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3 BUKOPHUCTAHHSM PIiBHSIHB perpecii BCTAHOBJIGHO B3a€MHHH BIUINMB KiJIBKOCTEH JOIIOMDKHHX PEUYOBUH Ha OCHOBHI ITOKAa3HUKHU TaOJICTOK, 110
MICTSTE ()aMOTHANH i TIOTpHA30JIiH. 3alIPOIIOHOBAHO ONTHMAIBHUN CKIIa[ i CIIOCi0 BUTOTOBIEHHS TablIeTOK (PaMOTHANHY 3 TIOTPHA30JIiHOM.

C UCIonp30BaHUEM ypaBHeHI/If/i perpeccun yCTaHOBJIEHO B3aUMHOE BITUSTHUE KOJTMYECTB BCIIOMOI'aTeIIbHBIX BEIIECTB HA OCHOBHBIC ITOKA3aTEIN TaGJ'Ie’TOK,
CoAcCpIKaIIx (baM()TI/I,Z[I/IH 1 TUOTPUA30JIUH. HpezmomeH OINTUMAJIGHBIA COCTaB U CIIOCOO W3rOTOBJICHHUS TA0IETOK q)aMOfI‘I/I,HI/IHa C TUOTPHUA30JIMHOM.

Mutual influence of quantities of excipients on the basic parameters of tablets which contain famotidine and thiotriazoline using regression
equations was established. The optimal composition and method of manufacture of tablets of famotidine with thiotriazoline were suggested.

Ha6ymy“1 MPOTATOM 0araThOX POKiB KIiHIYHHAN JOCBIT 3a-
cTocyBaHHS (aMOTHIMHY i TIOTpHA30IiHY, IKi TpHU3HA-
YaJcs K MOHOIpeITapaTH s JIIKyBaHHS KHCIIOTO3AJIC)KHIX
3aXBOPIOBAaHb BEPXHiX BiJJITiB IIITYHKOBO-KHUIITKOBOTO TPAKTY,
a TaKOX TpoBeeHi (hapMaKOJIOTIYHI JOCTiKEHHS BKAa3yIOTh
Ha JOUITBHICTh CTBOPEHHS KOMOIHOBAaHOTO JIIKapCHKOTO 3a-
co0y Ha iX ocHOBI [5,6].

Panimre HaM¥ BUBYEHO B3a€MHHUIA BILTUB 25 JOMOMIKHUX pe-
YOBWH Ha OCHOBHI (DapMaKo-TeXHOJIOTI9HI TIOKa3HUKH TaOIeTOK
(haMOTHIUHY 3 TIOTPHUA30IIHOM, OTPAMAHIX METOIOM IIPSIMOTO
npecyBaHHA. Ha OCHOBI muX AOCHiIKeHb BimiOpaHO Kpamli
JIOTIOMIDXKHI PEYOBMHM: MiKpoKpucTamigHa memtono3a (MKII)
Mapku 122, Tabnerosa, aepocri i KaibLito cTeapar [1].

META POBOTH

BceraHoBuTH CITiBBiTHOIIIEHHS MiXK BiTiOpaHUMH Y TIOTIEPETHIX
JOCIHIDKEHHSX JOIMOMDKHUMHU PEYOBHHAMHU i 3alpOIOHYBATH
ONTUMATBHUH CKJaa TabneTok paMOTHAMHY 3 TIOTPHA30JIIHOM.

MATEPIAJIX 1 METOAU AOCJIAXKEHHSA

J1nst ieTanbHOro BUBYCHHS BIUTHBY KITBKOCTEH JTOTIOMIXKHUX
PEYOBUH BHKOPUCTOBYBAIM CUMETPUYHHI poTarabenbHHA
KOMIIO3UIiHHIH yHIPopM-T1an gpyroro nopsaky [3]. [Tepemix
KiJIbKICHUX (akTOpiB i1 IX piBHIB HaBeICHUH B mabn. 1.

TexHororis 3nificHIOBaJIaCh 32 BCiMa IpaBUJIaMH 3MilITyBaHHS
6e3 moparkoBoro noapioHeHHs. [Ipu cki1aganHi perenTypu Ta-
0J1eTOK JUTs TOBEACHHS 10 He0OXiTHOT MacH TabJIeTHOT cyMilii
BUKOPHCTOBYBAJIM KpOXMallb KapTOIUIsiHUE. JlocmimkyBanu
TUIMHHICTh OTPUMAHOI MacH Ui TaOJeTyBaHHS, MiCJIs YOTO
npecyBalid Ha TaOneTHid MamuHi ynapHoro tumy. [ns ta-
0seTOK (paMOTHAMHY 3 TIOTPHUA30JIHOM BH3HAYAIH OCHOBHI
(hapMaKko-TEeXHOJIOTIYHI OKa3HUKH 3TiTHO (papMakornelHuX
BUMOT [2]. MaTpuus aHyBaHHS €KCIIEPUMEHTY 1 pe3yJIbTaTH
JOCIIiKEHHS TabJICTOK HaBEJICHO B 1mabi. 2.

PE3YJBTATH TA iX OBI'OBOPEHHSI

IHTepnperamnito pe3ynbrariB AOCIIIKEHHS TPOBOIUIIN
Ha miAcTaBi aHani3y piBHsAHB perpecii. [licns nepeBipku
CTaTUCTUYHOT 3HAYYILOCTI KOe(illiEHTIB, BpaXOBYIOUH KPUTEPIN
Creroznenra (t,=2,447; p=0,05), nepepipsanu ajeKBaTHiCTh

Mojerneit 3a gonomororo F-kputepito. PiBHAHHS perpecii Oymu
anexsatHumu, ko F_ <F . Xapakrep BIUIMBY BUBYEHHX
(akTOpiB BU3HAYAETHCS BEMUYNHAMH i 3HAKAMHU KOe(illi€HTiB
perpecii.

B3aemM03B’130K Mk BUBUCHUMH (PaKTOPaMH i TUIHHHICTIO
TabneTHOi MacH (y,) ONMCYEThCS PIBHAHHAM PETPECii:

y, = 53,75+1,896x,+5,209x,-3,652x,-3,839x,x,-2,924x *~
2,314x,>-2,163x,?

VY mpoMy W HACTYMHHUX PIBHSHHSAX perpecii HaBeIeHO CTa-
THCTHYHO 3HA4YymIi KoedimieHTn. Ha 3Ha4eHHS MIUHHOCTI
TabneTHOi MacH HaHOiMbIIMA BIUIMB Ma€ (QakTop X, — 3i
30UIBIICHASM MAacH aepOCHiy 301IbIIY€eThCS TUTHHHICTE. [1pn
3MEHIIEHHI MACH KaJlbIlito cTeapary ((akTop x,) y CKIajii Macu
JUIs TaONeTyBaHHS MTOKAa3HUKH IUIMHHOCTI 3pOCTaloTh, a MpH
smenmrenni macu MKII 122 (¢axrop X,) — 3MEHIIYIOTBCSL.

BrmuB nocnimkyBaHux (haKTOpiB HA IMPOIEC NMPECyBaHHS
TabNeTOoK (y,) ONMCYEThCA TAKAM PiBHAHHAM PErpecii:

y,=4,146-0,208x,+0,292x,+ 0,188 x x, - 0,188 x x,— 0,188
x,x,+0,142x 2~ 0,233 x 2+ 0,142 x >+ 0,142 x 2

Ha orminky mporecy TabineTyBaHHS BIUIMBAE Maca KaJbIlIo
creapary (¢akrop x,) i Tabmerosu 80 (dpakrop x,). Ilpu
30ibIIEnH] PaKTOPY X, 1 SMEHIIEHH] (haKTOPY X, TIOKPALTYETHCS
30BHINIHIN BUIVISL TaOIETOK.

[pu npoBeeHHI KOCTiKEeHb BU3HAYAIM TAKOXK CHITY BUIITOB-
XyBaHHsI Ta0JIETOK 3 MATPUYHOTO KaHaiy. J{is Tabnerok haMmoTu-
JIAHY 3 TIOTPUA30JTiHOM TIei MOKa3HHK KOJIHBABCs Bix 0,5 Kre/cm?
10 1,05 kre/cm?; 110 He MepeBHIIyBalio JOMYyCTUMUX HOpM [4].

PiBHSHHSA perpecii 171 OMHOPITHOCTI MacH TadIeToK (pamMoTH-
JMHY 3 TIOTPHA30JIiHOM (y,) 3aITHCY€ThCA HACTYITHAM YHHOM:

y,= 3,428 - 0,49x, - 0,245x, + 0,498x x, - 0,316x,x, +
0,284x x,- 0,245x *- 0,331x,%- 0,204 x >- 0,197 x,?

HaiiGinpmmii BIUIMB Ha 1iel moka3Huk mMae Mmaca MKIT 122.
[Ticns ananizy rpadivHIX OZHO(PAKTOPHUX 3aJICKHOCTEH BCTa-
HOBJICHO, 10 ITPH CTa01ITi3aIli{ iHIIAX TOCTIKyBaHUX (haKTOPIiB
Ha HW)KHBOMY piBHI 31 30inb1eHasm macu MK mapku 122 Bin
24 110 56 MT OJJHOPIAHICTB J03yBaHHs TA0JIETOK IIOKPAILY€ThCS
Bix + 3,9% 1o 0,05%.

‘ViBidi MEHIIIHI BIUTHB Ha 3HAYCHHS BiXMJICHHS BiJl CEPEIHBOT
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Tabnuys 1
®axkTopu i piBHi pakTOpiB, AKi BUBUAIMCS NPH PO3PodLi ONTHMAIBHOIO CKJIATY Ta0/JeTOK (paMOTHIAUHY 3 TIOTPHA30JiHOM
PiBeHb dakTopa
aktop ?OVZ:((:;'«?IET)OBa HWXHIR «-» OcHoBHUIA «0» BepxHin «+» ?;f?:if'gﬁwa
X, — Kinbkicte MKL]| 122, mr 24 32 40 48 56
X, — KifbKicTb TabneTtosn, mr 8 14 20 26 32
X, — KifbKiCTb aepocusy, Mr 1 2 3 4
X, — KiflbKiCTb KanbLjto cteapary, Mr 0,4 0,8 1,2 1,6 2
Tabnuys 2
Marpuus NJIaHyBAHHS €KCIIEPUMEHTY il pe3yJIbTaTH A0CIilkeHHs TabJeToK ¢paMOTHAMHY 3 TIOTPHA30iHOM
Howmep
nocnigy X X, X3 X, Y, 1A A Ys Yo
1 + + + 4 1,49 41 99,4 4
2 - + + 41,3 4 2,33 30 98,5 2
3 + - + + 39,6 4 1,95 29 98,8 2
4 - - + + 38,5 5 2,35 23 98,9 4
5 + + - + 38,16 5 3,20 67 99,7 6
6 - + - + 35,4 5 3,76 55 99,3 4
7 + - - + 41,98 5 1,16 75 99,6 5
8 - - - + 35,13 5 2,36 55 99,6 4
9 + + + - 60,33 4 2,29 40 99,2 3
10 - + + - 58,65 3 1,37 44 99,5 4
11 + - - 61,67 4 1,60 35 98,9 3
12 - - + - 59,46 4 1,66 45 99,5 4
13 + + - - 42,91 4 2,08 45 99,7 4
14 - + - - 40,79 3 5,60 44 99,5 4
15 + - - - 41,32 4 1,54 44 99,7 3
16 - - - 38,93 4 4,61 44 99,5 4
17 +a 0 0 0 48,12 5 1,66 54 99,7 4
18 -a 0 0 0 37,27 5 3,18 36 99 4
19 0 +a 0 0 39,62 3 1,9 47 99,2 4
20 0 -a 0 0 50,65 4 2,25 47 99,5 4
21 0 0 +a 0 54,27 5 3,43 36 99,4 4
22 0 0 -a 0 37,21 5 1,74 46 99,5 5
23 0 0 0 +a 50,73 5 2,88 63 99,5 5
24 0 0 0 -a 50,55 5 2,34 50 99 4
25 0 0 0 0 45,45 4 2,33 47 99,5 4
26 0 0 0 0 53,69 4 3,96 41 99,5 4
27 0 0 0 0 56,08 4 3,63 39 99,4 5
28 0 0 0 0 54,5 5 3,53 40 99,6 4
29 0 0 0 0 55,85 4 3,43 38 99,5 5
30 0 0 0 0 55,6 4 3,5 42 99,5 4
31 0 0 0 0 54,85 4 3,6 44 99,5 4

Tpumimxu: y, — IIMHHICT Macu ans Tabnetysanns, 100 r/c; y, — npouec TabiaeTyBaHHs, 0aiu; y, — OAHOPIIHICTL Macu TabMeToK, %; y,—
crifikicth TabMeTOK 110 po3nartoBanns, H; y, — cTilikicTs TabneTok 10 cTupaHHs, %; y,— 4ac po3najaHHs, XB.

MacH TaOJIETOK MPOSBIIAE KiTbKICHUNA BMICT aepocuity. Komu
iHIII KiJIbKiCcHI (haKkTOpH cTabiIi30BaHi Ha HIPKHBOMY DiBHI 31
301IBIICHHSM MacH aGpPOCHITY B CKJIal TAOJICTOK OHOPITHICTh
X 103yBaHHs 3MiHIO€ThCS Bif +3,7% 10 +0,8%.

3MiHa MOKa3HHUKIB CTIMKOCTI TaOJIETOK BiJ PO3/IaBIIIOBAHHS
(y,) iz BUBYEHUX (DAKTOPIB ONMHUCYEThCSA PIBHAHHAM PErpecii:

y,=41,608 +3,0x, —6,751x, +2,5x, — 1,875x x, + 3,875x X
- 1,875x x,—— 7,25x X, + 3,3x,?

AHani3 piBHsSHHS perpecii NpoBoAMIN micis N0O0ynI0BH
rpadivHUX 3aJIeKHOCTEH IPH CTa01Ii3ali] KiIbKiICHUX (DaKTOpiB

4

Ha MEBHUX PIBHAX. BIJIMB Ha MOKa3HUK MIIHOCTI TaOJIETOK
10 pO3/IaBIIoBaHHs (DaKTOpa X, ONUCYEThCA MPAMOIiHIHHOIO
3aeKHICTIO. [Ipy BUBYEHHI IHIIMX KUTbKICHUX (aKTOpiB Ha
BEpXHiH 31pKOBill TOYIli 31 3MEHIICHHSM MacH acpocwiy B
TabJeTKax BiJ 3HaYEHHS 5 10 1 MT CTIHKiCTh TabIeTOK 10 PO3-
JaBioBaHHs 3poctae Big 15 H no 115 H.

MeHImHH BIUIMB Ha CTIHKICTH TaOJIETOK J0 PO3/IABIIOBAHHS
nposiBisge $akTop X, — KiIbKiCHUH BMIiCT KalblLilo cTeapa-
Ty. L5 3ay1e)HICTh ONHUCYEThCS MapadoiYHO KPUBOIKO: 3i
301IbIIEHHSIM MacH Kajbllifo creapary 1o 1,2 Mr MilHIicTh
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Puc. 1. JIinii piBHOrO BUXOMy B CMCTEMi KOOPIMHAT X, Ta X, 38 pe-
3yNnbTaTaMHy MIEPETBOPEHUX PIBHSIHB perpecii.

TaOJIETOK 3MEHIIYETHCS, a MPH MOJANBIIOMY 301TBIICHH] BiX
1,2 1o 2 Mr — migBUIILY€THCS.

Baromwuii BIUTMB Ha AOCIiIKyBaHMH moka3HUK Mae maca MKI]
Mapku 122, o BBeJieHa 10 CKIIaLy TaOneToK. 31 301IbIIeHHM
1 BMICTY MIIHICTB TaOJIETOK 10 PO3IABIIIOBAHHS 3POCTAE.

I[pu repeBip1i ameKBaTHOCTI MOZIENI IS IIOKA3HUKIB CTIKOCTI
TabJIETOK 10 CTHUPAHHA 3a JOMOMOTOI0 F-KpHuTepiro piBHSIHHS
perpecii Oynu HealeKBaTHUMH, OCKinbkm F_=14,97 i 3
nocroeipricTio p=0,05 ymoBaF | <F . He BuKOHyBamacs, T00T0
MOJIeJb HEaJIeKBaTHO OIMCYBaJIa OCIIHKyBaHMI MpoIec.

B3aeM03B’ 130K Mijk BUBYCHUMH (PaKTOpaMH i po3MagaHHsIM
TabNETOK (y,) ONUCYETHCA HACTYIIHAM PiBHAHHAM PETPECi:

Y= 4,289 - 0,417x,+ 0,375x x,— 0,25x x, + 0,375 x x,— 0,375 x,X,

Haii0inpimumit BIUIMB Ha 1e#l TOKa3HUK Ma€ Maca aepoCHUITy.
[Ipwu 36ineIIenHi #oro BMicTy B TabmeTkax Bix 1 10 5 Mr gac
posmanganHs 3MeHITyeThes Bin 10 mo 4 xB.

Ha mactynHomy ertami aHaii3zy piBHSHB perpecii qpyroro mo-
PSIIKY HeOOXiTHO 3HAITH ONITIMAITFHUI CKJIa]] TAaOIETOK (haMOTH-
JIHY 3 TIOTPHA30JIIHOM. 3 IIEF0 METOI0 HeOOX1THO EPETBOPUTH
PIBHAHHS perpecii 1o Tak 3BaHOT0 KaHOHIYHOTO BUTIIAAY [3].

KanoniuHe TIepeTBOpPEHHS TONATaE€ Y BUOOPI CHCTEMH KO-
OpIWHAT, y SKii 3HAYHO MOJETIIYETHCSA TCOMETPUIHUI aHAaIi3
piBEsHHS. [Ipy IPUIAHATTI pillIeHb 32 MOEIUTIONPYTOTO TOPSIKY
PIBHSHHA perpecii mepeTBOpeHo B MOAETb i 2 (GaKTopiB 3i
crabimizamiero iHMKUX ABOX (aKTOPiB Ha ONTHMAIBHUX IS
JOCIiHKYBaHOi 001IacTi PiBHAX, a caMe (hJaKTop X, — Ha HIDKHIH
i (hakTOp X, — HA BEPXHil 3ipPKOBiH TOYII.

Ha ocHoBi neperBopeHnx Mozeneii OymyBanu JiHii piBHOTO
BHXO[y B CHCTEMI KOOPIIMHAT X X,, IO BioOpaxkeHo Ha puc. 1.

Amnani3 npescTaBIeHUX Ha PUCYHKY | JaHMX ITOKa3aB, IO
ONTHMAJIbHI 3HAYCHHsI TUTMHHOCTI TabnmetHol Macu (20 r/c) mo-
csraroThes y Bunaaky, ko Mmaca MKII mapku 122 it aepocury
y CKJaji TablIeTOK CTAHOBHUTH 56 MT i 5 MT BiAmOBiTHO. Makcu-
MaJIbHe 3HaY€HHsI CTIMKOCTI TabeTok 1o posnasmoBanus — 100 H
CTIOCTEpIraeThes y BUIaIKy, ko Maca MK mapku 122 B tabnermi
JIOPIBHIOE 56 MT; a apOCHITY — 5 MT. 3HAUCHHSI OJJHOPITHOCTI MacH
TabneTok (0,5%) MOCATaEThCA, KOMM X, 3HAXOIUTHCS Y BEPXHil
«31pKOBii» TouMl, a X, — y HIKHiH. OnHak npu Oyab-IKOMY
TIOEIHAHHI PIBHIB (haKTOPIB BiIXWIICHHS BiJl CEpPeTHBOI Macu He
MIEPEBUIILYE JIOMYCTAMI (papMakorieliHi Hopmu (5%). Po3nananas
TaOJICTOK IPOXOJIUTH HAWKPAIIIE B TOUIIL, KA BIATIOBIIAE «+0D» IUTS
MKI mapku 122 i «-0»» 1Sl aepOCHITY, 1 CTAaHOBHTB 6 XB.

VY pesynbrari NpoBeNEHUX AOCIIIKEHb 3alPOIIOHOBAHO
HACTYIHHH CKJIaa TalbleToK (aMOTHUIMHY 3 TIOTPHA30JIIHOM,
OTPHUMaHUX METO/IOM IIPSIMOTO TIPECyBaHHS:

— 68,8 mr MKII mapku 122;

— 1,1 mr aepocuiy;

— 2,1 Mr KanbLito creapary;

— 8 MI' KpOXMaJTIO KapTOILISTHOTO BUCYIIECHOTO.

TeopeTH4HO OOIpYHTOBaHUH CKiajx TabIETOK MiJJIsATraB
eKCIIepUMEHTaNbHINA mepeBipui. Pe3ynbraTu mokasanu, mo
CTIHKICTh TaOJIETOK 1O PO3JaBIIOBaHHS cTaHOBHTH 51 H,
cTifikicte n0 ctupansas — 0,3%, omHOpinHiCTE Macu — 1,4%,
Yac po3naaaHHs TabJIeToK — 5 XB.

Orxe, oTprMaHi TabNeTKH (haMOTHIMHY 3 TIOTPHA30JIIHOM 3aIpo-
TIOHOBAHOTO CKJIa Ty XapaKTepU3yIOThCS (PapMaKo-TEXHOIOT TYHIMHA
MOKa3HUKAMH, SIKi BiITOB1Nat0Th BUuMmoram JIdY [2].

BUCHOBKH

Bupueno BB kinbkocteir MKIL] mapku 122, Tabme-
TO3U, WJIM aepocHiIy W KalbIil0 cTeapaTry Ha OCHOBHI
(hapMako-TEeXHOJIOTIYHI OKa3HUKH TaOIETOK (PaMOTHIUHY 3
TIOTPUA30JIiHOM, OTPUMAHUX METOIOM IIPSIMOTO TIPECYBAaHHS.

3anpoIIoOHOBaHO ONTUMAIBHHUN CKJIAJ i CIIOCIO BUTOTOBIICHHS
TabJIeTOK (PaMOTHIMHY 3 TiOTPHA3OTIHOM.
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