TAP CHIi NGHIEN CU'U Y HOC

TY LE NHIEM VA GENOTYPE CUA HUMAN PAPILLOMAVIRUS

O BENH NHAN KHAM TAI BENH VIEN BPAI HOC Y HAI PHONG
Trinh Van Khwong 2= Nguyén Hung Cwéng'?2
DPao Thi Hwong?, Nguyén Ngoc My Trinh'2, Vii Thi Hwong?
"Pai hoc Y Dwoc Hai Phong,
2Bénh vién Pai hoc Y Hai Phong
3Téng céng ty Bdo ddm an toan hang hai mién bac Viét Nam
Human papillomavirrus (HPV) Ia tac nhan phé bién nhét trong céc nhiém trung lay truyén qua duong
sinh duc. Muc tiéu ctia nghién ctru nay la xac dinh ty Ié nhiém va sw phén bé genotype HPV & bénh nhan
khém bénh tai Bénh vién Bai hoc Y Hai Phong. Nghién ctru mé té cat ngang, st¥ dung ky thuét Real-timePCR
va Severse Dot Blot dwoc tién hanh trén 212 bénh nhén t6i kham tai phong khédm da liéu va phong kham
sén cta Bénh vién Pai hoc Y Hai Phong. Két qua cho thdy 24,05% (51/212) bénh nhan nhiém HPV, trong
dé phéan I6n Ia nhiém don type 64,7%. Genotype HPV11 chiém ty 1é cao nhét (38%), tiép dén la HPV6
(18%), HPV16 va HPV18 cung chiém ty 16 16%; 12% duong tinh véi 1 trong 05 type (33, 35, 51, 58, 81).
Két qua nghién ctru nay déng gop thém vao dir liéu vé ty 1é nhiém va sw phan bé kiéu gen cia HPV.

Tir khéa: Ty 1é nhiém HPV, genotype, bénh vién Dai hoc Y Hai Phong.

I. DPAT VAN BE

Human Papillomavirus (HPV) la tac nhan
thwong gap nhat trong cac nhiém trung lay
truyén qua dwodng tinh duc va 1a nguyén nhan
chinh gay ung thw ¢d t& cung trén toan thé gioi,
dac biét Ia nhirng nwéc dang phat trién noi ma
85% cac trwong hop tlr vong xay ra & day. '

HPV thudc ho Papillomaviridea v&i khoang
120 genotype khac nhau da dugc xac dinh va
dwa trén kha ndng gay ra cac tén thwong moé
hoc, dac biét 1a khd ndng gay ung thw cb tir
cung, HPV dwoc chia lam 2 nhém: HR-HPV
(HPV16, 18, 31, 33, 35, 45, 52, va 58,...) va
LR-HPV (HPV6, 11, 40, 42, 43, 54, 61, 70,
72,...).%%

Tai Viét Nam, ty 1& nhiém HPV trong cong
ddng dan cw ni tr 2% dén 10,9% thay déi theo
vung dia ly' Cac nghién clru trwéc day da xac
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dinh HPV16 va HPV58 la cac loai HPV cé nguy
co' cao phd bién nhat trong dan sé ndi chung
cla phu nt Viét Nam.5 Tuy nhién nhiém HPV52
phd bién nhat & déi twong gai mai dam phia
Bac Viét Nam.!

Hién nay c6 rat nhidu phuwong phap phat
hién nhiém HPV nhw lai phan tl (Southern-blot,
Dot-blot va Slot-blot, lai huynh quang), PCR,
Real — time PCR, DNA microarray (phuwong
phap DNA chip), Sequencing, phwong phap mo
bénh hoc,... trong d6 phwong phap Real — time
PCR la mét cdng cu chan doan cé do nhay, dé
dac hiéu rat cao va tinh kha thi cao trong viéc
phat hién nhiém HPV va dinh type HPV, thao
tac don gian va thoi gian ngan hon so véi PCR
va han ché dwoc ngoai nhiém nhiéu san pham
PCR dan dén két qua duong tinh gia. Ciing da
c6 rat nhiéu phwong phap dé xac dinh genotype
cta HPV nhw phuwong phap lai phan t&r, DNA
Microarray, Sequencing,... Trong do, phuong
phap lai phan t&r (Reverse dot blots) cho phép
xac dinh dwoc 24 type HPV khac nhau trong
cung mot phan &ng, thé hién khi doc két qua
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phan &ng trén mau bénh phdm. Con nhirng
phuong phap gidi trinh tw gen van chwa phai
la mot xét nghiém thwdng quy do gia thanh xét
nghiém cao, khéng phat hién dwoc cac trwdng
hop déng nhiém nhiéu type HPV trong cung
mot phan (rng.

Chinh vi vay, nghién clru nay duwoc tién
hanh nham: xac dinh ty nhiém va genotype cla
HPV & bénh nhan tai Bénh vién Dai hoc Y Hai
Phong dé phong, diéu tri UTCTC va gép phan
hoach dinh chién Iwoc vaccin dw phong lam
gidm ganh nang toan cau ctia bénh UTCTC.

Il. POl TUQONG VA PHUONG PHAP
1. Thiét ké va d6i twong nghién ciru:

Nghién ctru mé t& cat ngang dwoc thuc
hién tai Bénh vién Dai hoc Y Hai Phong. Ky
thuat thu thap mau theo phwong phap 14y mau
thuan tién: 212 bénh nhan véi do tudi tir 21 —
69 t&i kham tai phong kham da liéu va phong
kham san phu khoa ctia Bénh vién Pai hoc Y
Hai Phong tlr 3/1/2018 dén 30/12/2019, sau
khi dwgc cac bac si chuyén khoa kham sang
loc v&i cac triéu chirng lam sang nghi nhiém
HPV bénh nhan sé dwgc moi tham gia nghién
clru va tién hanh lay mét trong hai loai mau.
M3u bénh phim té bao bong cla cb t&r cung sé
dwoc lay bang ban chai t& bao, mau sui, u nha
hay mun coc thi sé€ duwgc sinh thiét sau do bao
quan trong eppendorf chira 0,5 ml nwéc mubi
sinh ly va gri dén khoa xét nghiém.

2. Ky thuat phan tich
T4ch DNA

DNA téng sb ctia HPV sé& duoc tach chiét
bang phwong phap Phenol — Chloroform quy
trinh cda bd kitV*aDNA Extraction Kit P (Cong

IIl. KET QUA NGHIEN cU’U

ty C6 phan Céng nghé Viét A) theo huwéng dan
clia nha san xuét.
Xac dinh HPV

Thuwe hién khuéch dai DNA ctda HPV béng
phan (rng Real-time PCR: trén may Icycler IQ5
cla hang BIORAD (My) theo cac bwéc: 1 chu
ky & 95°C trong 5 phut, 40 chu ky gbm: 95915
giay, 55°/1 phut va 72°/20 giay.

Xac dinh HPV genotype

Thyc hién ky thuat Reverse Dot-Blot xac
dinh genotype HPV: san phdm PCR c¢6
két qud dwong tinh véi HPV dwoc st dung
dé tién hanh ky thuat lai DNA véi cac dau do
DNA dac hiéu cho cac kiéu gen HPV (dwoc
gan san trén mang lai) theo quy trinh ctia bo kit
LightPowerV*HPV Genotype PCR-RDB (Coéng
ty Cb phan Cong nghé Viét A) dé xac dinh kiéu
gen. Vé&i bo kit nay sé phat hién dwoc 16 kiéu
gen HPV c6 nguy co cao: 16, 18, 31, 33, 35,
39, 45, 51, 52, 53, 56, 58, 59, 66, 68, 81 va 8
kiéu gen HPV c6 nguy co thép: 6, 11, 40, 42,
43, 44, 54, 79.

Xac dinh HPV genotype bang cach quan sat
trwc tiép mau trén mang lai &ng véi vi tri HPV
DNA probe dinh séan.

3. Xt ly s6 liéu

Sé liéu thu thap dwoc phan tich va xi ly
béng phdn mém théng ké y hoc SPSS 20.0.

4. Pao dirc nghién ciru:

Tuan tha tuyét déi quy dinh vé dao dic
trong nghién ctru. Cac dbi twong hoan toan tw
nguyén tham gia va cé quyén rat lui khai nghién
ctu khi khéng déng y tiép tuc tham gia. Sé liéu
va théng tin dwgc ddm bao chinh xac, bi mat.

Tudi trung binh ctia di twong nghién ctru 1a 33,6 + 9,4 v&i 76,8% bénh nhan niv. 24,05% (51/212)
bénh nhan nhiém HPV, trong d6 64,7% (33/51) trwéng hop nhiém 1a nik va nhém tudi 26-35 ¢o ty 1é

nhiém HPV cao nhat 1a 45,1%.
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Biéu dd 1: Ty 1& nhiém HPV

Bang 1. Phan bé ty 1& nhiém theo nhém tudi cia HPV

Nhém tudi HPV (+) HPV (-) Téng
<25 14 29 43
26 - 35 23 60 83
> 35 14 72 86
Téng 51 161 212

Chung t6i da phat hién dwoc 09 type trong tdng sé 24 type c6 thé xac dinh dwoc bang ky thuat
nay. Trong dé, 64,7% (33/51) trwdng hop don nhiém mot HPV genotype thudc ca hai nhém nguy
co: Don nhiém genotype nguy co thap chiém 58,8% (30/51) va don nhiém genotype nguy co cao
chiém 5,9% (3/51). Déac biét, c6 31,3% (16/51) bénh nhan cé sy ddng nhiém 2 type, 1 bénh nhan
ddng nhiém 3 type (HPV11, 33, 35) va 1 bénh nhan ddng nhiém véi 4 type (HPV11, 18, 51, 58). Pa
nhiém genotype nguy co cao chiém 17,6% (9/51), da nhiém nhiém genotype nguy co cao + nguy co
thap chiém 13,7% (7/51), da nhiém nhiém genotype nguy co thap + nguy co thap chiém 3,9% (2/51),
trong d6 déng nhiém HPV16 va HPV18 chiém 15,6% (8/51).
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Biéu d6 2. Phan b6 cac Genotype ctia HPV
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Bang 2. Don nhiém va da nhiém HPV genotype

Pon nhiém va da nhiém HPV genotype n %
Bon nhiém 33 64,7
DPon nhiém HPV genotype nguy co thap 30 58,8
Pon nhiém HPV genotype nguy co cao 3 5,9
Pa nhiém 18 35,3
Pa nhiém HPV genotype nguy co cao 9 17,6
Pa nhiém HPV genotype nguy 09’ caova 7 13.7
HPV genotype nguy co thap
Da nhiém HPV genotype nguy co thap 2 4,0

IV. BAN LUAN

Ty 1& nhiém HPV cla bénh nhan dén kham
tai bénh vién Dai hoc Y Hai Phong twong df‘)ng
v&i ty 1& nhiém HPV cia bénh nhan dén kham &
bénh vién tai mot sé qudc gia trén thé gidi nhw
Veneto — North - East Italy (21,3%)¢, N'Djamena
— Chad (22,9%)?, Lagos - Nigeria(36,5%)" va
Nguyén Hiru Quyén tai bénh vién Da khoa
Medlatec (29,8%).2 Trong khi d6, khi khao sat
& trén cong dong, ty l&é nhiém HPV theo két
qua nghién clru clia Zheng Li tai Yunnan-China
(2016) 1a 12,9%°, Young-Tak Kim, Korea (2009)
la 10,9%"° va Lam Dirc Tam tai Can Tho (2017)
la 6,64%." Diéu nay cho thay |& nhiém HPV &
bénh nhan t&i kham & bénh vién cao hon nhiéu
$0 v&i nhém phu ni binh thwdng tai cong déng.

Tuéi trung binh gitra 2 nhédm nhiém va khéng
nhiém HPV khéng c6 sw khac biét p > 0,05.
Trong nhém tudi dudi 25 (d6 tudi con cé thé tiém
vac xin phong HPV) thi ty 1& dwong tinh véi
HPV la 14/43 (32,5%), theo MboumbaBouassa
R-S (N'Djamena, Chad) phu ni tir 25 dén 29
tudi bi nhiém nhiéu loai HPV nh4t.2 Trong nhém
tudi dudi 35, ty 1&é dwong tinh véi HPV 14 23/83
(27,7%), theo tac gia Kehinde Sharafadeen
Okunade (Nigeria) c6 dén 46,6% bénh nhan &
nhém tudi nay dwong tinh véi HPV7, Young-

Tak Kim (Korea) ty 1& nhiém HPV cao nhat 1a &
nhom tudi < 30." Trong nhém tudi trén 35, ty 1&
dwong tinh la 14/86 (16,2%). Phu nir dwéi 25
tudi cé ty 1& nhiém cao nhét, sau d6 gidm dan
theo tudi'2, nhwng d6 tudi lay nhiém HPV tap
trung vao 20 - 35 tudi, 14 Ira tudi hoat déng tinh
duc nhiéu nhat3'3'4 do d6 day chinh la dd tudi
thuan loi cho viéc lay nhiém HPV.

Nghién clru da phat hién ty 1& nhiém HPV11
cao nhat (38%), tiép dén HPV6 (18%) HPV16
(16%) va HPV18 (16%). Két qua nghién ctru ctia
chung téi cling co sy khac biét so v&i cac nghién
ctru trwdc day. Néu nhw két qua cia Andrea C
Tricco tai (Canada) chi ra HPV16 va HPV18 co
ty 1é cao nhét'®, Kehinde Sharafadeen Okunade
(Nigeria) cho thdy HPV31 (25%) la chiém wu
thé nhat, tiép theo la HPV35 (8,0%) va HPV16
(3,5%).” Hoang Thi Thanh Huyén s dung k¥
thuat GeneSquare HPV Typing DNA Microarray
Kit trén ddi twong gai mai dam tai Hai Phong lai
cho thay HPV52 (13,33%) |a phd bién nhét, tiép
theo la HPV16 (12,53%) va HPV58 (8,09%),
HPV18 (6,5%).'Sw khac biét vé két qua nghién
ctru sy phan bd genotype HPV c6 thé do viéc
st dung cac phwong phap khac nhau trong
nghién ctru.
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Ty I& don nhiém genotype HPV 64,7% va ty
lé da nhiém genotype HPV chiém 35,3%, dac
biét trong nhém da nhiém c6 16/51 (31,3%) dong
nhiém 2 genotype, (4,0%) déng nhiém v&i 3 va
4 genotype khac nhau. Két qué nghién ctru clia
chung téi twong déng voi két qua nghién ciru
cla Kehinde Sharafadeen Okunade (Nigeria)
voi ty 1& 76,1%7, Zheng Li (China) 82%° va
Kyeong A So (Korea) cé ty 1& 77,9%"® cac mau
xét nghiém chi dwong tinh v&i mét loai HPV
genotype duy nhat.” Trai ngwoc véi nghién ciru
cla tac gid Hoang Thi Thanh Huyén (2013) v&i
ty 1& da nhiém chiém da sbé (67,89%) trong do,
tat ca cac trwong hop da nhiém déu nhiém it
nhét mét HPV genotype “nguy co cao”.!

Khi chia theo nhém nguy co, LR-HPV 56%
va HR-HPV 44%. Nghién ctru clia chung toéi
c6 két qua twong tw két qua nghién ctu cla
Kehinde Sharafadeen Okunade (Nigeria) v&i
LR-HPV chiém 73,5%.” Tuy nhién, mot sb
nghién clru khac lai chi ra HR-HPV la chiém
wu thé: nghién ctru ctia Kyeong A So (Korea)
HR-HPV chiém dén 97,4%"5, Zheng Li (China)
HR-HPV chiém ty 1& 81,4%°, Hoang Thi Thanh
Huyén (2013) 75,2%." Sw khac nhau nay c6 thé
ly gidi la do déi twong nghién ctru ching t6i lva
chon 1a khac so vé&i cac déi twong nghién ciru
cla cac nghién ctru trén.

V. KET LUAN

Ty 1& nhiém HPV cla bénh nhan dén kham
tai BVDHY HP 1a 24,05%. Ty 1& nay cao nhét &
nhirng bénh nhan thuéc nhom tudi 26 - 35.

Nghién ctru da xac dinh dwgc 09 genotype

z
AN

HPV. Céac genotype HPV “nguy co thap” chiém
da sb (56%), genotype “nguy co cao” chiém
44%. Genotype HPV11 chiém ty I& cao nhét
(38%), tiép dén la HPV6 (18%) va HPV16,
HPV18 cling chiém 16%. Tinh trang don nhiém
genotype HPV cla bénh nhan dén kham tai
BVDHY HP |a 64,7% va ty |é da nhiém genotype

HPV chiém 35,3%.

L&i cam on
Céc tac gia xin cdm on tap thé nhan vién
Khoa Xét nghiém téng hop, phong kham San
phu khoa, phong kham Da liéu — Bénh vién Dai
hoc Y Hai Phong va Labo trung tam cong nghé
cao — Trwdng Pai hoc Y Dwoc Hai Phong da
giup d& chung téi thwe hién nghién clru nay.
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Summary
INFECTION RATE AND GENOTYPE
OF HUMAN PAPILLOMAVIRUS AMONG OUTPATIENS
AT HAIPHONG MEDICAL UNIVERSITY HOSPITAL

Human papillomavirrus (HPV) has been one of the most common agents in sexually transmitted
infections (STIs). Objective: The aim of this study is to determine the infection rate and the
distribution of HPV genotype among patients at Hai Phong Medical University Hospital. Subjects
and methods: this is a descriptive cross-sectional study, using Real - timePCR and Reverse Dot
Blot technique on samples from 212 outpatients who visited dermatology clinic and obstetrics clinic
of Hai Phong Medical University Hospital. Results: the infection rate was 24.05% (51/212) patients
having HPV with the majority of which being single type infection (64.7%). The dominated genotype
was HPV11 with 38%, followed by HPV6 (18%), while both HPV16 and HPV18 accounted for 16%.
Meanwhile, 12% patients were positive with 1 in 5 types (33, 35, 51, 58, 81). Acquired results from
this study could help contribute to the database of infection rate and HPV genotype distribution.

Keywords: HPV infection rate, HPV genotype, Hai Phong Medical University Hospital.
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