050530dY J., B0330qdg 0., 6395ensdg 8., fodo®odgowo J., FJo3sdg 6.

“egwndbobol” ©s “nguenglogobol” 200 90560 GodwgEdolL blbswmdol 3GmgBowwol FgwsMgdomo
39g39L900

“amd3eEIUAOL” LogsdmEEm sdMMSEMM0s; MLLYY, BMASEIZGIo ©s GMJbogzmmmyonmo Jodool
935603599630

B9M35393GMS LogMHmadmOobm sbmEosiool (FIP) s g3s63s:3933)-0fo00mgdgems LagMmsdm®mobm
bmEosgool (IFPMA) ghommdmog  gobbogdsdo  50bodbmos, ®md mMoyobswmw®o Lsd3m@mboem
Lodwgoegdol  Jgaaws  x9bgmo3zom  dgbsdwgdgwos dbmewme 00 Ggdmbggzedo, GMmEgbsg 333
§om3madmo  bs3MOMbowm  Lodmowgds  Tgglodsdgds  s©00sMGOME  LogHmsdmEmolm  1EobsMEHqdl,
000943035 gbEHMdOL hsmzwom (2).

X96s330L  Abmgwom  memybobszool  (xsbdm)  M93mIbogoom  domgdz035¢abEHMdOL
Fglsbfogamaco @o9moygbgds in vivo b in vitro 33¢093s. 3065006 Bs®T3m30693 0390 33193900 Ls3dom
d306500M0MJOME0 s boba®dwogz0s, v3565L369w Hargddo, domgdzoz3swbEHMmdol olaygbs X s6IM-U
5 FDA - 6930096053000 bvyan 9g360 5JGHom@e@ 208m0oggbgds in vitro 33¢0939, 9699 Ggb@Go “goblbs”,
d9L50500Ls©, 33WsgRoMTIMIGIMO s MOOYOBIWMMHO 36935M5GJOOL 2obLBOL 3BMaowol FgsMmgds
(1,3,4,5).

L5doM390Ml BoMTo393GI0 BB BoloSMOYds OHMPMEOF 5RO MdM030, g3y MEbMMOO
§om3mqd0l 0O MomEIbmdol 33ws3homImMgdywo 99003599637d0L b6+ XgbgH039d0L sGLYdMdOM S,
F9l50530L5, 9GO ME0S MM MG 30935M5FJOMB FgEsMd0m 59 Lod3MMBswm L3 sEgdYdOL
989JGHMOMdOL Fgufogzwol 3GMdErgTs. 2obL3MMMHYO0m 3OHMIWYINH 369356M5GIOL BMEOL dMosBMYDS
3bG0domEH03900.

0gmdlsgobo BGmOJobmwmmbidol xawzol 9JOHm-gMmo yzgwsby 3odmEowo s Fo®dsdgdweo
9630003030 LodMogdss. 030 JodomEo HoMdmoyabl (+)-9-83@m®m-2,3-o30MM-3-3g00w-10-
(4-089000¢0-1-30396M5B0bow)-7-mgdlo-7-306M™ [1,2,3- ©g]-1,4- d96BMJLoBOL 6-35(:dMTg535L (6,7,8)
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6sb. 1. mx3emdbsgobol Jodowmo LBGwIEwHs

mgeemdbszobol dogboom Jomgdolsl sdLMMBdE0s LEMexgo s LOHMEs (95%-00Y), domdgiggsEmds
96%-%g 993095, 3006 9353006905 — 25%; 3gHMOIWMHO F00gdoLsL oglodowrMo 3mbiEgbGHMmaos
(Cmax) doowfigzs 1-2 Losomol 899gy; ©30dwdo 39390dMmEobgds 5%-bg g3 0; bobgzemasdmymaol
3960M©0 — 4,5 — 7 LsM0; Po0M0YMAs JOMOMOPIE M0M3TGgdom (75 — 90%), 4%-by dg@o — bowzgwoom.
006300l goMgdg 3woMgblo bszwmgdos 20%-bg. 200 dy-0560 GHsdWIGHOL gOHNXIMo©O Fowgdolsl
95600 458Mm0ymRs 20-24 Lo50oL gobdogEmdsdo; 56 39990MmEYdS. BoGIMIdWMWo bodwdsm dobbs
0bobogs blbsMdOL FHgbBHob gsdmygbgdom “@gwmdlbsgobol” 200 9y-0560 GodwgEgools (dmmobmgm,



09MmOHl0s) s 3339605 “bgb®B0gzs™-b (Bgbgmo) Bofo®dol, Mgx39Mgbdma 36Mg3sMsd »mxwmdbobo”-U
200 9g-096 ¢odag@gdob in vitro d0mgdz03swgb@mdol 33¢g3sL Bbsmdol 3GMmBowol 9 gd0m.

336930l dsbsgms s Jgodm@gbo : 3300935 3obbmGmEogwEs  MmymeE 0635, FgsMIdOmO
656MI0BgdM0, X35690060 331935 MO0 3gHOMPOM O MO0 MBT0TY3OMBOM, Fglitrmers K o6Im-

b s FDA-U 69300960530980L d9Lsdsdobo, blbsmdol 3 6980, mommgmwo dFamdmngdeols bofomd 12
390w9ABY, 000MGME0 sOHgLsM30L (GbGowo N1).

3b®oo N1 “agwmegdbobo™l ©s “mammndlsgobol™b GdagEgdol 33wggob bggds bibsmdol Gglidol dobgwogom

bLbsmdol 569 0xmgdlbsgobol bgsbsOEMwo 600v)dol 50900l O™, oo

6034990l blbsMol LEsdowGHMdOL

356LsBO3EM
sbars 9 6 Losmob 0goedbobo, | mgamedlsgobo,
®0Bogd)o 399097 (n=6) [ORUHIVHILY GdwYHIBO
blbs®o (n=6) (n=12) (n=12)

dgmmo 1. 900 de» + + 5,10, 15,2030 | 5,10, 15,2030
0,1 lOTQY
J@oOfyswdsdgegs
pH =1,2+0,2
dgmmo 2. 900 de» + + 5,10, 15,2030 | 5,10, 15,2030
539O>OIO0
omxzgdo, pH = 45
+0,2
dgomeo 3. 900 dg» + + 5,10, 15,2030 | 5,10,15,2030
ROLBSGYIO0
omxg@o, pH = 68
+0,2

mgwndbobol 200 9y3-0560 Godwg@gool (“bgbBHozs”, bgbgmo) M9x8gMbGHMEw  3MY3sMsEo©
399myg9bgdol s0Pg3560 gobsdommds 03 43MHgdmgdsd, HmI dolo boGolbo, MLsxgMmMbMgds s 9BIIGHIOMDS
39IL30m 0ym Jgufagzwrowo fobs s 3mliEdsm3g@obymero 3313900l O™,

3309358 350oMmImgdom  bgwlofiym®g ERWEKA  DT-600, 6Mmdwmolb  &gdbogm®o s
Logdudemo@ogom  Fobsboomgdwgdo  dowosbo  Tgqlodsdgds 500, dM0GBgMOl s  93MM30l
R6HT53Mm39900L Fmmbmgbgdl.

2900 05306MBEYOYWO bo33@930 Bogmoghgdols M5 qbMdSL 3L5BEOIMIZLOMN
139dBHOMBMGHMIGHODY —Cary 60, GMIWolL  GHgdbozncmo s bsgdudwmsGsgom  Foboliosmgdergdo
00005650 Tgglodsdgds 589, 0M0EBJMOL s 93OM30L BoMT53m399008 TmmMbM3zbgdl s sIM{FIgdmEos
LLO3 “BEoba®@Hgool, ¢9gdbozm®o MHgywsdgb@gdols s dgEHmmemaool gmmabvwo Lssagb@mlb” doge.

blbom@mdol  JoMgdMwo  3OHMBOEgdoL  MHIRIOIBGHWM  36935M0FGHMD  FgsMgdol  Fgxnsligdsl
39bgbom Abysgzbgdol 3mgx03096G0L d9d3gmdom, HMIOL AsBLsBEIMmOL TJNMPOZIS SVO0SMIOMWOs
x0600m-U, FDA-bs @5 930mboogab@ml dog6; 8mbsgdgdol  gsbbmasgdol dobbom, 3omzwoom
296Lb353980L 3mgx80E0gbEHLYE.

9J30350963H™MBdOL  3MoGHYMoMIgdo:  MIRIOYBGHM  30935MsBmb  Tugagligdol  3mgn030gbGo
659930609l 50%, 456Lb3o39d0L 3mB0EOIEEO — 9®5v)dgBgL 15%; 9953m35BY F0MOMGIMEO, 5JGHOWOO
LBLEBOBEOOL — “MBWMJLoE0bo”-l HsMmEIbMdOL sH5dzoMgl 80%-0lL gsdmmsgolwygwgds 30 ool
3968530Mdsd0

9Jb3g6M0096& Mo bsfoemo: 33¢g35 8000bsMmYMd®S 3 993560



I 93930: M9839096GM@0 s 15331930 301935M53JOOL BoMT3I3GIL0 973035 gbEHMBdOL o6,
USP-b 8m;mbmgbgdols 8gLsdsdobo;

II 9930: bbbs™doL BgbGob 2 s 3 I9oMEIOOL ZoWOWS30;

III g@sdo: in vitro 943035¢gb@mdol 331935 ,bLbbo®dol GHabGHom” X963m-b, BMTo393GwI0
9930350963 ™d0L ILLEYI6s© M98INIBEGMWO s 1153330 3093565FJO0L boMolbo dsbobsbrgms USP-
b 8mmbm3zbgdol glsdsdobs.

290m80bsMg 0Josb, ®md pH 4,5-bs s pH 6,8- by (Ggoomeo 2 ©s 3) ,blbsmdol @gbGo”-b
30000700 50hgM0wo 56 sHol USP-U dmbmy®snosdo, dobsbdgfimbowa Bsomgows s0bodbwen pH-ob
960383690 mddBg  ,bLbs™dOL  FHYuEBHO™-b  Bolo@BoMgdms BdsBolboe USP 40 NF 37-l 306m™dgdol
2450mygbgds ICHQ2B (CPMP/ICH/281/95-0b) s ICH Q 2 A (CPMP/ICH/381/ 95) dmmbmgbgdol
390350oL{jobgd00m s 53 306MBYBOL 35¢0EHE0S FBLBOL GHYLEOLIMZOU.

6MHMob 063 gM35wgd0 50gde 0465 FDA-L dcmombmgbgdosb.

bbbsmdol GHgbGolL 9g-2 o 99-3 FgMEIdIOL  Z5e0EO0LOMZ0L  33eg3s  FoBbMGEBogE©s

bseOLbOL LogMHMTMOOLM bEsbEadEHdOL (ISO 17025, ICH Q 2 A) dmombmgbgdols dglsdsdols, 999ga0
35005300l FobslosmgdEgdol Jobgzom: 3g30RIZYMMDS, LfjMbsBMZEYds, LEBMLG s Lolfim™y.

»oLBOEMBOL FBHgbBHoom” in vitro 9d3035¢9bGHMBOL 33¢g3s ABLMMEF0YEEs blbsMmdol bsd sMgdo
(gdMowo N1), ,,0530mdlobo”-l ©s ,,xzEemdbsgobo™b Gsdwg@Egdol blbsmdol 3069030l dgstgdomo
9mbs399900 dmEgdmwos N2 gbGogrdo.

bm®.N1. 3odeg@osb mgamdlszobol 398mmsgolvaegdols 3Gmaowo, 0,1 dmgr Jarm®fysandsdsegsdo
pH 1,2-%9

e
o
%

bm©.N2. ¢3degEH0sb mxmmengdlsgobols 358mmsgolnaergdols 3hmaowo, s39@sGTIm d3vgg®@do pH 4,5-bg



e g yla

e, By
- E

bm®.N3. 3degEH0Esb mammendlsgobols 358mmsgolvyaergdols 3hmgowo, gmbgsdm® dxg®do pH 6,8-by

gbMowo N 2 ,mgwmmdlbobo™l ©s ,miemndlsgobo™ Ul @GsdwmyEgdol blbsomdol 30693030l dgstgdomo
0mbs3g9900

blbsmdoL 5609 3900003053 qds, % abas3LgdolL 296Lbgzs3980L
™9%3030953)0, | 3195830309630, % (
ba33w930 GoBgOKOwo | 3 ogg;o(gfg)e) $°08 (31 %G)
309350530 3609350530
dgomo 1. 0,1 dmen 90,1% 90,9% 62,99 % 6,46 %
JmOgowdsdsezs,
pH=1,45
d9mm@o 2. 88,20% 89,29% 61,23% 8,59%
539H>OYO0
03960, pH =4,5
d9mm@o 3. 87.37% 90,64% 72,13% 491%
RbBIGMEO
0539Mo, pH =6,8
30039MH03900: >80% 30 >50% < =15%
fmorols
29605300 mdsd0
3329300 89ga900:

Aguhogomo  ogm  mxzemdlsgobol 99933390, “mgamdlogobol” 200 dy-0560  GodwgEHgdol
(®d60bM3M, dgEmEWLOs) in vitro 80Mmgd3035¢gbEMds blbsmdol 3Mmazowo 3md3s60s “bgbEozs”-b
(Bgbgmo) bsfoMma, Hgx396M9bE e 3609350M5¢ ,MmBwwmJbobo”-l 200 dx-056 FH9dWYEHJOMb Fgsmgdom,
blbomdol GglGob godmygbgdoom.

33w930L 89939005 g30P396s, GMI Hgn39MIbGMwo s 1533Wg30  3MY3sMOGHJOOL  bamolbo
899L505990s  USP-  dmobmgbgdl o, dgbodsdolo, qu  36M935M9FJO0  5MHOL  BoMTS(393HILSQ

03308>@bOYo-
mR3mdlogobol Bodwg®Egdol pH4,5-bs s pH 6,8- bg, h39bL doghH TgmogsBgdme 306mmdgdd0
29bLBOL  BgbGHol ZseoEoEool F9wI®, ©IYObs dgomol LGwWwo dgbsdsdobmds Guidance for

Industry Bioanalytical Method Validation U.S. Department of Health and Human Services Food and Drug
Administration Center for Drug Evaluation and Research (CDER) Center for Veterinary Medicine (CVM) May



2001-0b 9mmbm3zbgdmsb 9900  3900EIEOMMO  Fobslosmgdwgdol dobgzom: L3YE30803NOMD.,
LOBMLEY, LoLbHMEY s LFMObIBMZb V..

“0xndbobol”  ©s  “Oxwmndlsgobol”  GHedwgBgdol  blbsmdol  3MMmBowgdol  dgEsMgds
330P39690L, M3 do;  FmEol, blbomdol 3obgBozol dobgzom, LEHIGHOLE03WMS©  LoMfdmbm
256Ub353935 56 sOLYGOMBL;

15330930 3Mg35M9BH0 “MgEmdus3obo” s MgxngMIbGHMwo 3Hg3sMsBHo “mgwmdbobo” in vitro
9d303>@bOIM0>.

@OGIOSGHMES:

1.WHO Technical Report Series, No. 937, 2006, app. N7
2. http://www.fda.gov/cder/ogd/index.htm

3. Joint Statement. between The International Pharmaceutical Federation (FIP) and the International
Federation of Pharmaceutical Manufacturers Associations (IFPMA): Ensuring Quality and Safety of Medicinal
Products to Protect the Patient. - Geneva: FIP, IFPMA, 2002.

4. HHS/FDA Guidance for industry: bioavailability and bioequivalence studies for orally administered drug
products — general considerations. Rockville, MD, 388

5. Department of Health and Human Services, US Food and Drug Administration. 2003
(http://www.fda.gov/cder/ guidance/index.htm).

6. USP 40 NF 35

7. “Floxin Tablets (ofloxacin tablets)”. Centerwatch. Floxin Tablets New FDA Drug Approval | Center Watch.
Retrieved August 25, 2016;

8. “Floxin otic New FDA Drug Approval”. Centerwatch;

Baramidze K., Chikviladze T., Namgaladze Sh., Tsikarishvili K., Chikadze R.

A COMPARATIVE EVALUATION OF DISSOLUTION PROFILES OF THE TABLETS OF OFLOXIN AND
OFLOXACIN”GLOBALTEST”, LLC, TESTING LABORATORY;

TSMU, DEPARTMENT OF PHARMACEUTICALAND TOXICOLOGICAL CHEMISTRY

Was studied in vitro bioequivalence of Ofloxacin tablets (200 mg, Borisovo Ltd,Belarus) with the reference
preparation Ofloxin (200 mg, Zentiva Ltd, Czech Republic), using a dissolution test and comparing the
dissolution profiles.

The data of the research show that both the reference and the study drug correspond to the requirements of
USP and consequently, they are pharmaceutically equivalent.

The results received during validation of the dissolution test at pH 4.5 and pH 6.8, have shown full
conformity of the developed method to requirements Guidance for Industry Bioanalytical Method Validation
U.S. Department of Health and Human Services Food and Drug Administration Center for Drug Evaluation and
Research (CDER) Center for Veterinary Medicine (CVM) May 2001 on the following validation characteristics:
Specificity, Precision, Linearity and Accuracy.

A comparison of the dissolution profiles of the tablets of Ofloxin and Ofloxacin shows that there is no
statistically significant difference in dissolution kinetics between them and, consequently, they are equivalent
in vitro.



