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XAC DINH PHAN TYP HIV-1 TREN POI TUGNG NGHIEN CHiCH
MA TUY VA MAI DAM KHU VUC HA NOI (VIET NAM)
VA VIENG CHAN (LAO)
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TOM TAT
Nghién ctru sw phan bd phan typ HIV-1 & 280 bénh nhan (BN) cé xét nghiém HIV (+), trong d6
140 BN & khu vuc Ha Noi (KVHN) va 140 BN & Viéng Chan (KVVC). Két qua cho thay: phan typ
CRFO01-AE chiém chi yéu & hai khu viec véi 138/140 BN (98,57%); 2/140 BN (1,43%) chwa x&c dinh
dwoc & KVHN va 118/140 BN (84,30%) 6 KVVC; phan typ A: 1/140 BN (0,71%), phan typ B: 1/140
BN (0,71%), phan typ C: 3/140 BN (2,14%); c6 t&i 17/140 BN (12,14%) chwa xac dinh dwgc phan
typ & KVVC. Tuy nhién, phan typ HIV & KVVC da dang hon KVHN.
* Tt khoa: Phan typ HIV-1; Nghién chich ma tly; Gai mai dam; Ha Noi; Viéng Chan.

DETERMINATION OF HIV-1 SUBTYPE IN DRUG-ADDICTS AND
PROSTITUTORS IN HANOI (VIETNAM) AND VIENTIANE (LAOS)

SUMMARY

A study on the distribution of HIV-1 subtypes was conducted on 280 patients with positive HIV.
Among them, 140 patients lived in Hanoi (Vietham) and the other 140 lived in Vientiane (Laos). The
results showed that subtype CRFO1-AE was predominant in both areas but the HIV subtypes in
Vientiane were more diverse. In Hanoi, subtype CRFO1-AE accounted for 98.57%, subtypes in
1.43% of patients were not identified. The same subtype in Vientiane area was 84.30%, subtype A:
1/140 (0.71%), subtype B: 1/140 (0.71%), subtype C: 3/140 (2.14%) and subtypes in 17/140 of patients
(12.14%) were not identified.

* Key words: HIV-1 subtypes; Drug-addicts; Prostitutors; Hanoi; Vientiane.

PAT VAN PE c6 tinh da dang di truyén cao va dé dang lay

. lan nhanh trong cdng ddng. Cac chiing cla

HIV ¢c6 2 typ la HIV-1 va HIV-2, cd hai HIV-1 dwgc phan thanh 4 nhdm: M, N, O, P,
typ nay déu lay truyén qua dwdng tinh duc, trong do, nhém M chiém da sb, duwoc chia
dwéng mau va tr me sang con. Riéng HIV-1  thanh 10 phan typ, bao gdm: phan typ A, B,
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C,D, E, F, G, H, J va K va 49 dang tai tb
hop (CRFs) [7] cla cac phan typ trén. Phan
typ phan bdé mang tinh trdi cho tirng ving
dia ly khac nhau, mdi phan typ lai cé tinh
troi theo dweng lay truyén nhét dinh. Vi du,
& Thai Lan, phan typ B trdi & nhitng dbi
twong tiém chich ma tay, phan typ E trdi &
trwdng hop lay nhiém qua dwong tinh duc
[7]. Nghién ctu sw phan bd cac phan typ va
dang tai t& hop cta HIV-1 cé gia tri trong
giam sat dich t& hoc & tdm quéc gia va khu
vwe, gép phan xay dwng chién lwoc dw
phong, phat trién vacxin thich hop cho tirng
khu v, dbi twong, ché tao cac kit chan
doan va lya chon liéu phap khang virat dac
hiéu (hiéu qua cua thubc khang virut khac
nhau véi tirng phan typ) [1, 3, 6]. Vi vay, dé
du phong va kiém soat HIV lay truyén, can
nghién ctu phdi hop gitra cac khu vuc
quéc gia lang giéng.

Ha Noéi va Viéng Chan la thd dé cua hai
nwdc Viet Nam va Lao, khéng nhivng gan
nhau vé dia ly ma con c6 mdi quan hé dic
biét than thiét. RAt nhiéu céng dan cla Lao
sang hoc tap, lam viéc tai Ha N6i va nguwoc
lai, nhiéu t& chirc, ca nhan cta Viét Nam
sang lam viéc, kinh doanh va hoc tap tai
Viéng Chan. Giao thdong gilra Ha Nb&i va
Viéng Chan ciing rat thuan tién. Nghién ciru
nay nham: Xac dinh va so sénh phan typ
HIV-1 trén cac dbi tuong cé xét nghiém HIV
dwong tinh & KVHN va KVVC; tim hiéu sw
twong déng ctia céc phan typ HIV, lam tién
dé cho nhitng nghién ctu tiép theo, gép
phén thiét ké ban dé djch té hoc phan typ
HIV-1 tai Viét Nam, Lao va trong khu vurc,
giup cac nha khoa hoc va co quan chuyén

nganh cta hai nuwéc cé thém sé liéu tham
khdo nham kiém soat tinh hinh nhiém HIV
trong nworc va khu viec.

DOI TUQNG VA PHUONG PHAP
NGHIEN CUU

1. Péi twong nghién ciru.

280 BN c6 HIV (+), trong do, 140 BN &
KVHN va 140 BN & KVVC. Mé&i khu vuc
nghién cu trén 3 nhom: 50 nguwdi nghién
chich ma tuy (NCMT), 50 gai mai dam (GMD)
va 40 ngudi thude cac déi twong khac (BTK).

2. Vat liéu va phwong phap nghién ctru.

* Phuwong phap nghién ctru: dich t& hoc
cat ngang va phan tich labo dé tim hiéu phan
typ HIV-1. Xac dinh ¢& mau bang phwong
phap dich t& hoc nghién clru ty I& trong
quan thé.

Mau mau tr KVVC duwoc chdng doéng,
ly tm tach huyét twong, bao quan lanh,
van chuyén vé Trung tdm Nghién ctru Sinh -
Y - Dwgc hoc quan sy (Hoc vién Quan y)
va thuc hién nghién ctru ddng thdi véi cac
mau nghién ctru ctia KVHN. Tach khéi bach
cau, tach va tinh sach ADN bang bd kit
QlAamp DNA Mini Kit (QIAGEN, Dtrc).

S dung ky thuat mPCR xac dinh phan
typ HIV [1, 2, 4]; kiém chirng phan typ béng
ky thuat giai trinh tw, dbi chiéu véi Genbank
[8]. Ky thuat nghién ciru dwoc tién hanh tai
Trung tdm Nghién ctru Sinh - Y - Dwgc hoc
quan sy (Hoc vién Quan y) va Vién Vé sinh
Dich t& TW (Ha Néi) v&i cac sinh phdm cho
sinh hoc phan tr dat mua ttr Cong ty Invitrogen
(Singapore).
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Thu thap mau mau cta déi twong HIV
(+) sau d6, tach khéi bach ciu, tach va tinh
sach ADN bang bd kit QlAamp DNA Mini
Kit (QIAGEN).

Cac ADN mbi cho phan ’ng mPCR dé
xac dinh phan typ HIV (Fumihiro Y [4]), gbm:

+ BECOS5 (7938-7960 bp): 5 GGCATCA-
AACAGCTCCAGGCAAG &

+ BECOS (8766-8791 bp): 5’AGCAAA-
GCCCTTTCTAAGCCCTGTCT3’

+ BE-ANCH (7963-7985 bp): 5 TCCTGG-
CTGTGGAAAGATACCTA3

+ B-SPEC (8384-8403 bp): 5GTCCCC-
TCGGGGCTGGGAGG 3.

+ E-SPEC (8585 bp) 5 GTCTCAG-
TCCCTTGAGACTGCTG 3.

+ C-SPEC (8615-8638 bp): 5 AGACCCC-
AATACTGCACAAGACTT 3.

+ F-SPEC (8720-8744 bp): 5AACAGC-
TCTACCAGCTCTTTGCAAA 3.

+ 5°A (8094-8112 bp):5° GANAACATGA-
CCTGGCTGC 3.

3’A (8693-8716 bp): STCTATAACCC-
TATCTGTCCAGCCA 3.

+ 5'E (8181-8207 bp): 5CAGGAAAGGAA-
TGAAAAGGATTTGTTA 3.

3'E (8693-8713 bp): 5ATAACCCTATCT-
GTCCACCCC 3.

+ 5'G (8131-8757 bp): ACAATTACAC-
ATACCACATATACAGCC 3..

3'G (8694-8716 bp): STCTATAACCC-
TATCTGTCCAGTT 3.
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+ 5'D (8037-8058 bp): 5’ACCACTAAT-
GTGCCCTGGAACT 3.

3D (8356-8386 bp): 5 AGGAGGGTCT-
GAAATGACAGA 3.

* Phuong phap mPCR xac dinh phén typ
HIV-1 véi ADN méi khuéch dai ving gen
env (gp120 va gp41) tién hanh theo trinh tw
sau (cai tién tir nghién ctu cta Fumihiro
[2, 4]):

PCR1 v&i ADN mbi BECO3 va

BECOS5 khuéch dai gp120 va gp41.

PCR2 xac dinh phan typ A, E, G vo&i
cac ADN moi (5'A-3'A), (5’E-3'E),
(5°G-3'G). PCR2.1 xac dinh phan typ A,
E, G, B, D, C, F v&i ADN moi BE-
ANCH |a méi xudi, 4 c&p primer B-
SPEC, C-SPEC, E-SPEC va F-SPEC
la mdi nguoc khuéch dai doan gen dac
hiéu cho HIV-1 phantyp A, B,C,D, E, F
va G.

PCR2.2 phén biét phan typ B, D vé&i
ADN méi 5'D -3'D

- HAn hop mix cho 1 phan 'ng PCR
gdm: 200 uM clia méi loai dNTP; 5 mM
MgCI2; 0,2 pmol ctia méi loai ADN moi:
1 U Taq ADN polymerase (Invitrogen)
va 1x dém PCR (20 mM Tris-HCI, pH
8.4, 50 mM KCl ), bd sung nwéc téi thé
tich 25 ul. Phan ng PCR thwc hién
trén hé thdng luan nhiét, véi chu trinh
nhiét: 5 phat bién tinh & 95°C, 35 chu
ky (95°C/45 giay - 64°C/phut - 72°C/1,5
phut), cudi cung chu ky tdng hop 10
phut & 72°C. Kiém tra hiéu qua qua



TAP CHi ¥ - DUQC HOC QUAN SU' SO 1-2012

trinh khuéch dai va kich thwéc san
pham PCR trén gel agarose 1% nhudém

bang ethidium.

KET QUA NGHIEN CU’U VA BAN LUAN

Bang 1: Két qua xac dinh phan typ HIV-1 trén dbi twong nhiém HIV & 2 khu vuc.

o KVHN KVVC p

PHAN TYP HIV-1

n = 140 (%) n = 140 (%)

Phan typ CRF01-AE 138 (98,57) 118 (84,30) p<0,01
Phan typ A 0 1(0,72) p > 0,05
Phan typ B 0 1(0,72)
Phan typ C 0 3(2,14)
Chwa xac dinh 2(1,43) 17 (12,14) p<0,01
Tbng sb 140 (100) 140 (100)

O ca hai khu vic nghién ctvu, phan
typ chid yéu la dang tai t6 hop CRFO1-
AE, dac biét, KVHN chiém ty 1é cao
(98,57). Hai phan typ khéng xac dinh
dwoc ban dau bang ky thuat mPCR,
sau khi phan tich bang giai trinh tw
cho két qua van la CRF01-AE. KVVC
cé ty |é phan typ HIV phirc tap va da
dang hon, ngoai dang CRF01-AE, con
phat hién phan typ A, B, C vé&i ty 1€
thap. O KVVC, ty 1é phan typ chua
xac dinh dwoc bdng mPCR cao hon
KVHN va trong nghién ctru nay ciing

chwa xac dinh dwoc béng ky thuat giai
trinh tw. Day c6 thé 1a dang tai t& hop
m&i nén chwa xac dinh dwoc bang bo
primer hién dang s dung cho phan
&ng mPCR véi 3 1an chay. Trong
nghién ctru ctia Nguyén Thi Bich Yén
(2003) [1], c4c dang tai t6 hop méi la
7,3%; cta Fumihiro Yagyu (2005) [4]
la 15,2%. Két qua nay cho thay nghién
ctu phan typ HIV & KVVC gap kho
khan hon, do tinh phirc tap va da
dang clia cac phan typ HIV so voi
KVHN.

Bang 2: So sanh ty 1& phan b phan typ HIV-1 & 2 khu vuec.

KHU VUC oI n TY LE PHAN BO PHAN TYP HIV-1
NGHIEN CUU| TUGQONG T
i CRFO01-AE A B C Chuwa xac dinh
KVHN NCMT 50 49 (98%) 0 0 0 1 (2%)
GMD 50 49 (98%) 0 0 0 1 (2%)
PTK 40 40 (100%) 0 0 0 0
Cong 140 | 138 (98,57%) 0 0 0 2 (1,43%)
KVVC NCMT 50 39 (78 %) 12%) | 1(2%) 0 9 (18%)
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GMD 50 39 (78 %) 0 0 3 (6%) 8 (16%)
PTK 40 40 (100%) 0 0 0 0
cong 140 | 123(87,86%) |1(0,71%)|1(0,71%) | 3 (2,14%) | 17 (12,14%)
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Trong cac nhém déi twong nghién clru, NCMT va GMD cé ty 1é phan typ phirc tap, ngoai
phan typ CRF01-AE chud yéu, c6 ca cac phan typ khac (A, B, C). Mot van dé lwu y niva 1a
nhitng trudng hop chwa xac dinh dwoc phan typ ciing thuéc 2 nhém dbi twong NCMT va
GMD, trong khi cac déi twong con lai déu la phan typ CRFO1-AE. Nhitng trwérng hop kho,
phtrc tap, chua xac dinh dwoc phan typ HIV déu thudc 2 nhém ddi twong trén. Didu nay cho
biét tinh phirc tap vé phan typ va cac dang tai t hop cta HIV-1 chd yéu & dbi twong NCMT
va GMD. Phan typ HIV-1 & KVVC da dang va phtrc tap hon KVHN.

Két qua nay cé y nghia quan trong trong giam sat, theo ddi sw lan truyén cac phan
typ, gép phan vao thiét ké ban dé dich t& hoc phan typ HIV-1 tai Viét Nam, Lao va trong
khu vie, 1a tién dé cho nhirng nghién clru dich t& hoc phan t& HIV sau nay.

KET LUAN

Phan typ dang tai t6 hop CRFO1-AE cla HIV-1 1a phan typ chi yéu & ca KVHN (98,57%)
va KVVC (84,30%). KVVC co6 ty I1é phan typ HIV phirc tap va da dang hon KVHN. Ngoai
dang CRF01-AE, phat hién ca phan typ A, B, C v&i ty & thp. Trong cac nhém déi twong
nghién ctru, NCMT va GMD c6 ty I1é phan typ phirc tap hon cac DTK.

TAI LIEU THAM KHAO

1. Nguyén Thj Bich Yén, Phan Thi Thu Anh, Nguyén Viét Cé. Dac diém |am sang, mién dich va
kiéu gen HIV-1 trén BN lao nhiém HIV tai TP. H& Chi Minh. Luan an Tién sy Y hoc. Trwdng DPai hoc Y
Ha Néi. 2003.

2. Pang Thj Hong Thdng, Vid Thi Kim Lién, Nguyén Thai Son. Nghién ctru tng dung multiplex PCR
xac dinh phan typ HIV-1 trén dbi twong NCMT va GMD khu vic Ha Néi. Tap chi Y hoc Dw phong.
20009, tap XIX, sb 4 (112), tr.112-117.

3. Ariyoshi, Koyo; Matsuda, Masakazu et al. Patterns of point mutations associated with
antiretroviral drug treatment failure in CRFO1-AE (Subtype E) infection differ from subtype B infection.
JAIDS. 2003, 33 (3), pp.336-342.

4. Fumihiro Yagyu a, Shoko Okitsu et al. Determination of HIV-1 subtypes by PCR in the
transmembrane region with novel primers. Journal of Medical Virology. 2005, 76, pp.16-23.

5. Gkikas Magiorkinis, Dimitris Paraskevis, Emmanouil et al. Reanalysis of the HIV-1 circulating
recombinant form A/E (CRFO1-AE): Evidence of A/E/G Recombination. JAIDS. 2002, 30 (1), pp.124-
129.

6. Shalom Spira, Mark A. Wainberg*, Hugues Loemba et al. Impact of clade diversity on HIV-
lvirulence, antiretroviral drug sensitivity and drug resistance. Journal of Antimicrobial Chemotherapy. 2003,
51, pp.229-240.

7. http://www.hiv.lanl.gov/content/sequence/ HIV/CRFEs/CRFEs.html.

8. Lwembe R, Ochieng W, Panikulam A, et al. Anti-retroviral drug resistance-associated mutations
among non-subtype B HIV-1-infected Kenyan children with treatment failure. J Med Virol. 2007, 79 (7),
pp.865-872.

138


http://www.hiv.lanl.gov/content/sequence/%20HIV/CRFs/CRFs.html

