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Onuc BuHaxony

Cnocobun 1 nikapcbki 3acobu ans nikysaHHA BNAMBIB BipyciB, 3okpema BIJl, Ha UeHTparbHy HEpPBOBY CUCTEMY
(LLHC), sokpema cnaboymctBa, obymoneHoro CHIdom.

MepenymoBun BUHaxogy

Bipyc imyHopediumTy nioamHm (BIS1) € 36yaHukom cuHapomy HapbaHoro imyHodediunty (CHIL) - 3axBoptoBaHHS,
WO XapaKTepusyeTbCA PYWHYBAHHSIM IMyHHOI cucTemu, 3okpema T-knituH CD4  *, Wo cynpoBomXyeTbCs
CNPUMHATAMBICTIO A0 YMOBHO-NMATOrEeHHWX iHdeKUin - i noro nonepegHuka CHI[-noe's3aHoro komnnekcy (CMK) -
CUHAOPOMY, WO XapaKTepuayeTbca TakuMuM CUMMTOMaMW, SK MEepCUCTEHTHa 3aranbHa fimdo-AeHonarisd, NMxoMaHka Ta
BTpaTa Baru.

Ak i y BUNagKy AesikMx iHWKX peTposipycie, BIJ1 koaye npoaykyBaHHs npoTeasu, sika 30iACHI0E NOCT-TpaHCcnsUinHe
PO3LLENSIEHHS NMoNepeqHUKIB NoninenTuaiB y npoueci, HeobXigHNX AN CTBOPEHHS iHdeKUinHMX BipioHiB (S. Crawford
et al, "A Deletion Mutation in the & Part of the pol Gene of Moloney Murine Leukemia Virus Blocks
Proteolytic Processing of the gag and pol Poliproteins", J. Virol, 53, p. 899 (1985)). Li reHHi npoayktu
MictaTe pol, skun kogye PHK-3sanexHy OHK nonimepasy BipioHy (3BOPOTHY TpaHCKpWUNTasy), eHaoHykneasy, Bl
npoTeasy, i gag, SAKAW Koaye kancugHi Oinkum (kop-npoTteinHn) Bipiony (H. Toh et al., "Close Structural
Resemblance Between Putative Polymerase of a Drosophila Transposable Genetic Element 17. 6 and pol gene
product of Moloney Murine leukemia Virus ", EMBO J., 4, p. 1267 (1985); L. H. Pearl et al.,, "A Structural
Model for the Retroviral Proteases", Nature, pp. 329-351 (1987); M. D. Power et al.,, "Nucleotide Sequence of
SRV-1, a Type D Simian Acquired Immune Deficiency Syndrome Retrovirus”, Science. 231. p. 1567 (1986)).

ByB po3pobneHuil psa CMHTETUYHWMX aHTUBIPYCHUX 3acobiB, HanpaBrieHUX Ha MNOpyLeHHs pi3HUX cTagin y
pennikauiiHomy uukni BIJT. Lli sacobu mictaTte cnonyku, siki 6nokyloTs BipycHe 3g'asyBaHHa CD4 * T-nimdoumTis
(Hanpuknag, posdnmHeHnx CD4), i cnonyk, ki nopylwytoTe pennikauito Bipycy, iHrOyloun 3BOPOTHY TpaHCKpunTasy
Bipycy (Hanpuknag, aunaaHo3vH i augoByaunH (AZT)), i nepewkomkatoTe iHTerpauii BipycHoi OHK y knituHHy OHK (M.
S. Hirsh and R. T. D ' Aqulia, "Therapy for Human Immunodeficiency Virus Infection, N. Eng. J. Med. . 328,
p. 1686 (1993)). MpoTe, Taki 3acobu, siki HanpaBneHi, roMOBHMM YMHOM, Ha paHHi cTagil pennikauii Bipycy, He
3anobiratoTe NPOAYKYBaHHIO iHEKLiHMX BipYCIB ¥ XPOHIYHO iHdiKOBaHMX KiTUHaX. Binbl Toro, BBEAEHHS AesAKMX i3
uux 3acobiB B ePeKTMBHUX KINbKOCTAX NPUBOAMTL A0 KIITUHHOI TOKCUYMHOCTI M HEeGaXaHUX CTOPOHHIX edeKTiB, Takux
AK aHeMiq Ta NPUrHiMeHHsA KICTKOBOIO MO3KY.

HewwonaeHo 3ycunnsa no po3pobui aHTUBIpYCHUX npenapaTie 6yny HanpaBreHi Ha CTBOPEHHS CMOMyK, AKi iHrOyoTb
CTBOPEHHS H(EKLiIMHNX BipIOHIB, MOPYLUYOYM NpPOLECIHT NONepenHuKiB BipycHoro mnominpoTteiHy. [MMpoueciHr uux
OinkiB-nonepegHuKiB BMMarae yqacTi kogoBaHWX BipycoM npoTteas, aki HeoOxigHi ana pennikayii (Kohl, N. E. et
al., "Active HIV Protease is Required for Viral Infectivity", Proc. Natl. Acad. Sci. USA, 85. p. 4686
(1988)). AHTMBIPYCHUIA noTeHuian iHribyBanHsA Bl npoTeasn OyB NpoLeMOHCTPOBAHUN 3 BMKOPUCTAHHAM NENTUAHUX
iHriGiTopiB. MpoTe, Taki NenTuAHi CNOMyKW, €, SIK NPaBUNO, BEMWKUMW Ta CKNagHWMW MOSEKynamu, $iKi CXWrbHI
nposiBNATU cnaby GionorivHy AOCTYMHICTL i, 3aranom, He NiaxXoaaTb ANsS nepopanbHoro BBeAeHHs. BignosigHo, Bce We
icHye noTtpeba y crnonykax, ki MOXyTb €(PeKTMBHO iHribyBaTh aKTUBHICTb BipYCHUX NpoTeas, Ans 1X 3acTOCYBaHHA Y
AKOCTi 3acobiB Ans 3anobiraHHs 1 MiKyBaHHS XPOHIYHMX i FOCTPUX BiPYCHUX iHCpEKLiN.

CHIO i iHwi nos'asaHi 3 BIN xBopobu 4vacto Mictate LUHC komnoHeHTU. OOHWM i3 TakMx KOMMOHEHTIB €
cnaboymcTBo, obymoneHe CHIdom.

[Mpy Tomy, Wo pocTe yucro Metonis Tepanil BIJT i nos'asaHnx 3 HUM 3axsBoptoBaHb, Hanpuknag CHIO i CMK, ui
MeTogu maro gonomaraiTe abo Baarani He edpeKkTUBHI Npu nikyBaHHi BnnvBy BIJT iHdbekuil Ha LeHTpansHy HepBoBY
cuctemy (LUHC).

MpuymHa Toro, Wo Ui metoam Tepanii He edeKTUBHI Npu nikyeaHHi BnnuBy BIJT iHdekUii Ha UyeHTpanbHy HepBOBY
cuctemy (LIHC), € Te, wo BignosigHi iM dapmaueBTUYHi KoMno3uuil He 3aaTHi nepebopoTn remartoeHuedanivHmi
Gap'ep y KiNbKOCTI, AOCTaTHLOI ANA NPoABY TepaneBTUYHOro edekTy Ta ocnabneHHs BIJ iHgekyii y LIHC.

AZT, Hanbinbw sigomuin 3 BIJT 3acobiB, Hanpuknag, po3nofinAeTbCs MK MO3KOM i KpOB''O Y CRiBBILHOLUEHHI
Bcboro 6nmabko 0,3:1. | yepes 60 xBunuH AZT BXe HE MOXHa 3HAaWTW Y TKAHWHW FOMOBHOMO MO3KY. |HwWi BIN
Hykneosnan, ddC, DDI i d4T, matoTb LWe ripwi npodini posnoginy y LIHC.

IHriGiTopn BIJT npoTeasn Takox He npoHukawTe y LUIHC y poctaTHin kinbkocti. ABT 538 A66oTTa, Hanpwknag,
npoHnkae y LHC y gyxe obmexeHilh kinbkocTi. [Hribitop LWupnu posnoginserbca Mk MO3KOM | KpoB'lo y
cnieeigHoweHHi Big 0,2:1 go 0,3:1. L-535524 Mipka mae npubnnsHo To camuin po3nogisn.

TakMM YMHOM, icHytodi 3acobu Ha ocHosi BIJ1 Hykneosuais i npoTeas He AaTb GakaHoro edekTy npu nikyBaHHi
3axBoptoBaHb LIHC, o6ymoeneHux BIJ.

Llein BUHaxin nponoHye 3actocyBaHHs cnonyku dopmynu | (VX-478):
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AK aKTUBHOIO iHrpegieHTa nikapcbkoro 3acoby Ans 3HWXKeHHS BipycHol iHdekyii y LUHC ccaBug, konu 3ragaHui
Bipyc notpebye acnapTun-npoteasy Ana obniraTHol nogii B MOro >XUTTEBOMY LMKMI, @ TakoX crnoci® nikyBaHHA 3a
ponomorok crnonyku cdopmynu | sBnnuey Ha LIHC Bipycy, Wo 3anexuTb Big acnapTun-npoteasun gna obniratHol nogii y
MOro XUTTEBOMY LMKNI, 30KpeMa NikyBaHHsi xBopob, obymoBneHux snnmeom BIJT Ha LUHC, 3okpema - cnaboymcTea,
BuknmkaHoro CHIJom.

Cnonyka copmynu | € iHribitopom BIIT npoteasn. MNpoTe, Ha BiAMiHY Big iHWMWX iHriGiTOpiB npoTeasn, BoOHa
po3nofinsaeTbca MiXK MO3KOM i KpoB'to y cniBBigHoweHHi Buwe 1,0. Lle o3Hayae, Wo BOHa Agyxe edheKTMBHO Aonae
remartoeH-LedaniyHmin bap'ep. PakTU4HO, Le o3Hayae, Wo BOHA NPUCYTHS Y MO3KY NpUGIN3HO Ha TOMY X PiBHi, WO 1y
kposi. Kpim Toro, cnonyka copmMynu | Mae HecnogiBaHo AOBrMIA nepiog Hanieposnagy y Mo3ky. O6uagi Ui BNacTMBoCTi
cnonyk chopMmynu | € HecnogiBaHoO KopucHUMKW Yy nikyBaHnHi Bnnueie BIJ1 Ha LIHC, ocobnueo cnaboymcTtea,
obymoeneHoro CHIom.

Cnonykn copmynu | MOXyTb 6YyTU BUIOTOBIEHI 3 AOCTYMHUX BUXiGHUX MaTepianiB i3 3acTocyBaHHsM Oyab-sikoi 3
OeKinbkox gobpe BigoMUX MeTOAMK cuHTesy. [puknan Takux MeTOAUK CUHTE3y OnMcaHui y nybnikauii mixxHapogHoi
nateHTHo! 3aaBkn WO 94/05639, Ha siKy AaHe NocuIaHHs B i 3asBLi.

Y saranbHoMy BUNagKy, cynbdoHamign copmynun | 3pyqHO ogepkyBaTh 3 NOXiAHWUX o- @MiHOKUCIOTH, WO MatoTb
3aranbHy gopmyny P-N(G)-CH(D)-COOH, ge P npeactasnse THF-O-C(O) - abo amiHo3zaxucHy rpyny, D npeacrtasnge
OeH3nn, | G € H abo 6eHann. MpuaaTHi aMmiHO3aXUCHI FPyNM ONWUCaHi B YUCNEHHUX MOCUMaHHAX, BKModarum T. W.
Greene and P. G. M. Wuts, Protective Groups in Organic Synthesis, 2d Ed., John Wiley and Sons (1991).
Mpuknagn Taknx aMmiHO3axMCHUX rpyn MICTATb, ane He oBMeXyloTbCs HUMK, rpynu, Wo MICcTaTb kapbamart, Taki sk Boc,
Cbz a6o Alloc. ArnbTepHaTMBHO, aMiH Moxe ByTK 3axuLleHnii aK ankinbHa noxigHa, tTaka sk N,N-gu6eHaun aéo Tputun.
Taki o- aMiHOKMCMNOTHI NOXigHi 4acTo KOMepUiMHO [OoCTynHi abo X MOXHa Rnerko BUFOTOBUTM 3 KOMEPLiMHO
AOCTYMHUX o~ @MiIHOKUCIIOTHMUX MOXiOQHWX 3 BUKOPUCTAHHAM BigoOMMX MeToauK. Xo4 BUHaxig nepenbavae BUKOPUCTaHHS
paueMivHMX CyMillen TaKMX BUXIAHWX PEYOBUH, NEPEBAXXHUM € OKPEMUW eHaHTioMep Yy S-koHdirypauii.

3acTocyBaHHSM BiOOMUX MeTOAWK - aMiHOKMCIOTHY noxigHy 3aranbHoi cdopmynu P-N(G)-CH(D)-COOH moxHa
nerko nepeTBOpUTU B MNOXigHY amiHoKeToHy 3aranbHoi dopmynu P-N(G)-CH(D)-CO-CH,-X, ge X € rpynoto, LWo
BiOXoAWTb, fiKa BIONOBIQHUM YMHOM aKTUBYE o-Byrneub (T06TO, 36inblUye CNPURHSATAMBICTE METUMEHY A0
HykneodinbHOI atakn). MpuaaTtHi rpynu, Wo BioxoasTb, Aobpe BiOOMI 3 nepedytoHoro piBHS TEXHiKM i MicTATb
ranoreHign i cynbcoHaT, Taki AK MeTaHcynbdoHaT, TpudTopMmeTaHcynbdoHaT abo 4-tonyoncynbdoHatr. X Moxe
Takox OyTu rigpoKcumom, SKMn nepeTBOpETLEA in situ y rpyny, wWo BigxoauTtb, (Hanpuknag, obpobkoto Tpuarnkin- abo
TpuapmndgocdiHOM Yy NpUCYTHOCTI Aiankinasogukapbokcunaty). Cnocobn opepKaHHA TakMX NOXiQHUX aMiHOKETOHIB
Takox Oobpe Bigomi dpaxiBuesi y gaHin ranysi (gue., Hanpuknag, S. J. Fittkau, J. Prakt. Chem. , 315, p. 1037
(1973)). Kpim Toro, gesiki noxigHi aMiHOKETOHM € KOMepLiiHO JOCTynHi (Hanpuknag, Big Bachem Biosciences, Inc.,
Philadelphia, Pennsylvania).

[MoxigHy amMiHOKEeTOHY MOXHa MoTiM BiOHOBMTM [0 BIiONOBIAHOrO amiHOCNUPTY, nNpeacTaBneHoro dopmynoto
P-N(G)-CH(D)-CH(OH)-CH »-X. AnbTepHaTUBHO, NOXigHY aMiHOKETOHY MOXHa BiOHOBWUTK OO BiAMNOBIQHOMO CNMPTY NOTIM
no cxemi cuHTesy. BaraTo cnocobiB BigHOBMEHHA aMiHOKETOHOBMX noxigHuX, Takux ak P-N(G)-CH(D)-CO-CH ,-X,
pobpe Bigomi daxiBusm y uin ranysi (Larock, R. C. "Comprehensive Jrganic Transformations", pp. 527-547, VCH
Publishers Inc. (1989 i nocunaHHa, Wo UMTYyOTbCs TyT). lNepeBaxkHUM BiOHOBHMKOM € Goprigpug HaTpito. Peakuito
BiOHOBNEHHS 3BUYaMHO MpoBOAATbL Mpu TemnepaTypi Big npubnusHo -40°C go npubnusHo 40°C (nepeBaxHo, Bin
npubnuaHo -10°C go npubnusHo 20°C) y npuaaTHii cUCTEMi PO3YMHHUKIB, Takiin, Hanpuknag, sk BogHWM abo YUCTUi
TeTparigpodypaH abo HalHWX4YMIA CNMPT, TakMn sk MeTaHon abo eTaHorn. Xod Lel BWHaxin nepepnbavae sk
cTepeocneymdidHe, Tak i HecTepeocneyudidHe BigHOBReHHA amiHokeToHoBoi noxigHoi P-N(G)-CH(D)-CO-CH 5-X,
cTepeocneyndgiyHe BigHOBNEHHNA € nepeBaxHUM. CTepeocneyundiyHe BigHOBMEHHA MOXHA BUKOHATW 3 3aCTOCYBaHHSIM
XipanbHWX peareHTiB, BigOMMX Yy Ui ranysi. B UbOMy BWHaxodi CTEpPeoCeneKkTUBHE BIOHOBIIEHHS MOXHa 3pYYHO
30INCHWTK, HanpuKnag, Y HexenaTylunx BigHOBHUX YMOBAaX, KON XiparnbHe BBEOEHHS] 3HOB CTBOPHOBAHOI FMAPOKCUSBHOT
rpynun 3apaetbcs crepeoximieto D-rpynu (Tobto, Felkin-Ahn npuenHanHa rigpvay). Mu BBakaemo 3a Kpalle
CTepeocenekTMBHE BIOHOBMEHHS, NPWU SIKOMY Pe3ynbTYUUA TOPOKCWN 3HAaXoAUTbCs B CUH-NonoxeHHi go D. Mwu
BMSABMIU, LLO, KOMW TQPOKCUITbHA rpyna 3HaxoauTbes Y CUH-NonoxeHHi o D, kiHueBui cynbdgoHamigHWiA NpogykT €
OinbLl cunbHogitounm iHriGiTopom BIJT npoTeasn, Hix Moro aHTMaiacTepeomep.

lgpokcunbHa rpyna amiHocnupTy Moxe OyTu HeoboB'A3kOBO 3axulleHa OyAb-fKol BigOMOK KWCHEBO3aXWCHO
rpynoto (Takoro sk Tpuarnkincunin, 6eHaun abo ankinokCMMeTun) i3 CTBOPEHHSIM 3axWLEHOro amiHoCnUpTy, Wo Mae
dhopmyny P-N(G)-CH(D)-C(OR")-CH,-X, ae R” - e H abo npuaaTHa ruppokcusaxucHa rpyna. [leski BUKopucToByBaHi
3axucHi rpynu onucaHi y T. W. Greene and P. G. M. Wuts, Protective Groups in Organic Synthesis. 2d Ed., John
Wiley and Sons (1991).

Lleli 3axuweHnin amiHOCNIUPT MOXHa NoTiM nigaatv B3aeMopgii 3 HyKNeodinbHOK CNOoMyKo amiHy 3i CTBOPEHHSIM
NPOMidKHOro npoaykty cdopmynu Il

D (im
l
P—N(G)—CH-CT-CH;—NT
OR" L
ne P npenctaensie THF-O-C(O)- abo amiHozaxucHy rpyny, D - 6enann, R 7 Bkasanuit Bue i L - i306yTun abo
BOAEHb.
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AnbTepHaTUBHO, BiANOBIOHMM YMHOM 3aXMLLEHy | aKTUBOBaHY aMiHOKMCIIOTHY MOXiQHY MOXHa niggaTu B3aemodil 3
HYKMeodirbHOK HITPOCNONyKow (Hanpuknag, aHioHOM HiTpoMeTaHy abo BiANOBIgHOK NOXIQHOK), SIKY Micns 3'eQHaHHS
MOXHa BiHOBUTW 3i CTBOPEHHAM iHTepMegniaTy dopmynu Ill.

B 0cobnnBo nepeBaXkHili CXemi CMHTE3y OOHOYacHy aKTUBAaLil0 METWMIEHY | 3axXuCT CnUpTy MOXHa 3AINCHUTK
cTBOpeHHAM N-3axuLLeHoro aMmiHoenoKkeuay 3 KUCHIO Ta CYCiAHbOro 3 HUM METUNEHY 3 OAEePKaHHAM NPOMIDKHOI CNonyKu
dopmynu Il:

P-N(G}CH({D}CH-CH,  (Il)
v/
0

ne P, D i G BusHaueHi BuLe.

[MPUIAHATHI cMCTeMU PO3YMHHUKIB AN ogepkaHHs N-3axulleHoro aMmiHoenokcugay MICTATb aHrigpugHi abo BogHi
OpraHiYHi pO34MHHWUKK, TaKi 9K eTaHomn, MeTaHor, i3onponaHon, TeTparigpodypaH, ANOKCaH, AumeTundopmamig i im
nogibHi (y Tomy Yncni ix cymiwi). o nepeBaxHNUX OCHOB AN OAepXKaHHA enoKcuay BigHOCATLCS TOPOKCMAMN FYXKHUX
MeTanis, TpeToyTokeua kanito, ABY i 1M nogibHi. MNepeBaxxHOK OCHOBOK € rigpokcug Kanito.

B nepeBaxHoMy BapiaHTi cnonykn cdopmMynn | ogepXyloTb LUASXOM BUToTOBreHHA N-3axulleHoro amiHoenokcugy
peakuieto aiaHioHy MNoXigHOI OLUTOBOI KWCMOTWU, SIKMW MICTUTb MOTEHUiHY rpyny, WO BigxoauTb, Ha o- Byrneyi, i3
UMKMiYHMM N-kapboKkcuaHrigpuaom 3axulieHoil o- amiHokmcrnoTu (takoi sk BOC-Phe-NCA, goctynHol Big Propeptide)
abo gpyroi BiANOBIGHUM YMHOM 3aXMLLUEHO! Ta aKkTUBOBaHOI NoxigHo! amiHokucnoTu. Lleli cnoci6é mMicTUTb 3acTtocyBaHHS
ranooutoBux kucnot abo, 3aranom, OUTOBMX KUCIOT i3 3aMilleHUM reTepoaToMoM, B SIKMX reTepoaToM Moxe 6yTu
NepeTBOPEHUA Ha rpyny, WO BioxoauTb. [epeBaXKHUM [iaHIOHOM OLTOBOI KUCMOTWM € AiaHioH (MeTunTio) ouToBOl
kncnoTtn. OpgepaHuii aMiHOKETOH MOXHa MoTiM BigHOBUTW (Hanpuknag, GoprigpyaomM HaTpito). Y ToMy BUNagKy, Komu
HykrneodirioM € AiaHioH (MeTuMnTio) OUTOBOI KMCNOTW, OAepKaHW aMiHOCMUPT Nerko NepeTBOpTL Y aMmiHoenokeug
LUNSIXOM arkinyBaHHsi (Hanpuknag, MeTUNMoanaoM) 3 nogasnblUUM 3aMUKaHHAM KinbLs (BUKOPUCTOBYIOYM, Hanpuknag,
rigpug HaTtpito).

Peakuito N-zaxuweHoro amiHoenokcugy (abo iHWoro npuaaTHUM YMHOM aKTUMBOBAHOMO iHTepMeniaTy) 3 amiHoM
NpoBOAATb Y YMCTOMY BUMSAI, TOOTO 3a BigCYTHICTIO pO34YMHHMKA, abo Y NPUCYTHOCTI NOMAPHOrO PO3YMHHUKA, TaKoro
AK HaWHWXKYi ankaHonu, Bopa, Aumetundopmamia abo AumeTuncynbdgokeud. Peakuilo 3py4HO MNPOBOAUTM MK
npnbnuaHo - 30°C i 120°C, nepeBaxHo Mix - 5°C i 100°C. AnbTepHaTUMBHO, peaKLilo MOXHa NPOBOAUTU Y NMPUCYTHOCTI
aKTUBYIOYOTrO areHTa, Takoro ik akTUBOBAHWUW OKCUA artoMiHilo Y iIHEPTHOMY PO3YMHHUKY, MePeBaXHO Y NpocTomy edipi,
TakoMy sK gieTunoBui eddip, TeTparigpodypaH, giokcaH abo TpeTOyTun MeTunoBuin eddip, npyu TemnepaTypi Big
KiMHaTHOT go npubnuaHo 110°C, sk uye onucaHo Posner and Rogers, J. Am. Chem. Soc., 99, p. 8208 (1977). IHwWi
aKTMBYIOUI peareHTW MICTATb HanHWXK4Yy NoXigHy TpuankinanomiHilo, Taky aKk TpueTunanioMiHin, abo noxigHy
piankinantoMidiiranoreHngy, Taky sk guetunantomininxnopug (Overman and Flippin, Tetrahedron Letters, p. 195
(1981)). Peakuii, y siknx OepyTb y4acTb Ui peareHTn, 3py4HO NPOBOAWUTUM B IHEPTHMX PO3YMHHMKAX, TaKWUX $IK
anxnopmeTaH, 1,2-guxnopeTtaH, Tonyon abo aueToHiTpun, Mk npubnuano 0°C i npmbnmaHo 110°C. Bigomi iHwWi
cnocobu BUTUCHEHHA rpyn, WO BioxogaTb, abo po3KpUTTA enokcuais 3a AONOMOrol amiHiB abo iHWKX ekBiBaneHTIB,
Takux Sk asugm abo TpumeTuncuninuymaxia (Gassman and Guggenheim, J. Am. Chem. Soc. 104, p. 5849 (1982)), i
BOHW o4veBUAHI Ansa daxiBuis y Ui ranysi.

Cnonykn cpopmyn Il i Ill i iX dpyHKUiOHaNbHO 3axuLleHi NoXigHi BMKOPUCTOBYIOTb SK MPOMIKHI CNOMykM Ans
ofepxaHHsi cnonyk cdopmynu |. Konun L npepcraensie coboto i306yTun, cnonykn cdopmynu lll MoxkHa nepeTBopuTn B
cnonykn copmynu | peakuieto i3 cynbOHINAKTUBOBAHOK MNOXIAHOK 3i CTBOPEHHSAM cynbdoHamigy. Cnocobu
OfEpPKaHHsI TaKMX CyrbgOHINakTMBOBAHMX NoXigHUX aobpe BigoMi dhaxiBusM y Ui ranysi. 3sM4ainHo, Ana ogepXKaHHs
cynbchoHaMifiB BUKOPUCTOBYIOTL CyrbgoHinranoreHign. barato cynbgoHinranoreHigis € KoMepuinHO JOCTYNMHUMM; iHLi
MOXHa Nerko ogep:xaTu, BUKOPUCTOBYHOUN 3BUYaiHi cTanaapTHi cnocobu cuHTesy (Gilbert, E.E. "Recent Developments
in Preparative Sulfonation and Sulfation" Synthesis, 1969: 3 (1969) i nocunaHHg, WO Tam uuTyloTbes; Hoffman,
R. V. "M-Trifluoromethylbenzenesulfonyl Chloride", Org. Synth. Coll. Vol. VIl, John Wiley and Sons (1990);
Hartman, G. D. et al., "4-Substituted Thiophene- and Furan-2-sulfonamides as Topical Carbonic Anhydrase
Inhibitors" J. Med. Chem., 35, p. 3822 (1992) i nocunaHHs, Lo Tam LUTYOTbCA.

B Bunagkax cnonyk cdopmynu lll, oe L € BogHeM, NepeTBOPEHHSI OAEPKaHOro NePBUHHOMO amiHy Y BTOPUHHWIA aMiH
MOXHa 30IMCHUTU 3a BIQOMUMW MeToauKamKn. Taki MeToauKM MICTATb peakuito 3  ankinranorenigom a6o
ankincynogoHaToM, abo BiOHOBMNIOBaNbHE arkinyBaHHS anbOerigoM, i3 3acTOCyBaHHsIM, Hanpuknag, KataniTu4Horo
rigpyBaHHa abo uunaHGoprinpugy Hatpito (Borch et al. , J. Am. Chem. Soc., 93, p. 2897 (1971)). AnbTepHaTUBHO,
NMepBUHHUA aMiH MOXHa auinyBaTu 3 nogarnblUMM BigHOBMEHHAM 6GopaHoMm abo iHWMM npuaaTHUM BiGHOBHMKOM,
Hanpuknag Tak, sk onncadHo Cushman et al., J. Org. Chem., 56, p. 4161 (1991). Taka meTogmka 0cobnMBO KOpUCHa
ons cnonyk copmynu ll, y akux P e 3axucHow rpynoto, Takow fKk TpeT-OyTokcukapboHin (Boc) abo
OeHannokecnkapboHin (Cbz), a G € BogHeM, abo ge i P, i G € 6eHannom.
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BuaaneHHs Oyab-akoi abo obox rpyn i3 nogarnblIo B3aeMOMIEd ofepKaHoro amiHy 3 BignoBigHUM aKTUBOBAHUM
peareHTOM NepeBaXKHO NPUBOAMTL A0 CTBOPEHHS iHWOl cnonyku dcpopmynu IV. Hanpuknag, kapbamatu MoxkHa
odepxaTu peakuieto 3 xnopkapboHaTamu abo 3 kapboHaTtamu, ecTepudikoBaHUMK rpynamMu, Lo BigxoaaTb, TakUMK SIK
1-rippokcnbeHsoTpuason (HOBT) abo HOSu, abo 4-HiTpodpeHon (NpoToHyBaHHA MoxigHoi). MpuknagoMm Takoro
kapboHaTy € N-cykumHimigin-(3S)-teTparigpodypaH-3-in kapboHaTt. Jlerko nepenbaynTv, WO ANS NOMErweHHs
NPOTIKaHHS KOHKPETHMX peakuin Moxe 3HagobuTnca 3axncT ogHol abo AeKirnbKoX NOTEHUIMHO peakuinHo3aaTHUX rpyn i3
noganblnM BuOaneHHsM Uiel 3axucHol rpynu. Taka mogudikalis onMcaHux BULLE CXEM peakuil € 3Bu4aiiHow ans
nepeny4oro piBHA TEXHIKK.

QdaxiBelp y Uil ranysi TexHikn MoOXe 3po3yMiTW, WO BULIEHaABEOEHI CXEMW CUHTE3Y He MICTSATb BUYEPNHOro
nepeniky BCiXx cnocobiB, 3a OOMOMOMoK SIKMX MOXYTb OyTW CMHTE30BaHi CNomnykW, WO ONWCaHi M 3asBneHi y Uuin
3asBLUi. PaxiBuam y Ui ranysi € o4eBUAHUMU R iHLWI cnocobu.

Cnonyku 3a UMM BUHaxXo4OM MOXHa MoandikyBaTh NpUEAHAHHAM NpuAaTHUX PYHKLUIOHaNbHUX rpyn, Wwob nocunmTu
okpeMi GionorivHi BnactueocTi. Take MoaudikyBaHHS BiOOMO 3 Mepenyl4oro piBHSA TexHikM i MicTUTb Taki aii, ski
nigBuytoTe BionoriyHe NPOHUKHEHHA Y AaHWi BionoridHWIA KoMnapTMeHT (Hanpuknag, KpoB, NiMdaThyHa cuctema,
LUeHTparibHa HepBoBa cCUCTEMa), NiABULLYIOTb NepoparbHy AOCTYMHICTb, 36iMblUyloTb PO3YMHHICTb, WO AO3BOSISE
30INCHUTY BBEOEHHN LUMAXOM iH'eKUiA, 4O3BONSAE 3MIHUTU MeTaboniaM i aMiHIOBaTK LWBUAKICTE BUBEOEHHS.

Cnonykn 3a UMM BMHaxoO4oM € YyAOBMMW firaHgamy Ona acnapTtun-nporteas, 3okpema BIf-1 i BINl-2 npoteas.
BignoeigHo, Ui crnonyku 34aTHi nosHadaTW Ta iHriOyBaTW NpoTikaHHA nisHix cTagin BN  pennikauii, TO06TO
npoueciHr BipycHMx noninpoteiHie BIJ1 kogoBaHuMu npoTeasamu. Cnonykn iHriOyloTb NPOTEONiTUMHWIA NPOLECiHr
nonepenHuKis BipyCHUX MOMINPOTEIHIB LWNAXOM iHribyBaHHs acnapTun-npoteasn. OCKinNbKW acnapTun-npoTeasa
BaXXnMBa ONS NPOAYKYBAHHSA 3pinMx BipioHIB, iHFiOYyBaHHA Takoro npoueciHry edeKkTMBHO OnoKye pO3nNOBCHOOXKEHHS
BipyCy LWNSAXOM iHriOyBaHHS MpoayKyBaHHs iH(DEKUIMHUX BIpPIOHIB, 30KpeMa 3 XPOHIYHO iH(IKOBAHMX KNiTUH. Chonyku
3a UMM BMHaxXoOoM NepeBaXkHO NoAaBnsatoTb 3aaTtHicTe BIJT-1 Bipycy iHdikyBaTK iMMopTanizoBaHi T-kMiTUHW NOAWHW Ha
nepiog, WO BUMIPSETHCA AHSMM, WO BU3HAYEHO aHasnisoM i3 BUKOPUCTAHHSIM eKCTpauenionsapHoro p24 aHTUreHy -
cneymdivHoro iHgukaTopa BipycHoI pennikauii. IHWi aHTUBIpYCHi NepeBipkn NiaTBEpPAUIM ePeKTUBHICTE LMX CNOSyK.

Cnonyku 3a LUUM BMHaxo4oM MOXHa BUKOPWCTOBYBATU 3BUYaHUM CnocoboM Ansa BNAMBY Ha Bipycu, Taki ak BT abo
BNTN (Bipyc ntoacbkoro T-KMAITMHHOMO NeEWKo3y), WO 3anexuTb Big acnapTui-npoteas ans obniraTHux nogii y ix
XKUTTEBOMY UMKNi. Taki cnocobu BNAuBY, PiBHI AO3YBaHHA N BUMOMM MOXYTb OyTu obOpaHi daxiBuem y Ui ranysi 3
[OCTYNHUX cnocoGiB i MeToguk. Hanpuknag, cCnonykM 3a LUM BUHaXOOOM MOXHa KOMOGiHyBaTW 3 hapmaueBTU4HO
NPUAHATHUM af'toBaHTOM AN BBEAEHHS iHpikoBaHOMY BipycoM nauieHTy hapMaleBTUYHO NMPURHATHUM CNoco6oMm i B
KINbKOCTI, WO € e(eKTUBHOK ANsi 3HWXKEHHA TAXKKOCTI BipyCHOI iHgekuii abo nonerweHHa naTonoriYyHux BhfvBiB,
nos'asaHux i3 BlJl-iHdekyieto.

ArnbTepHaTMBHO, CMOMYKW 3a UMM BWHAXOOOM MOXHa BUKOPUCTATW Yy npodpinakTuui W y cnocobax 3axucrty
iHOuBioyymiB Big BipycCHOI iH(eKLiT y NeBHMX BMNagkax, TakMX Sk nonorv, abo NpoTsarom TpMBanoro nepiogy udacy.
Mpu Takih npodpinakTuui cnonyka Moxe 6yTM BuKopucTaHa abo cama no cobi, abo pasom 3  iHWUMK
NPOTUPETPOBIPYCHUMKN 3acobamun Anst NiaBULLEHHS ePEKTUBHOCTI KOXHOro 3acoly. FAk Taki, HOBI iHriGiTopn npoTeas 3a
LUUM BUHaXOOOM MOXHa 3aCTOCOBYBATU ik 3acobu Ans nikyBaHHs abo 3anobiraHHs BIN iHdekuii y ccaBus.

Cnonyku copmynu | nerko abcopbyroTbca B KpOBOTIK CCaBUiB Npu nepopansHoMy BBeAeHHi. Crnonyku dpopmynu |,
AKi MalTb MONEKYNApHY Macy MeHwy npubnmaHo 600r/Monb i po3yMHHICTE y Bogi Buwy abo pieHy 0,1mr/mn,
NpoABMAOTL BUCOKY W CTiKy NpuAaTHICTb ANA nepopancHoro BBedeHHs. Lla Bpakaroua npupaTHicTe Ans
nepoparbHOro BBEAEeHHS pobuTb L CrMonyku YygoBUMM 3acoOoM Ans NepopanbHOro BBEAEHHS NpW NiKyBaHHi i
npeBeHTUBHMX 3axogax npotu BIJT iHdeku,ii.

OkpimM oparnbHoi 6ioAoCTYNHOCTI, CMONYKN 38 LUUM BUHAXOOOM MaloTb TaKOX Bpaaltode BUCOKWW TepaneBTUYHWI
iHOEKC (SKMA BM3Ha4ae CMiBBIQHOLIEHHS MidK TOKCMYHICTIO Ta aHTUBIPYCHUM edbekToM). TakMuM YMHOM, CMOSMYKU 38 UM
BUHAxXoOOM € e(EeKTUBHMMMW MNPU 3HA4YHO HWXKYOMY piBHI 003, Yy MOPIBHAHHI 3 ©GaraTtbMa paHile onucaHumu
NPOTMPETPOBIPYCHUMK 3acobamu, Lo 3BUYANHO BUKOPWUCTOBYHOTbCH, | AO3BOMAIOTb YHUKHYTWM GaraTtboX TAXKUX
TOKCUMYHUX edpeKTiB, BUKITMKAHUX LMK Nikamu. MoXnuBicTb BXUBATU Lji CMOMYKM Y 4o3ax, Wo Aaneko nepeBuLlyoTb X
epeKTUBHI NPOTMBIPYCHI piBHI, € NepeBarold NpU CnoBirlbHEHHI abo 3anobiraHHi MOMXIMBOCTI PO3BUHEHHSI CTINKOT
dhopmu.

Cnonykun 3a MM BUHaxonoMm MOXHa BBOAUTW 3gopoBoMy abo BlJl-iHdikoBaHoMy nauieHToBi abo y BUrnsgi eguHoro
3acoby abo y kombBiHauii 3 iHWMMK NpOoTUBIPYCHMMMK 3acobamm, aki NopyLyoTh Lukn pennikadii BIJ1. BBegeHHs cnonyk
33 UMM BUHaxodoM pasoM 3 iHWMMK NPOTUBIPYCHUMKM 3acobamiu, SiKi CnpaMOBaHi Ha pisHi cTagil y KUTTeBOMY LMK
Bipycy, nocunoe TepaneBTUYHY Aito UUX cnonyk. Hanpuknag, cymicHO BBegeHUIN NpOTMBIPYCHUI 3acit mMoxe OGyTu
OOHMM i3 TUX, WO CNPAMOBaHI Ha paHHi cTagii y XXUTTEBOMY LMKNI BipyCy, Taki AK MPOHUKHEHHSA Y KNITUHY, 3BOPOTHY
TpaHckpunyito Ta iHTerpauito BipycHoi OHK y knituHHy OHK. AHTW-BIJT 3acobu, cnpsimoBaHi Ha Taki paHHi cTtagii y
XKUTTEBOMY LMKNI MiCTATb AnaaHosnH (ddl), anpgeokemuyntnann (ddC), d4T, angosyauH (AZT), 3TC, 935U83, 1592U89,
524W91, nonicynbdoBaHi noniuykpnan, sT4 (posdnHennii CD4), raHiknosip, TpUHaTpin docgoHgopmiaT, endopHITUH,
pnBOoBIpUH, auuKNoBip, anbga-iHTepdepoH i TpumeTpekcaT. [JogaTkoBo AN NiABULLEHHS eheKTUBHOCTI CNonyK 3a Uum
BMHaxXoOOM MOXHa 3aCTOCOBYBATW HEHYKMEO3WAHI iHribiTopn 3BOPOTHOI TpaHcKpunTaswu (pesepTasm), Taki ak TIBO,
penasipanH (U90) abo HeBipaniH, a TakoX iHribitopn pekancupgadii Bipycy, iHriGiTopn TpaHcakTuBytounx Oinkis,
Taki sk tat abo rev, abo iHribGiTopn BipycHoI iHTerpasu.

Komb6iHoBaHa Tepania 3a UMM BUHaxoOoM oByMOBMOE aguTUBHY abo CUMHepridHy Aito npu iHribyBaHHi pennikauil
BIJ1, OCKINMbKM KOXEH KOMMOHEHT - areHT Komnosuuii gie Ha iHwwui cant pennikayii BIJ1. 3actocyBaHHA Takol
koMGiHOBaHOI Tepanii TakoXX KOPMCHO TOMY, LUO 3HWXYE 03y CTaHAapTHOrO MpOTUPETPOBIpYCHOro 3acoby, sika
3BUYalHO NoTpibHa Ana GaxaHol TepaneBTMYHOT abo NpPodinakTUYHOT Ail, B NOPIBHAHHI 3 TUM BMNAOKOM, KONMW TaKuih
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3aci6 3acTocoByOTb A4S 34iicHEHHs MoHoTepanii. Lli komGiHalil MOXyTb 3HUXyBaTW abo BUKNOHMATU CTOPOHHI edhekTn
Bifj 3aCTOCYBaHHSA TiNbKW 3BUYaNHUX NPOTUBIPYCHUX 3acobiB, HE MOPYLUYKOYN MiXK TUM NPOTUPETPOBIPYCHY aKTUBHICTb
umx 3acobie. Lli kombBiHauii 3HMXKYIOTb 3gaTHICTE A0 onopy BRAMBY 3acobiB y MOPIBHSHHI 3 IX CaMOCTIHWUM
33CTOCYBaHHSIM | 3BOAATH OO MiHIMYMy Oyab-siky MOB'Si3aHy 3 HUMM TOKCWMMHICTb. Lli KOoMGiHauii MoXyTb Takox
NiaBUWNTN ebeKTUMBHICTb CTaHAapTHoro 3acoby 6e3 36inblUeHHA NOB'A3aHOT 3 HUM TOKCUYHOCTI. 30Kpema, M1 3HanLWn,
O Y CMOMyYeHHi 3 iHWwuMK aHTu-BINT 3acobamu cnonyku 3a UMM BUHaXoOoM Lil0Tb aguTUBHUM abo CUHepriYHUM
cnocobom y 3anobiranHi pennikayii BIJT y T-kniTnHax noguHu. MepeBaxkHa KOMGIHOBaHa Tepanis BKOYae BBEAEHHS
Cnonyk 3a LM BUHaxogom cymMicHo 3 AZT, ddl, ddC, d4T, 3TC, 935U83, 1592U89, 524W91 abo 3 ix kombiHauieto.

AnbTepHaTVBHO, CMOMlyKM 3a LMM BUHAxodoM MOXYTb 3aCTOCOBYBATUCb pas3oM 3 iHWWMK  iHribiTopamu
Blfl-npoTeasn, Takumum Ak cakeiHaBip (Ro 31-8959, Roche), L-735, 524 (Merck), ABT 538 (A-80538, Abbott), AG
1341 (Agouron), XM 412 (DuPont Merck), XM 450 (DuPont Merck), BMS 186318 (Bristol-Meyers Squibb) i CPG 53,
437 (Ciba Geigy), abo nponikamu Uux abo BigHECEHUX OO0 HUX CMONyK ANs NiABULEHHS Aii Tepanii abo npodinakTnukm
NPOTW Pi3HMX BipyCHUX MyTaHTIB abo NpeacTaBHUKIB kBas3i pisHoBuay B

[MepeBaXHO BBeOEHHS CMOMYK 3a UMM BUHAxogoM ik eauHoro 3acoby abo y kombiHauii 3 iHribitopamu
PETPOBIPYCHOI peBepTasn, Takummn Ak noxigHi AZT, abo iHwumK iHribitopamu BIJT acnapTun-npoTteasu, BKMoYaun
yncneHHi kombiHauii, wo mictaTe Big 3 4o 5 3acobie. Mu BBakaemo, WO CyMiCHE BBELEHHS CMOMYK 3a UMM BUHAXOAOM
3 iHriGiTopamn peTpoBipycHoi peBepTasn abo iHribitopamn BIJT acnaptun-npoteasn Moxe HagaTh 3HaYHUA agUTUBHUIA
abo cUHepriYHn edbekT, TUM camuM 3anobiratoun, 3Ha4YHO 3HKXKYKYM abo MOBHICTIO BUKMOYaoWn BipyCcHY pennikauiio
abo iHdekuito, abo i To, i Apyre, i NOB'A3aHi 3 LM CUMNTOMM.

Cnonykn 3a UMM BMHaxogoM MOXHa@ TaKOX 3acToCOBYBATW Y CMOSMyYeHHI 3  iMyHOMoAynsTopamu Ta
iMyHOCTUMYnNsSTopamy  (Hanpuknag, OponipuMiH, aHTUTINO [O nAckbkoro anbda-iHTepgepory, IL-2, GM-GSF,
iHTepcbepoH anbda, AaneTun-gutiokapbamat, ¢aKTop HEeKpo3dy nyXJMH, HanTpeKkCcoH, Tyckapason i rEPO) i
aHTMGioTMKaMn (Hanpuknag, neHTamiguH isetiopaTt) ona 3anobiraHHs abo GopoTbbu 3 iHdekuielo 1 xBopoboto, LWo
nos'aaaHi 3 BlJT-iHdpekuismu, Takmmun ak CHI abo CAK (CHI-acouiioBaHnin kKOMNNEKC).

Konu cnonyku 3a UMM BMHAXOLOM 3aCTOCOBYIOTh Y KOMOIHOBaHIW Tepanii pasom 3 iHWwrMK 3acobamu, nauieHToBi ix
MOHa BBOAUTW NOCNIQOBHO abo ofgHoYacHO. AnNbTEpHaTUBHO, hapMaLeBTUYHI KOMNO3ULT 38 UMM BMHAXO4OM MOXYTb
MiCTMTK koMOiHauito iHrGiTopy acnapTun-NpoTeasn 3a UMM BMHAXOAOM i iHLWOro TepaneBTMYHOro abo npodinakTn4Horo
3acoby.

Xo4 uUel BUHaxin OKYCYETbCS Ha 3aCTOCYBaHHI PO3KPUTMX TYT CRonyk Ans 3anobiraHHa 1 NiKyBaHHs
BIJ1-iHcbekuii, cnonykn 3a UMM BMHAXOAOM MOXKYTb TakoX OyTW BUKOPUCTaHI SK iHribyo4nin 3aci® gns iHwWux Bipycis,
AKi 3anexaTb Big nogibHuX acnapTun-npoTeas Ans obniraTHUX nogin y iX xkuttesoMy uumkni. Lli Bipycn BuknmkaoTb
iHWi nogmibHi CHIy 3axBoptoBaHHS, BUKMMKaHI peTpoBipycamun, TakuMmu K Bipyc iMyHogediunTty masnu, HTLV-l i
HTLV-II. Kpim Toro, cnonyku 3a LM BUHaxo4oM MOXHa TakoX BUKOpPUCTATW ANA iHriGyBaHHSA iHWMX acnapTun-npoTeas,
i, 30KpemMa, iHWKUX acnapTun-npoTeas MIOAWHKW, BKITOYAOYK peHiH i acnapTun-npoTeasun, Aki npouecyoTs nonepeqHukis
eHaoTeniHy.

Komnosuuii 3a LM BUHaxonoMm 3BMYaliHO BBOAATL NepoparibHO. BoHM MICTATb TaKy KinbKicTb cnonyku cdopmMynu |,
sKa € edpeKTMBHOW ANA iHribyBaHHA pennikauii BIJT wnsxom iHribyBanHs oro BlJl-npoTteasn y LIHC.

Cnonykun copmynu | 3a UMM BUHaXOAOM 3aCTOCOBYHOTbH Y KOMOGiHaUil 3 dapMaueBTUYHO NPUAHATHUM HOCIEM.
3BMYaHO X BUKOPUCTOBYIOTE ¥ KOMGiHaLiT 3 iHWKMK 3acobamm npotn CHIfOy, ocobnueo 3 AZT i 3TC.

INikapcbki 3acobu 3a UMM BUHAXOOOM MICTSTb CMOMYKW 3a LUM BUHaXoOOM i iX hapMaueBTUYHO NPUAHATHI comi 3
Oyab-skMM hapMaLleBTUYHO NMPURHATHUM HOCiEM, af'loBaHTOM abo HanoBHioBadeM. PapMaleBTUYHO NPURHATHI HOCIT,
af'toBaHTW i HaNoBHIOBaYi, AKi MOXXHA BUMKOPUCTATU Y dpapMaLeBTUYHNX KOMMNO3ULIAX 3@ MM BUHaXoOoM, BKIOYAIOTb,
ane He o6MeXyTbCA NMU, IOHOOOMIHHWUKW, OKCUA antoMiHilo, cTeapaT arntoMiHilo, NeUeTUH, caMoemMynbrytodi cucTemm
OOCTaBKM nikapcobkux 3acobie (SEDDS), Taki Ak da-Tokogepon nonietunenrnikons 1000 cykuymHaT, cupoBaTkoBi Binku,
Taki K cMpoBaTKOBUIA anbObyMiH noanMHKu, BydepHi pedoBUHK, Taki gk docdaTu, rmiunH, copbiHoBa kucnoTta, copbaT
Kanito, 4YacTkoBi rniuepnaHi CyMmilli HacUYeHWX POCIMHHMX KUPHUX KWCROT, Boda, Cinb abo eneKkTponiTh, Taki sk
npoTamiH cyrnbdaT, QMHATPIA KUCNWUIA cpocdart, Kanili KUCnnii cocat, Xrnopua HaTpito, conb LUUHKY, KONOIGHUA aiokena,
KPEeMHito, MarHii TpucunikaT, nNoniBiHINNIPONIOOH, PEYOBMHM HA OCHOBI LEMNo3n, NonieTUNeHrnikons, HaTtpii
KapbokcMMeTUnLentonosa, noniakpunaru, BOCKM, nonieTuneH-noniokcunponineH-6rnok cnisnonimepu,
NoMnieTUNEeHMIKoMb | NaHomMiH. LiMknogekcTpuHuW, Taki sk o-, B- i y-UMKIOOeKCTpuH, abo XimidHO moaudikoBaHi noxigHi,
TaKi SIK rigpOKCManKinUMKNOAEKCTPUHN, BKIoHaoHn 2- | 3-ruapoKeMnponin- f-UuknogekcTpuHn abo iHwi contobinisoBaHi
NOXigHi, MOXHa TakoX 3 YCNiXoM BUKOPUCTATU 4NA NiABULLEHHSA OOCTaBKK cnonyk doopmynu |.

dapmaLleBTUYHI KOMMNO3ULiT 3a UMM BUHaXO4OM MOXHa BBOAWUTU NepoparibHO, NapeHTepanbHO, LWASXOM iHranauii,
roKaneHo, peKTarnbHO, HasarnbHo, TpaHcOyKanbHo, BariHanbHO abo Yepes iMnnaHToBaHUN pesepByap. Mu BBaxaemo 3a
Kpalye nepopasnbHe BBeAeHHs abo BBeOEeHHS WNSAXOM iH'ekuil. PapmaueBTUYHI KOMNO3ULi 3a UMM BMHAXO4OM MOXYTb
MIiCTUTK Byab-aki NpUAaTHi HETOKCUYHI dbapMaueBTUYHO NPURHATHI HOCii, ag'toBaHTU abo HanoBHwBadi. B geakmx
Bunagkax pH Kkomnoauuii MoxHa BigperynoBaT ¢dapMaueBTUHYHO MNPUAHATHUMMW KUCMOTamMKu, ocHoBamu abo
OydhepHUMKN pevoBMHAMU LnS NIOBULLEHHS CTarocTi BBedeHOI A0 cknagy crnofyku abo i ¢hopMyM OOCTaBKM.
BukopuctoByBaHWiA  TyT  TepMiH NapeHTepanbHWin  MICTUTb  MEeTOOAMKW  MIiAWKIPHUX,  BHYTPILIHBOLUKIPHMX,
BHYTPILLHBOBEHHUX, BHYTPILUHBOM'S30BUX, BHYTPILUHBOCYNMOGOBMX, BHYTPILIHBOIPYAHUX, BHYTPILLHEOOOONOHKOBMX,
BHYTPILUHBONYXITMHHKX i BHYTPILLHBOYEPENnHUX iH'eKLin abo BNMBaHb.

dapmaueBTUYHI KOMNO3ULiT MOXYTE ByTK y hopMi CTepuribHOro npenapaTy Ans iH'ekuiih, Hanpuknag, CTepusibHOI
BogHoi abo macnsHucTol cycnensii ans iH'ekuin. Lo cycneHsilo MoXHa cknacTu 3a MeToaukamu, BigoMUMM i3
nepenyloyoro piBHA  TEXHiKM, 3 BUKOPUCTAHHAM MpUAaTHWX Jucnepryloumx abo 3BOMOXYUMX areHTiB (Takumx,
Hanpuknag, sk Tween 80) i cycneHayto4mnx areHTis. CTepunbHUIA npenapat ans iH'ekuyin Mmoxe 6yTH TakoX CTePUrbHUM
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pO34YMHOM abo CyCrneH3ielo Yy HEeTOKCUYHOMY, NpuaaTHOMY AN napeHTepasribHOro 3acTOCyBaHHs po3pigkyBadi abo
PO3YUMHHUKY, Hanpuknag, posduHom y 1,3-6yTangioni. o npuaaTHUX HaMOBHIOBAYIB i PO3YUHHMKIB, SIKIi MOXHa
BUKOPUCTATK, BIOHOCATLCS MaHIT, Boda, po34vMH PiHrepa Ta i30TOHIMHWMIA po3dMH Xxropugy Hatpito. Kpim Toro, y
AKOCTi PO34MHHUKa abo cycneHOyluoro cepefoBLla 3BMHaNHO BUKOPUCTOBYIOTE CTEPWUIbHI HeneTydi Mmacna. Y Lsomy
BMNapKy MOXHa BUKkopucTaTh Byab-sike 3MillaHe CTiliKe Macsio, BKIoYalouy CUHTETUYHI MoHo- abo aurniuepuamn. XKupHi
KMCNOTKU, Taki sk oneiHoBa kucnota i i rniyepuaHi noxigHi, € KOPUCHMMW Yy NPWUrOTYBaHHI npenapatie Aans

iH'EKLIN, TaKOX SIK HaTypanbHi dapmaleBTUYHO NpUAaTHI Macna, Taki Sk onvBkoBe Macno abo kacTopoBe Macro,
ocobnueBo y X noniokcuetTunoBaHux BapiaHTax. Lli macnsiHi posunHM abo cycneHsii MOXyTb TakoX BKYaTh
[OOBronaHUoroBUn cnnpT-po3spigxkyead abo gucnepratop, Takuin sk Ph. Helv abo nogiGHuin cnuprt.

dapmaueBTUYHI koMno3uuii 3a UMM BMHaXOOOM MOXHa BBOAUTU nepoparnbHo Yy Oyab-akid opanbHO NpuaaTHIn
[030BaHiii chopMmi, BKMoYaun, arne He OOMEXyl4Yucb HUMW, Kancynu, TabneTku i BogHi cycneHsii abo posynHu. Y
BMNagKy TabneTok AnNA nepoparbHOro 3acTOCyBaHHS HOCHi, AKi 3BUYaWHO BMKOPUCTOBYIOTb, MICTATb NAKTO3Y |
KYKYPYO3SHWIA KpoXMmarb. 3BMYaliHO [OoAalTb TakoX 3MallyBanbHi 3acobu, Taki sk crTeapaT MarHito. KopucHi
po3pigKyBadi Ons nepopanbHOro BBEAEHHSI Y KancCyrbHIM hopMi MICTATb NakTo3y i BUCYLIEHWMI KyKYPYA3AHWUA
Kpoxmanbe. [pu nepopanbHOMY BBEOEHHI BOOHUX CYCMEH3in aKkTUBHUM iHrpedieHT KOMOIHYTb 3 eMymnbryloduMmn i
cycneHgyodumMmn 3acobamu. MNpu GaxaHHi MOXHa Ao4aTu nigconomxysayun i/abo apomaTusartopu, i/abo 6apBHUKN.

dapmaleBTUYHI KOMNO3WUil 3a UMM BUHaxXo4OM MOXHA TakoX 3acTocoByBaTW Yy <hOpMi CynosuTopiiB Ansa
pekTanbHoro BBeAeHHs. Lli komnosuuii MoxHa npurotyBati 3MmillyBaHHSM CMOMyK 3a LM BUHaxXOAOM 3 npuaaTHUM
HenoApasHIoYMM HaNoOBHIOBaYeM, SKUA € TBepaAUM Npu KiIMHATHI Temnepatypi i 6yge nnaBWTUChL Yy NPAMIA KULIL,
BMBINBHIOOYM aKTUBHI KOMNOHEHTU. Taki MaTepiany BKItoYaloTb, ane He obMexylTbea MK, Macno kakao, 64KonmHUA
BicK i nonieTuneHrnikoni.

IlokanbHe 3acTocyBaHHA apMaueBTUYHUX KOMMO3MLUIM 3@ LUM BUHaxodoM OCOGMMBO KOPUCHO, KOMU
nepenbayaeTbca nikyBaHHsS obnacTteri abo opraHiB, nerko AOCTYMHWX ANA NokanbHoro BnnvBy. Ons micuesoro
3aCToCyBaHHA Ha LWKipi cdhapmaueBTUYHY komnoauuito Tpeba cknagatv 3 NpuaaTHOK Massto, WO MICTUTb akTUBHI
KOMMOHEHTW, cycrneHaoBaHi abo posudMHeHi y Hocii. Hocii gna nokanbHOro BBEAEHHsI CMOMyK 3a UMM BUHAXoLoM
BKIIOYAIOTb, ane He OOMEXylTbCsi HUMMW, MiHeparibHe Macno, BaseniHoBe Macno, Ginuii BaseniH, nponineHrnikonkb,
nomnioKCUeTUNEH-NOMIOKCMMNPONINeH, eMynbrylounin Bick i Bogy. AnbTepHaTUBHO, dhapMaleBTUYHY KOMMO3WLil0 MOXHa
cKNacTv 3 NpuAaTHUM FIOCBAOHOM abo KPeMOM, Lo MICTUTb aKTMBHI KOMMOHEHTUN, CycneHAoBaHi abo po34MHEHI B HOCIT.
MpuaaTtHi Hocii BKMOYaloTh, ane He oBMeXyTbCs HUMU, MiHeparnbHe Macrno, copbitTaH MoHocTeapart, nonicopbar 60,
LeTWUNOoBI cKnagHi edipy BOCKY, LETapUNOBUIA CNUPT, 2-OKTUrAoaeKkaHorn, 6eH3nnoBsmin cnupt i Bogy. PapmaueBTUYHi
koMno3uuii 3a UMM BUHaxodOM MOXHa TakoX JoKalnbHO 3acTocyBaTW A0 obnacTi HMXKHBOMO KMLLIKOBOTO TPakTy 3
BMKOPWUCTaHHAM hOpMU peKTarnbHOro cynosutopis abo y dopmi, aka npuaaTHa And BBeOeHHs! 3a JOMOMOro KilisMu.
TpaHcaepmarnbHi NOB'A3KN AN MICLLeBOro 3aCTOCYBaHHSA TaKoX BKIIOYEHI Y Liei BuHaxig,.

dapmMaueBTUYHI KOMNO3ULii 3a UMM BMHaxodoM MOXHa BBOAWUTW Y BMIMAA HasanbHOro aeposonio abo Lnsxom
iHranayii. Taki koMno3suuii roTylTb 3a MeToAUKaMu, 3arafibHOMPURHATUMK Y LA ranysi Ana cknagaHHa NikapcbKux
cbopMm. Ix MoxHa roTyBaTW SK PO3UNHM Y Di3iONOMYHOMY PO3UMHI 3 BUKOPUCTAHHAM GEH3WUIOBOro ciunpTy abo iHLIMX
npuaaTHUX KOHCepBaHTIB, NpomoTopiB abcopbuii Ana nigBuleHHs GionoriyHoi JocTynHocTi, dTopByrneuis, ifabo
iHWKX contoBinisyounx abo aucnepryoHmnx sacobis, BiOMUX i3 PIBHS TEXHIKN.

Mpn 3anobiraHHi Ta nikyBaHHI BipycHOl iHdekuii, Bkntodatoun BlJl-iHekuilo, BUKOPUCTOBYOTL A03M Cnonyk (no
aKTMBHOMY iHrpegieHTy) Big npmbnuaHo 0,01 go npnbnuaHo 100Mr/kr Barn Tina y AeHb, NepeBaxHo Big npubnuaHo 0,5
0o npubnnsHo 75Mr/ kr Barv Tina y AeHb. 3BnYainHo, dapmaleBTUYHI KOMNO3ULii 3a UMM BUHaxoOoM BBOAATb Big 1 Ao
5 pa3 y AeHb abo, anbTepHaTUBHO, Y BUMAAi 6e3nepepBHOro BIMBaHHA. Take 3acTOCYBaHHSA MOXHa BUKOPUCTATU Npu
NiKyBaHHIi  XPOHIYHMX | rocTpux 3axBoptoBaHb. KinbKiCTb aKTUBHOrO iHrpegieHTa, AKUiA  3'egHyloTb 3
PEYOBUHAMU-HOCISIMW LS OfepXaHHs pa3oBoi A03M AaHoi dopmu, Oyae 3MiHIOBATUCh 3anexHo Big xassiHa, SKui
noTpebye nikyBaHHs, i Big KOHKpeTHOro crnocoby BBedeHHsi. TMNOBUIA npenapaT MoXe MiCTUTK Big npubnusHo 5% go
npubnuaHo 95% akTMBHOI pevoBMHM (Bara/Bara). [lepeBaxkHO, Taki nmpenapatu MicTATb Big npubnusHo 20% Ao
npu6nmaHo 80% akTUBHOT CMONYKK.

[Mpn noninweHHi cTaHy nauieHTa, AKWo HeoOXioHO, MOXHa BBOOMTU MIATPUMYHOYY [O3Y CrOMykKU, komnoauuii abo
koMGiHauii 3a UMM BUHaxogoM. BignosigHo, [o3y abo 4YacToTy BBeAeHHs, abo i To, i iHWe, MOXHa 3HU3UTK, 3aneKHO
Bill CMMNTOMIB 3aXBOpPIOBaHHS, 40 PIiBHSA, NpK AKOMY NoninweHni ctaH 36epiraetbea. Konv cumntomy nonerwyoTsca Ao
NOTPIGHOro piBHA, NiKyBaHHA crig npunuHMTK. MNaudieHTam Moxe, npote, 6yTM NOTpPiIBHMM nepiognyYHe NOBTOPHOBAHHS
niKyBaHHA NpoTAroM TpMBanoro 4acy npu 6yab-akomy peumansi CUMNTOMIB XBopobu.

daxisueBi y gaHoi obnacti 3po3ymino, Wo MoXyTb 6yTW NOTPIOHMMK Binbll HM3bKI abo Ginbll BUCOKI 403U, HiX
Ti, Wo BKkasaHi Buwe. KoHkpeTHa Oo3a Ta cxema NiKyBaHHSi ANA KOHKpPeTHoro nauieHta Oyae sanexatu Big psgy
hakTopiB, BKHOYAOYM aKTMBHICTb KOHKPETHOI 3aCTOCOBYBaHOI CMomnyku, BiK, Bary Tina, 3aranbHWi CTaH 300poB's,
cTath, OieTy, Yac BBeOEeHHSs, LWUBUAOKICTb BUBEOEHHS, CNOMYYeHHs NiKiB, TSXKKICTb i PO3BUMHEHHS iHgbeKLUiT, CXUIbHICTb
nauieHTa go iHdekKuii Ta BUCHOBOK MniKyto4oro nikaps.

[ns 6inbl NOBHOMO PO3YMiHHA OaHOro BUHaxody npeacTasneHi npuknagun. Lli npuknagn HaBedeHi Tinbku 3 MeTol
intocTpauil i He NOBUHHI Po3rNaQaTMCh SK Taki, Wo 0BMeEXYTb SKUMOChH LUMAXOM 06Csr 4aHoro BuHaxogy.

MPUKNAZL 1

[MonepegHuk A. PosunH 102mr N-((2 CWH,
38)-2-rinpokcun-4-theHin-3-((S)-TeTparinpodypaH-3-inokcukapboHinamiHbytunamivy 'y 4:1 CH,Clo/HacudeHnin BogHuUi
NaHCOg3; obpobnsioTe MNOCMigoBHO MNpu  TeMnepaTypi OTouylouoro cepegoBulla y aTtmocdepi asoTy 65mr
p-HiTpoGeH3oncynbdoHin xrnopugy i 51mr GikapboHaTy HaTpito. Cymill nepemiwytoTe NpoTarom 14 roavH, po3sBoasTb
CH,Cly, npomuBatoTe HacudeHum NaCl, notim cywatb Hag MgSO,, dinbTpyoTb | KOHLEHTPYIOTh Y BaKyyMmi. 3anuwok
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ouMnLaloTb XpoMaTtorpadieo HU3bKOrO TUCKY Ha cunikareni, BukopuctoBytoun 20% gietunosuii ecpip y CHoCl, sk
ernoeHT, | oTpumytloTb 124Mr HasBaHoro NpoaykTy y Bumagi 6inoi TBepgoi pedvoBuHU. TCX (TLC): Rf=0,36, 20%
pietunosuii edip y CH,Cl,. BEPX (HPLC): Rt=15,15xe. ('H) - AMP (CDCI3) Binnosinae cTpykTypi.

MPWKNAL 2

Cnonyka |. Po3dnH 124mr ogepxkaHoi cnonyku MNpuknagy 1 B eTunayeTtaTi obpobnsatoTb Npy KiMHaATHIA TemnepaTypi
13mr 10% nanagito Ha Byrrnedi. Cymilw nepemiwytoTs npoTaroMm 14 roguH B atMocdepi BoAaH, inbTpyoTs Yepes
NpoKnagKy UeniTHoro inbTpytodoro 3acoby i KOHUEHTPYOTL Yy BakyyMi. 3anuwok niggawTb npenapaTtuBHii BEPX,
oTpuMytoun 82Mr Ha3BaHOro NpoAykTy y Burnagi 6inoi TBepgol pevoBuHu. TCX: Rf=0,10, 20% edip y CH,Cl,. BEPX
(HPLC): Rt=13,16xs. ('H)-AMP (CDCl5) Binnosinae cTpykTypi.

Xo4 Hamu onucaHuin psg BapiaHTiB BTINIEHHS OAHOMO BMHAxXony, OMEBUAHO, WO MOXMIMBI 3MIHEHHS HALLWX OCHOBHMX
KOHCTPYKLA 3 METOl OfepXaHHs iHWWX BapiaHTiB BTIMEeHHs, fKi BUKOPUCTOBYIOTb MPOAYKTW Ta cnocobu paHoro
BMHaxody. ToMy cnif mMaTu Ha yBa3i, Wwo obcar gaHoro BMHaxody NOBUHEH BU3Ha4YaTUCh pOpMyriol BuHaxogy, Lo
[OOAEThCs, @ He KOHKPETHUMW BapiaHTamMu 34IMCHEHHs, ki NpeAcTaBrieHi AK NpuKknagu.

dopmyrna BMHaxony

1. 3acTocyBaHHa cnonykun dopmynu |:

NH,
H OH

0

AK aKTUBHOIO iHrpegieHTa nikapcbkoro 3acoby Ans 3HUXKeHHs BipycHol iHdekuii y LIHC ccaBusa, konu 3ragaHuii
Bipyc notpebye acnapTun-npoteasy ans obniraTHO! nogil y Noro XXUTTesomMy LUK,

2. 3actocyBaHHs 3a . 1, konu 3ragaHui Bipyc e BIJ.

3. 3acTocyBaHHs 3a N. 2, B IKOMY 3ragaHuii fnikapcekuii 3acio gogatkoBo MicTute AZT, 3TC abo obuaea.

4. Cnoci6 nikyBaHHA ccaBus, Wo xBopie Big BnnuBy Ha LIHC Bipycy, wWo 3anexuTb Big acnapTun-npoteasn ans
obniraTHOI noAil y NOoro XXUTTEBOMY LWKNI, SIKWA BiOpi3HAETHCA TUM, O CCaBLEBI BBOOAATb AK aKTUBHWUWA iHrpemieHT
nikapceKoro 3acoby crnonyky cgpopmynu |:

NH,

0

B TepaneBTU4YHO ePEKTUBHIN KirbKOCTi Ans iHriGyBaHHs 3ragaHoro Bipycy B LIHC.

5. Cnocib 3a n. 4, akii BiOpi3HAETbCA TUM, WO crnoryka hopMynun | Sk akTUBHWIA iHrpedieHT nikapcbkoro 3acoby
iHribye pennikauito 3aragaHoro Bipycy.

6. Cnoci6 3a n.4, SKMin BiAPI3HAETHCA TUM, WO cronyka copMynun | K akTUBHUIA iHrpedieHT nikapcbkoro sacoby
NPUrHivdye hepMmeHTaTMBHY aKkTUBHICTL acnapTuni-npoteasmn y LIHC ccaBug.

7. Cnocib 3a 6yab-akum i3 nn. 4-6, ak1ii Bigpi3HAETHCA TUM, WO 3ragaHuin Bipyc € BIJ.

8. Cnocib 3a n. 7, Akni BiOpI3HAETbCA TMM, WO crnorfyka hopMynun | K akTUBHWIA iHMpedieHT nikapcbkoro 3acoby
iHribye npoaykyBaHHs iHdekuinHoro BIN BipioHy y LIHC.

9. Cnoci6 3a n. 7 abo 8, AKkWIA BiOPI3HAETLCA TMM, WO 3ragaHuii nikapcbkuin 3acié gopatkoBo MicTUTe AZT, 3TC
abo obuasa.

OdbiyiiHnii GroneteHb "lMpomucnoaBa BnacHicTe". KHura 1 "BuHaxogu, kopucHi mogeni, Tonorpadii iHTerpansHnx
MikpocxeM", 2003, N 12, 15.12.2003. [OepxaBHuUii genapTamMeHT iHTenekTyanbHoi BracHocTi MiHicTepcTBa ocBiTU i
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