3996 3mos @.,! 356500dY J.,2 3md9gMH0dg b.,2 ¢gxbsdg @.,2 35Fo6053s 0.1
356M39000meols 6,25 dg-0560 GsdEgGHgdol d0mgd3035¢gb@Mdol dglfagers in vitro
blbsmdols BgliGoom

olblyy,  BMEI3GImo ©s  GmJbogmmmyon®o  Jodool  ©g3stEsdgb@ol,
“a@md5GHLGHOL” LogsTMEEM EISdMMIGHMGOS 2

3OGIOHoMmo 303903960y dogo  dbmgzwom  Imlsbegmdol  bygMHom
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$s993s60 GO 960390 3MGJMHOMWO 30396 GH9bbools 530Mbo®
096MT53MMYM305L. X6l Jmboggdgoom,  303m@EbBommo  36M9356M5FHd0L
(93O doegdolsl  Fglodwrgdgaros  35309bGms  60-85%-do  (jBg30L
B®3se0Dgds, 29OHMMEg0gd0L 9306 530 gds s WY ™dOL F9d306M9ds [1,2].

X969mb 6930895530900, 5OEIMH00 30396 G g6BoOL bsd3MMbswrm© 535505
094969396 5 d0M0©O XAMBOL 3MG356M5BHIOL s T 3MId0bs30gdL, oo MOl
563030390396 ome BsMHT53MmmMYM530530 B-50M96MdIMIsEMMgdo MBJd0sL ghm-ghm
LoBSBOLM M35GB [5].

B-5006M96Mmd™M353HMEO00,  LoJoOM3geml  RMT5393G I dSDBIODY,  BIOOM™
139dBHM0Mss Homdmygbowro, o MmOl JmmMbmzgboos s 9GP0 G939EGSE00m
LoMRIOMAL  39M39000MO,  OMIGEoE MY gJ30m0 B-dEPMISGHMMO0S.
50530OMMWI©  BM353L  3MLALOBIBLMO -5 IBMMY393GHMMYOL. ol 0fj393L
56056065, 3630303963 96%Bom, 35BMPOWHES30M Qo
9b6GH03OME0x9gMs30w 8mddngdst [3,4].
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33w030oMm3Mgdo©0, 96v) X969M03Mwo 3M9356M5GH0m. dMIBO 36M935M9E0  Y39oBY
dmmbmgbsos s 39030 M93BHO30000 LoMRgdIMBL “OWIEMIBEOL” BHodwgEHJoo
(308356005-“30x3056—¢s HMTg” 0@owos) 6.25 3y s “©OowsEHMIBO” BodwgBHgdo - 12,5
dy-00b60  (3m33560o-“Omdg” (39l 0@S0s).  XIbgMH0IMo 369356530l
dPomIMgdgwo 43996900 Lo3dom@ 393600 0FSE0s, LErmggbos, Mbydmgmo, agMdsbos,
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39M0M5GHOL 6,25 320560 s 12,5 83-0560 (539OLO-Mo30MbIE0) S 3MOGM30L 5090
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dmMob. SLgo EOML 99930 9d9E0s, GMI JgMhgmE x9bgMoze Hodsewl 3Jmbogl
0bgm039 MYM3300 9d3035wgbBH™Mds O MBOIBODBMYds, MMAMOF 339 SV0SMYIN
602005 M6 369356M5@).
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54BH0MM0 JoMoMo 396GHM0, M3 296530MMmdGBL MmMO 9BsbEHOMIMOL sOLGdMdL; S(-)-
0BMIGMH0  5MOL  5JBHOMM0  A-5MIBMOCMZSEHMMO, bmwm R(+) obmdg®o 100-x96M
6530093500 9JBH0M0s — B-019393GHMMJO0L FodoMOm. FoaMsd MmM039 0DMIGMO MsbsdIMO
5d3Ho3mdom  dmgdggdl o—  5EMgbMmMY393GHMMGODY. OO  SWDBIMOMOOM, SFOM
50blbgds 3903900 Mols BEGHIMIML3IE0R03MOMDS SEMIBMOY393EGMMJOOL B0 o.
5051505 39039000 Mmob bZYHYIMUL3Y30530371OMOOL SbLBSL (3000EMdIE sdomEsmMboL
153 BOM. g 3565536900 5BJsMdL R-9BsBEH0MIGHOL A 39OHMboGm9doL LoBJsMgls
Q5 BOEOL 5MIBMBdMZ0MGd9 9539JBL [10].
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30035605 “®m39”°-L M9xngMHIbGHMWwo  36M9350M5¢  “@owedMgbool” 6,25  3y-0sbo
G90W93Hgdol in vitro 00Mmgd3035¢gbGHMdOL 9MGOOMO 3310939, blbsMdOL FHbEHoL
dobggzom.
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0560  BHodwgdHgdo  (“pMobgdbo”  WwsB308);  M9BIOIBGHMo  3MY3MSE0-
“@0sGMmIbol” 6,25 9-0560 Godwg@gdo (“Omdg” Gdobgmo), M9x39M9gbL LEsbsMEO
-“3963900Mm@ob” LwdlEsbEos (593 - 99,8%).
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39bLsBE3MOL bgwlisfiym, 336Gbsgo boRsdo - ERWEKA DT-600, s65¢00bw®mo Lolimeo —
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dmmbm3zbgdols Jglodsdolo. 33wg30L  3M0EIM0IN0s©  godmyggbgdme 0dbs MmMo
3565393003 — Abs3LgdoL 395303309630 (£2) Lb3osLb3s GIgLsM30L sGOMdzocMgl 50%
Q5 3oblb353900L 3m9x3030963)0 (f1) 5699l -15%.

dmddgoo  60gmogMgdols 390390 mEol - 9303939  J0MO0MGINO
o0M9bMdOL  5H3MI30609L 80%- ol godmmogolbynwgds 30 (ool gobdogwrmdsdo.
99b3960896G0 Bo353H9MI0 OMYMOE ¥MTs FJMYJO0m MIBEMIOBYOMEO X35Mg0bO
33930 mGo  3gM0MEPOom @S MO0  ®ob30dEI3mdom  xSBIML, s FDAUL
93009960530900L s USP- dmbma®s30900l dqlisdsdols, blbsmdol bsd s6gdo (pH
1,45;PpH 4,5 @5 pH 6,8) oommgmewo 3(o®mdmgderols boffo®ad 12 ¢sdwg@ g, mommgmyero
pH-ob sGglomgob.
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3095303096@¢0 Lsdogg pH-ol d9dmbgggzsdo. gdudgmodgb@ol 9wgagdo dm3gdwmwros N1
3bMowdo. “356M300000Ls” S “OsGMmIbEOl” 6,25 33-0560 FodEgEJOOL goblibol
30693035 dglfogeroe 0dbs sMLYdIMwo dgomEMo ©93m96s309d0L Lsxgdzqw By
USP 40/HF37; ICHQ2B(CPMP/ICH/281/95-0b) ICH Q2A (CPMP/ICH/381/95). co®mol
0639350  509dme  0dbs FDA-U  dmmbmgbgdol dobggoom (7, 8, 9, 10).
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pH - 1,45, 5393936 399139630 pH - 4,5 o 3obgs@«e dmgghdo pH - 6,8, 99L50500bs,
0o69ma9bo0s 46059303900l Laboo (aMog3o030 N1;NN2 oo N 3).
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369350530 369350530 % (£2) % (£1)
dgoomo 1. 0,7%
Jm®figomdsdso39, 99,2249 97,7870 84,78 % 1,81 %
pH =1,45
d9oMEO 2.
539GHOGHO 93,0690 98,1758 67,51% 4,68%
053960, pH =4,5




99O 3.
RLRBSEGHMOO 81,1026 83,9008 60,19% 6,84%
039GO, pH =6,8
360396 0v)0900: >80% 30 §9000L g56d530mdsdo >50% <+15%
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99b396M0896GHOL 99 JO0ID  49dMIEObLMY,  Lo3zergzo 3635 EHOL-
“356M300000L”  BOdWYHIO0EID  FoMTo3MMmyoGs©  odBHoMo  LdlGabiool
396039000 Mol 25dmbmsgz0lwRWNds J9o9bL 80%-bg dg@L 30 -0l 96353 mdsdo
@5  d99Lsdsdgds  FDAsSL o x963mb  dmmbmgbadl. 93960 9bGme 36935603 msb
09005M900m,  “356M30000¢0lL”  AbAs3LYdOL  3Mm9Bo30gbGHo  (f2) s  29blbgsgzgdols
39930306930 (81) bmMIob Gotmygddos £2>50% o f1<x15%. (gbMogro N1). 59605,
“39M3000LY” @S “OWIGHMIbOL” 6,25 Tg-0560 GHodEgEHIdo0oL blbsmdol 3079
69@030L 8gsmgdomo dglfogerols Loywdlzgubg oagbow 0dbs, M®A s FmeMob
UAOGOLEH0IMME LEOFIMBM AoBLbZ3905 S SOLYOMBU.

1533930 X 9690030 3MY35MGH0 - “35M30000” (3MmI3sbos “4Mmobgdlo”,
W5H305) M9x8IOIBGHME 3M93565¢ “owsEHMbOL” (3835605 “GmTy”, G9dobgmo)
00M9d3035¢9bGH¥M0s, in vitro blbsmdol (domgzg0396M0L) GHqbEGol dobgzom.
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Kunchulia L., (1) Baramidze K., (2) Koberidze N., (2) Tepnadze L., (2) Kacharava M. (1)
STUDY OF BIOEQUIVALENCE OF 6.25 MG TABLETS OF CARVEDILOL BY
SOLUBILITY TEST IN VITRO

TSMU, DEPARTMENT OF PHARMACEUTICAL AND TOXICOLOGICAL CHEMISTRY, (1)
GLOBALTEST”, LLC TESTING LABORATORY (2)

In vitro bioequivalence of carvedilol-containing “Carvidil” 6.25 mg tablets ("Grindex”-
Latvia) by correlation of reference drug “Dilatrend” 6,25mg tablets ("Roche”- Romania) have
been studied by test of solubility.

Their standardization according to USP was established. They are pharmaceutically
equivalent. The kinetics of solubility of active compound carvedilol in 6,25 tablets of
“Carvidil” and “Dilatrend” have been studied by us at pH 1,45, pH 4,5 and pH 6,8. There was
not statistically credible difference.

The results of our Biowaiver research correspond to the international protocol of
validation Guidance for Bioanalitical Method Validation U.S. Department of Health and
Human Services Food and Drug Administration Center for Drug Evaluation Research
(CDER) Center for Veterinary Medicine (CVM) May 2001.

The generic drug “Carvidil” and reference drug “Dilatrend” are equivalent in vitro.



