macu Tiia B MexXax 19 — 26 Kr/M>

e Bci namient Hagamm iHGOpMOBaHY 3roAy Ha ydYacTb y
JIOCITi DKEHHI.

e Bincyrnicts Mapkepis 3axsoprosaus BIJI 1 i 2 tumy, Bipycy
renatuty B i C Ta aHTHKap/ioNiNiHOBOTO TECTY.

o BincyTHicTh 3HaYHHX 3aXBOPIOBaHb ab0 KIIHIYHO 3HAYYIIHX
aHOMAJIBHHX 1a00paTOpHUX IIOKA3HHKIB NpH 1ab0paToOpHiH
omiHmi, icTopii XxBopoGu Ta (izmuHOMY OOCTENKEHHI M 4Yac
CKPHHIHTY.

o Hopmansua EKI" y 12 BifgBeileHHIX

o HopMmansHuii peHTreH IpyAHOT KIITKH (IIpAMa 3a/IHs npoelcmx)

L POBYMIHHH CYTHOCTI Ta METH ,ILOCJ'II,I[}KGHHH Ta JOTpPHMAaHHA
BHUMOT BCBOI'O ITPOTOKOITY.

e BijcyrHicTs aneprii ud rinepIyTIHBOCTI I0 KIAPUTPOMILHHY,
ePUTPOMIIIUHY UM 6YIb-IKOr0 MaKpOJIiTHOr0 aHTHOIOTHKY .

e BiacyTHicTb 3HaYyIIMX CHCTEMHHX 3aXBOPIOBAHb.

e BijgcyTHicTs MCHXiYHHX PO3TA/IB B aHAMHE3I.

o BincyTricts noHOpcTBa KpoBi (0mHA ojuHMIA aGo 350 mi)
MPOTATOM 56 JHIB 10 OTPEMAHHS EPIIO 103 AOCII/KYBaHOTO
NiKapchKOro '

o He Gpamu ywacTi B JKOZHOMY KIIHIYHOMY JOCIIKECHHI
NPOTATOM OCTaHHIX 56 JHIB.

« BixcyTHicTs 3acTOCYBaHHs PELENTYPHUX JIiKapChKUX 3ac001B, a
TaKkoK OespelenTypHux (Hampukiaaa: 3acobu Bifi 3acTyH,
aHTAUMIHI JIKapchKi 3aco0u, BITaMiHM Ta HaTypalbHI
IPOAYKTH, IO BUKOPUCTOBYIOTECS 3 TEPANEBTHYHOK METOIO),
MPOTATOM BOX TIDKHIB JO OTPUMaHHS Nepmoi JI03H
JIOCTTiKYBaHOTO JIIKapChKOro 3aco0y.

. BIHCYTHICTI) B aHaMHe3i ,uer‘l,uparaml B HaCHIJIOK ﬂlﬂpﬁl
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OmroBoTH Ui OYyIb-SKOI iHIIOI IPUYMHK IPOTIroM 24 rOfUH 10
IOCHIIKEHHS.

BijicyTHiCTh HEBPOJIOTIYHHX PO3JIajIiB B aHAMHESI.

HepxuBauug ankoroio Ta ki abo HamoiB, IO MICTATH
KCaHTHHH (IIOKOJIQJHI LYKepKH, Yaif, KaBa 4H KoJa), LUrapox
Ta TIOTIOHOBHX BUPOOiB, MpUHAKMHI 32 48 rouH 10 peecTparii
y BUIpOOYBaHHi.

HerxuBaHHs BHHOTIPAHOrO  (COJOIKOIO
npoTtaroM 48 rouH 10 peecTpartii.
HeratuBHi pe3yibTaTH y Ce4i Ha MpPeIMET 3JI0BXKHUBAHHS
MKapchKUMHU 3acobamu  (OeH3omia3eniHd, KOKaiH, OIoiiH,
amderaMiny, KaHHaOiHOIMM Ta GapOiTypaTH) NPOTIAroM IHS
peectpartii y nepion I ta nepiox Il BunpoGyBaHHs.

JTUMOH)  COKY

13. HocmimxyBaHui
miKapchKui 3acio,
crocib 3acTocyBaHHA,
e(eKTHBHICTB

HocaimxkyBanmii jgikapebkmii 3aci6 (I): Kaap, rta6aerkm,
BKPHTI IJ1iBKOBOIO 060s10HK010 10 S00 Mr

Bupobuuk: Aypobingo ®apma Jlimiten, [unisa

Homep cepii: CK5006001

Harta Bupo6uunTsa: 09/2006

Homep cepii: 109,000

Tepmin npugaraocti: 08/2009

14. Pedepentuuit
nikapchKHii 3acib, 103a,
crioci0 3acTocyBaHHS,
e(heKTUBHICTh

penapat nopiBusaasa: KJIAPIIHU/, Tabnerxku mo 500 mr.
Bupoouuk: A66otT JTaGoparopiec JIta., Benmukobpuranis
Howmep cepii: 30361VA

Tepmin npugaTrocti: 06/2008

15. CymyTHs Tepartis

He 3actocoBano

16. KpuTtepii ouinku
e(heKTHBHOCTI

BioekBiBaJIeHTHICTh MOBHHHA OYyTH JOCATHYTa SKINO JOBipdi
iHTepBAJIH 3HAXOMATHCA Y Mexkax OioekBiBaneHTHOCTI 80% -125%.

17. Kpurepii orinku
Oe3nexu

MOHITOPUHT BiTAJIBHHX O3HAK IPOBOJAMBCA MiJ Yac peecTparii
JOOpOBOINBINIB, Mepel BBEACHHSM [O3H  JOCIiIKYBaHOTO
nikapchKoro 3aco0y momepeaHbo Ta yepes 1,0, 3,0, 12,0, 24,0 ta
36,0 romgMHH TmicaA BBeAE€HHS H03U. MOHITOPHHT MOOIYHHX
peakiiii (aHkera camoroyyTTs) nposoauscs uepes 2,0, 6,0 Ta
9,0 roAMHH 1TiCIIA BBEICHHS JO3H.

18. CrarucTuuHi METOIH

Jlna craTHCTHYHOrO aHajiizy OyJio BHKOpPHCTaHE IIporpaMHe
3abesneuenns SAS® PROC GLM Bepcii 9.1.3. 3Beneni
crariuctayHi qani, ANOV A, 90% noipuunii iHTepBai, KoedilieHT
aHai3 CHIBBiJHOIIEH, Ta  BapiaOeJBHICTH  MAIl€HTIB
OOUHCITIOBAIIH 3a JOTTOMOTrOI0 IIporpamMHoro 3abesnedenns SAS®
Bepcii 9.1.3.

19. Hemorpadivni
IOKa3HAKA
JIOCTTIiPKYBaHOTO
HaceleHHs (craTh, BIK,
paca ToIo)

Cratb: 4OIIOBIKH

Bik (cepenne 3nauenns + SD): 25,71 + 6,05 (inTepsan 19 —

42) pokiB

3pict (cepenne 3nadeHus + SD): 166,89 & 5,53 (inteppan 156 —
180) cm

Bara (cepenne 3uadenus = SD): 59,08 £6,44 (iaTepsan 50 —
80) xr

Innexc MacH Tina (cepeqe 3HaveHks = SD): 21,21 £2,09
(inrepman 19,03 —25,83) kxr

20. Pesynberatu
e(eKTUBHOCTI

Cepenni 3HaueHHs (hapMaKkoKiHETHYHHUX HMapameTpiB Kiap ais

JOCHiKYBaHOro Jikapeskoro 3aco6y (M) Ta pedepeHTHOrOY (50




3aco0y (P) HaBeJeHHI B TaOIHIIAX HUXKYE.

Knaputpomiruu:
IMapamerp Cepenne 3Ha4eHHS £ CTAHTAPTHE
(opuHHLS) BigxuyieHHs (SD) (HeneperBopeni
aaHi)
Hocnimxypanuii |  PedepenTuuii
JikapcbKuii JiKapcbKuid
3acio (JI) 3acib
244985 + 244892 +
Coiny (i) 702,961 758,684
AUCo4 22001,41 22807,14 =
(roxur/wn) 6895,452 7383,117
AUCinf 2236723 £+ 23192, 72 &
(rogxHr/mi) 6909,972 7395,806
Tmax (Tof) 2,00+ 0,813 1,88 £0,936
14-rinpokcu Knaputpominms:
IMapamerp Cepenne 3HaYeHHd + cTAaHIAPTHE
(omuHmIs) Bigxuiaenns (SD) (neneperBopeni
JaHi)
HocnipxyBanuii | PedepenTuuit
JiKapchbKH JiKapchbKHii
3acio (JI) 3acio
1016,89 = F13,55 &
Comax (r/na) 270,590 287,628
AUCo4 12575,41 + 12639,21 +
(rox<Hr/MT) 3113,550 3239.172
AUCq.inf 12937,43 + 13124,85 +
(romxHr/™Mi) 3196,423 3538,959
Tmax (ToJ) 2,38+ 1,120 2,25+ 0,963

21. Pezynbratu Gesneku

[Iporarom yceoro mepiomy BHIPOOYBaHHS MOBILIOMIIIIOCS IIPO
IIICTE OOIYHUX SABUILL, '

*Y pesynpTarax KIHIYHHX J1a0OPAaTOPHHX HOCHIHKEHb ITiCIISA
BUINPOOYBaHHA 3aralbHUM OinipyOiH y mamienta No S2 cTaHOBHB
1,2 Mr/mu1, mo BBaXKayIocs KITHIYHO 3HAYY LIUM.

*Y pesynprarax 7a0OpaTOPHUX TECTiB ICIS  KIIHIYHOIO
JOCTi/DKeHHs. 6yJI0 BCTAHOBIIEHO, IO KiNBEKICTE TPOMOOUMTIB y
nauienra Ne S5 cranoBuna 1,48 Trc./MM, 10 BBXKATOCS KIIIHIYHO
3HAYYIIHM.

*Y pesyinbraTax 1a0OpaTOpHHX TECTIB MicClf KIHHIYHOrO
JIOCTI/DKEHHs OyJI0 BCTAHOBJICHO, IO KiNBKICTH TPOMOOIMTIB ¥y
nanienta Ne S15 cramoBmma 1,41 Tuc./MM?, mo BBaxkamocs
KJIIHIYHO 3HAYYIIHM PE3YIbTaTOM.

*Y pesynbraTax 1a0OpaTOpPHHX TECTIB ICIsA KIIHIYHOrO
JIOCITiKeHHsS. OyII0 BCTAHOBIEHO, MO KUTBKICTH JIEHKOLMTIB Y
nanienara Ne S$16 cranormaa 3900 / MM>, 10 BBaXaIocs KIHIYHO
3HAYYLUM PE3yJIBTaTOM.

*Y pesynprarax 1abOpaTOpHHX TECTIB IHCHA KIIHIYHOTO
nocnipkeHHs 6yno BcranosieHo, mo ACT ta AJIT y mamienra
Ne S18 cranoBwiu 61 ox. ta 85 on., 10 BBaXATOCA KIIHIYHO

OP

3HAYYIIHM. 00 PHN]




. V pesynprarax KIHIYHEX T1ab0paTOpPHUX JOCTIIKEHD MicIst
BUIIPOOyBaHHA OyJI0 BCTAaHOBJIEHO, IO 3arajibHa KiJIbKiCTh
epurponuTiB y manieHta Ne S32 BusiBunacs 3,92 twc./Mm3, mo
OyJ10 KIIHIYHO 3HAYYLIHM.

VYcinobiuni seuia OyJiu MOBHICTIO YCYHEHI, 32 BUHSTKOM OHOTO
BHITAZIKY, II0B’I3aHOTO 3 TIOPYINEHHIM Ta00paTOpHKX TECTIB IMics
BUIIpoOyBaHHs, 1 Iel marieHntT mepebyeae mix Harasmom. He
BUSBJICHO TIIOMITHHX 3MIH JKHTTEBO B@X/IHBHX IIOKA3HUKIB
IMPOTArOM YyChOoro BHIpoOyBaHHA. VY Bcix mamieHTiB EKI
3HAXOJUIACk B MEXaxX HOpMH B 12 BigBeIeHHAIX.

22. BucHoBOK

CrarucTidnuii 3BIT 4iTKO BKazye, mo 90% nosipyi inTepBaia 1s
Ln-tpancdopmoBanux gaaux Cmax, AUCO-t ta AUCO-inf mns JI3
Knap, taGnerku, Bkpuri miiBkoBolo o6Gononkoro mo 500 Mr
(HocmimkyBanuit nikapcekuit 3aci6) ¢ipmu Aypobinmo dapma
Jimiren - Hmir I, Iuxpis Ta Ttabnerox Kmapimun 500 mr
(pedepenThuii 3aci6) upobHHITBA AGGOTT Jlaboparopiec JITu.,
BenukoOpuranis, 3HaXoHAThCS B JONYCTHMHX  MeXax
GioeksiBaneHTHOCTI (80 — 125%).

Tomy mocmimxyBaHuit jikapcekuit 3acib6 ¢ 6ioekBiBaTeHTHHM
pedepenrroMy 3aco0y B YMOBaxX HaTIIECEPIIE.

3anaBHUK
(BnacHuk
peecTpauiitHoro
NOCBiAYEHHSA)

Aypdbinmo aﬂtrzf;.; ist
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