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(NHOM KHANG VIRUS SAO CHEP NGO C)

Virus gdm c6 lo0i 1 hol ¢ 2 chulli ADN hollc ARN dilc blc trong mit v protein gli la capsid.
MOt s virus c¢6 ¢l vi lipoprotein, va gill ng nhi capsid, vO nay c6 th0 chl a cac protein khang
nguyén. Virus b 0t bul ¢ phli sl ng ky sinh trong t0 bao vt chl, s sao chép cla chung phl
thul ¢ chD yOu vao cac qua trinh ting hip cla tl bao vt chi.

- Lol i ADN virus nhll poxvirus (gay bl nh d0u mua), herpesvirus (gay thul d0u, herpes, zona),
adenovirus (viém kOt mOc, vié m hd ng), hepa AND virus (viém gan B) va papillomavirus (h0t
cm). Sau khi tham nhl p dil0c vao nhan t0 bao vt chd, ADN virus di 0 c sao ma sl m vao ARN
mbli ARNm polymerase cUa t0 bao vOt chl, ARN m di0c dl ch m& theo cach théng thiOng cla
t0 bao vOt chO di than h cac protein di ¢ hilu cla virus. Riéng virus dl u mua, do c6 ARN
polymerase riéng nén co thll sao chép ngay trong bao tiling cla tl bao vt chl.

- Lo0i ARN virus g m rubellavirus (gay bl nh si B0 c [German measles], rubeon), rhabdovirus
(b0 nh ddi), picoARNvir us (b0 nh bdi li0t, viem mang nédo, ¢l m I0nh), arenavirus (viém mang
nao, slit Lassa), arbovirus (st vang), orthomyxovirus (cam), paramyxovirus (sl i, quai bl ).

V0Oi ARN virus, vil c sao chép trong t0 bao vt chl s da vao holc la cac enzym trong virion
(hOt virus) d0 t0ng hop ARN m cho nd, holc Ia ARN virus d00c dung nhO chinh ARN m ca né.
ARNmMADD ¢ dd ch ma thanh cac protein virus, kI cI ARN polymerase, enzym chi phii s t0ng
hi p nhi0 u ARNm virus.
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MOt nhém ARN virus trong loli nay la retrovirus c6 chlla enzym re verse transcriptase (enzym
sao ma ngilc), t0o ADN t0 ARN virus. Sau do, bl n sao ADN tich hi p vao genom (bl gen) cla
vt chO (luc d6 dibc coi nhi provirus) va dillc sao ma thanh c ARN genom va ARN m dil dich
ma thanh céc protein virus (HIV).

Trong nhilu bl nh nhidm virus, d0 nh di0m cla s sao chép cla virus la vao ngay tri0c lac tril u
chOng lam sang xult hiln. Vi vy, hilu quO difu trd l[am sang t0i0u la phOdi b0t diu didu tr0

s m. Cac thul ¢ khang virus ¢ n phii: ngan cln sO xam nhip cla virus vao t0 bao va phli cé
hoOt tinh vOi virus trong t0 bao, nghta la phUi c6 tinh di ¢ hil u.

DO a vao cac bl c trong qua trinh sao chép, nhan déi cll a virus ma nghién clu cac thul ¢ khang
virus, theo bllng 15.1

Thul ¢ khang virus sao chép ngiUc (Antiretroviral agents): thul c ching HI V.

HIV (human immunodeficiency virus) la virus sao chép ngilc. ARN t0n céng vao cac t0 bao
lympho CD4, dlii thc bao va t0 bao thi n kinh sOi nhanh (dendritic cells). Nghién clu vong dii
cla HIV trong t0 bao chinh la tim mic tiéu tac di ng cl a thul c.

BOng 15.1: Céc giai dol n sao chép cla virus va mi ¢ tiéu tac dil ng cl a thul ¢ chd ng virus

580) {this.resized=true; this.width=580;}" alt="Hinh 0 nh t0 www.benhhoc.com"
src="http://www.benhhoc.com/attachment.php?fid=283" />

580) {this.resized=true; this.width=580;}" alt="Hinh 0nh t0 www.benhhoc.com"
src="http://www.benhhoc.com/attachment.php?fid=233" />

Hinh 15.1. Qua trinh phat triln cOa HIV trong t0 bao vt chl

1) Virus gin vao céc receptor CD 42) Hba mang va thoat v cl a virus

3) Sao chép ngilctl ARN — ADN 4) Tich hO'p cOa ADN virus vao ADN vt chl

5) Sao ma mul n hay sU tOng hOp protein cla virus

6) LOp rap hay t0 hOp I0i cla virus va n0y chii; j: ARN virus;

j- ARN va enzym reverse transcriptase.

Qua hinh trén, vl ly thuyOt, c6 thd nghién clu cac thul c tac di ng vao cac khau sau:

- Ngan cl n virus gl n vao cac receptor tl bao (1)

- Ngan cln s hoa mang va thoat v cla virus (2)

- Kim ham sl sao chép ngilc t0 ARN (3)

- Ngan cln sO tich hOp cOa ADN virus vao ADN cla t0 bao vitchD (4).

- Ngan clln s sao ma muln hay sl t0ng hi p protein cla virus (5)

- Kim ham sl [0p rdp hay sU t0 hOp I0i cOa virus va s nly chli (6).

0 mOi giai doOn trén d0u c6 nhin g ¢l chl dic hilu va nhing enzym dC ¢ hilu riéng cho HIV, va
nhO vOy cé thO tim ra cac thul ¢ Oc chl thich hip cho t0 ng giai dol n. Tuy nhién, do nhilu kho
khan, cac nghién clu hiln nay phin I0n t0p trung vao cac loli thulc 0c chl enzym sao chép
ngdOc (reverse transcriptase- RT), protease va integrase.

RT la enzym cé tac ding chuydn mOch ddn ARN cla HIV thanh mich kép ADN (giai doIn 3
trén s dl) tr00 ¢ khi x&m nhd p vao nhidm sOc thD clatl bao vOtchl. ThuOcOc chd RT co6 2
lo0i:

- ThuO c Oc chl nucleosid revers e transcriptase (NRTI): tac ding rit sOm 0 giai dodn sao chép
cla HIV, ngan clln nhilm khulln clp tinh cla t0 bao, rit it tAc di ng trén t0 bao da nhio m HIV.
Cac thulc nay dlu la “ti0n thulc”, ¢6 clu trac t00ng t0 nhd mOt thanh phOn cOu tDo cla ADN
nhOng phli di0c enzym 0 bao t00ng cla tl bao vOt chd phosphoryl héa mii trd nén cé holt
tinh 1a nhém thul ¢ quan trl ng nhit trong cong thi ¢ phUi hOp thuOc d0 difu trd HIV.

- ThuOc Oc chl non - nucleosid reverse transcriptase (NNRTI): Thullc 0 c chl enzym sao chép
nglOc khdng phUi nucleosid 1a thul ¢ tdng hOp ¢é khd nang giin vao clnh vO tritac ding cla
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RT,

lam thay dli hinh dang cla v tri nay nén enzym b mit hoUt tinh. Thul c khéng ¢l n qua giai
dol n phosphoryl h6a nh NRTI va chi c6 tdc ding trén HIV - 1. TOt c0 diiu chuyl nhéal gan
qua Cyt. P450, gay cIm 0 ng enzym nén lam tang chuyl n hda clla chinh né (phii tang li0 u khi
dung kéo dai) va mit sO thul ¢ dung cung.

Integrase la enzym c6 tac ding gam ADN cl a provirus vao nhidm s ¢ thi cla t0 bao vt chO.
NOu DOc chd difc enzym nay s lam HIV khéng nhéan 1én di0 ¢ trong t0 bao ky sinh va sl bl
tiéu dilt. HiOn con 1a b0 0c nghién clu 0 phong thi nghil m.

Céc protease la cac enzym tham gia trong qua trinh t0 ng hi p nhil u protein cOu tric cl a 16i
virus va cac enzym chi ylu, trong do cé cl RT va chinh bl n than protease. ¢ chll protease thi
HIV chl 1a cac virion (hO't virus) khong tri 0 ng thanh va khéng gay bl nh dilc. Vi viy, hi0ng
nghién cOu nay rIt hOp din.

Céc thul ¢ nay phin I0n con dang dil 0 ¢ nghién clu va danh gia trén |lam sang. DODi day la mOt
sU thulc diidiOn, hidncd O Vit Nam.

1. THUOC 0C CHO NRT

1.1. Zidovudin (azidothymidin, AZT)

Zidovudin la chit ting hIp t00ng t0 thymidin, IGc d0u d0 ching ung thd (Horwitz - 1964), sau
thO'y c6 tac ding chl ng virus (Ostertag, 1974) va di n 1985 thi Mitsuya I0n dlu tién thdy cé tac
dingOcchd dilc HIV -1 in vitro

1.1.1. Cl chl tac dlng

Sau khi nhi p vao t0 bao, zidovudin cling phi d00c phosphoryl héa 3 I0n d0 thanh zidovudin 5 -
triphosphat mii c6 hoUt tinh. Trong t0 bao, ding hoUt tinh c6 t/2 0 3 gil. Zidovudin 5 -
triphosphat 0 ¢ chl tranh chi p v i deoxythymidin triphosphat cOa RT. Ngoai ra con tranh chi p
vl i thymidin triphosphat di tich hO p vao ADN provirus, lam kOt thac s m chulli ADN, t0o ra
ADN provirus khéng hoan chi nh. In vitro, zidovudin ching di0c HIV - 1, HIV- 2 va c4c virus
hoOng lympho T (T cell lymphotropic viruses) cla ngii.

1.1.2.D00cding hi c

HO p thu nhanh qua tiéu hoa va phan bl vao mii mé, ning dl trong di ch ndo tul blng 60%
trong huyOt t00ng. Sinh khd di ng khol ng 65%; t/2 huylttiOng la 1,1 gil, nhi ng di ng hoOt tinh
trong

t0 bao co /20 3 gill. ThUitrl 90% qua thin di0i ddng chuyln hda va khéng chuyln ho a.
1.1.3. Tac di ng khéng mong mul n

- B0 ¢ tinh chinh la thil u mau thi 0 ng x0y ra trong 4 tuln dlu (7%), gilm bl ch clu (37%), gilm
tidu cOu.

- Cac tac ding khéng mong mul n khac la nhic d0u, mit ngl, chan an, bul n nén, mit mOi, dau
cl x0y ra trong vai tudn ddu. Dung thul ¢ chd a tril u chl ng.

- TAc ding phU xudt hiln chOm hOn, sau 6 - 17 thang la t0 sOct0 0 cac mdng, cln co gilt, hoi
ching gil ng viém nhilu c0.

- Cac thulc Oc chd phin 0ng glucuronyl transferase 0 gan (phl n 0ng giang héa AZT) nhO
acetaminophen, aspirin, in dometacin, probenecid sl lam tang tai biln d0 ¢ tinh v0 mau cla AZT
nén cln tranh dung chung.

1.1.4. Chl dinhva liiu B0 ng

U0 ng 200 mg, cach 8 gill/ I0n; hollc 100 mg x 5 I0n/ ngay. Dung lién t0c. C6 thd phdi hOp vOi
thul c 0c chi RT khac hol ¢ thul c Oc chl protease.

ChO phOm: AZT, Retrovir vién nang 100 mg; 10 200 mg/20 mL.

1.2. Didanosin (ddl)
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Didanosin (2', 3' dideoxy inosin - ddl) la chit t00ng t0 nucleosid purin, d00c¢ nghién clu t0 1989
vadung dilu tr0 t0 culli nam 1991. Tac ding cO trén HIV - 1 va HIV- 2.

1.2.1. CU chi tac ding

Sau khi thdm nhi p vao t0 bao, dili tac di ng cl'a enzym chuydn hda nlli bao, didanosin dilc 3
I0n phosphoryl héa di thanh di ng cé holt tinh la dideoxyadenosin triphosphat (dd ATP), tranh
chip vii dATP (deoxyadenosin triphosphat) 0 c chl RT clla virus, dingt hli ngan cln kéo dai
chuli ADN, ngan clin tOng hip ADN provirus.

1.22. D00cding hic

Didanosin bl pha hul nhanh 0 méi tr00ng acid, vi vy mi chd phOm ul ng d0u chla chit trung
hoa pH cla dich vO. COn ul ng luc doi. Ul ng sau bla an, lam gil m h0 p thu t0i 50%. NOng d0
dinh huylttlOng cla lifu uing 300 mg la 1 yg/ mL. NOng d0 trong dich ndo tul b0 ng 20%
ndng dl huy0tt00ng. ThOigian ban thdila 0,6 - 1,5 gil, nh ng t/2 trong t0 bao c0a ddATP |a 8 -
24 gil nén chl cinulng 2 I0n/ ngay. ThOitrd qua thdn.

1.2.3. Tac di ng khén g mong mui n

- Viém t0y va viém thd n kinh ngoli bién thO0ng gl p nhit, lién quan d n lilu dung, nhit 1a khi
lilu>12,5mg/ kg. TO 10 thiOng gdp la 6 - 28%.

- Tiéu chiy: 17%, giin 2% la tri0ng hd p nd ng

- Cac i lo0 n khac: kholng 2% gilm bulln nén, nén, slt, rét run, nhi ¢ du, dau ¢, dai acid
uric...

- MOt sU rli lo0 n sinh hoa - huylt hD ¢ gilm bl ch cOu, gilm tilu cOu, thilu mau, tang
transaminase. Khong lién quan diin lilu didu tr0.

1.2.4. Chl dinh, lidu D0 ng

Dung cho trl em trén 6 thang tudi va ngl0i [0n b0 nhidm HIV k héng dung nOp vii AZT holic
dung AZT = 4 thang nh ng b0 nh it thuyén gil m.

NgOOilon: 200 mg x 2 10n/ ngay. Gil m liDu ndu nhO can. Tr0 em, dia theo didn tich cO thi:
0,8-1,2m2:75mg x 2 l0n/ ngay

0,5- 0,7 m2 : 50 mg x 2 I0n/ ngay

PhOi ulng luc doi, tr00c bla an 1 gil. Nhai nat vién thul ¢ hol ¢ hoa vao nI0c cho thit tan rOi
ull ng ngay.

Didanosin (Videx) vién nén 25, 50, 100, 150 mg; bdt hoa tan dung cho tr em: 100, 200 mg.

2. THUOC OC CHU NNRT

Nevirapin

2.1. CU chi tac ding: Nevirapin khul ch tan vao trong t0 bao , giin vao RT, lam thay dli hinh
dang va b0t holt enzym. Tac ding mOnh trén HIV - 1, kD ¢ cac virion ngoai t0 bao.

2.2. D00c ding hic.DO hip thu qua di0ng tiéu hda, thOim di0c qua rau thai va sla. NOng dli
trong di ch ndo tul bIng 45% nng dl huylttdOng. Thiigian ban thdila 25 - 30 gil. Chuyln
héa 0 gan qua cytocrom P 450.

2.3. Tac ding khéng mong mul n: phat ban, siit, nhIc dlu ngl ga va tang transaminase.

2.4. Lilu 100 ng: Nevirapin (Viramune) vién 200 mg x 1- 2 vién/ ngay.

3. THUOC 0 C CHU PROTEASE

3.1. Indinavir

0cchl dic hilu HI V-1 protease

Dung kit hOp viii mOtthulcOc chd RT d0 lam chim khang thul c. U0 ng 800 mg, cach 8 gil
udng 1 10n; dd dic hOp thu t0t, nén ul ng cach blla an 2 gitl. Vién 200, 400 mg.

Tac di ng khéng mong mul n: tang bilirubin mau, sli thin (nén ul ng nhidu nO0c), buln nén, tiéu
chly, gilm tiDu cOu. Indinavir 0 ¢ chd m0nh cytochrom P 450 nén c6 t00ng tac vii nhidu thullc
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chuyl n héa qua cytochrom nay.

3.2. Ritonavir

0cchd dic hilu HIV - 1 protease

Sinh kh ding 60 - 80%. Ul ng lilu 600 mg x 12 gi0/ I0n.

Tac ding khéng mong mu O n: rdi lo0 n tiéu hoa, té bi, tang transaminase, tang triglycerid mau.
Cling 0c chd minh cytochrom P 450 nh indinavir nén c6 t00ng tac vii nhil u thulc.

Ritonavir (Norvir): vién nang 100 mg, dung di ch udng 80 mg/mL.

Nguyén tlc s ding thul c ching HIV

Sau nhillu nam theo déi dilu trd, WHO da dila ra mit s khuyln cao sau:

- Cac lilu phap difu trd phditheo hing din toan qulc. Lilu phap hang dlu co thd la: AZT + 3
TC + Nevirapin

AZT + 3 TC + Nelfinavir

AZT + 3 TC + Lopinavir/ indinavir/ Saquinavir

- SO dOng 2 thul ¢ khéng con ddlc coi la thich hi p.

- SO tuén th0 c6 y nghta quan tring hiin sO I0a chin thulc.

- Ph0 nO mang thai va trl nh0 cting phUidi0c difu tr0 ph0i hOp thulc t0i0u.
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