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KHAO SAT TINH TRANG NHIEM HUMAN PAPILLOMAVIRUS NGUY CO’
CAO O' PHU N’ CO TON THU'O'NG LOAN SAN BIEU MO VAY CO TU’ CUNG

TOM TAT. .

Muc tiéu: Xac dinh ti 1€ nh|em cua Human
papillomavirus (HPV) nauy cd cao va m0| I|en auan
gilta HPV tip 16 va 18 tdi loan san biéu md vay ¢6 tr
cung. Doi tuong va phucng phap nghién ciru:
Nghién clru mo ta cdt ngang dudc tién hanh trén 470
phu ni dén kham tai Bénh vién Dai hoc Y Ha Noi tir
03/2023- 10/2024 va dudc lam xét nghiém HPV naquy
cd cao, sinh thiét co tir cung chan doan mo6 bénh hoc.
S6 liéu thu thap duoc xt IV bana phan mém SPSS
phién ban 26.0. Két qua va két Iuan Ti 1é€ nhiém
HPV tip nauy cc cao trén phu nif ¢ tdn thuona loan
san bi€u md vay ¢6 ti cung dd cao dugc khao sat la
94,0%. 42,6% phu nit derng tinh vGi it nhat mot
trong hai Ioa| HPV t|p 16 va 18. HPV tip 16, 18 dudc
phat hién trong cac tn thuang CIN 1, CIN 2, CIN3 vdi
ti 18 fan lugt 1a 24 9%, 37,3%, 54 5% va 15 7%,
14,9% va 15, 2%. HPV tip 16 la tip terdng gdp nhét
(30 4%), su co mat clia HPV tip 16 lam tang nguy cd
mac CIN 3 gap 3,2 Ian so véi CIN 1 (OR = 3,200, CI:
1,861 - 5503, p < 0,01). 7o khda: Human
papillomavirus, loan san biéu mo vay, CIN.

SUMMARY
SURVEY ON HIGH-RISK HUMAN
PAPILLOMAVIRUS INFECTION IN WOMEN
WITH CERVICAL SQUAMOUS

INTRAEPITHELIAL NEOPLASIA

Obiectives: This studv aims to assess the
prevalence of high-risk Human papillomavirus (hrHPV)
infection and the association of HPV 16 and 18 with
high-grade squamous intraepithelial lesions (HSILSs).
Methods: The cross-sectional study included 470
patients who visited Hanoi Medical University Hospital
from March 2023 to October 2024. All patients
underwent hrHPV testing and cervical biopsies. The
statistical analysis was performed using SPSS version
26.0 for Windows. Results and conclusion: The
prevalence of hrHPV infection among women with CIN
was 94.0%. Among these cases, 42.6% were infected
with either HPV 16 or 18. HPV 16 and 18 were
detected in CIN 1, CIN 2, CIN3 lesions with rates of
24.9%, 37.3%, 54.5% and 15.7%, 14.9%, 15.2%,
respectively. HPV type 16 is the most common type
(30.4%), the presence of HPV type 16 increases the
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risk of CIN 3 by 3.2 times compared to CIN 1 (OR =
3,200, CI: 1,861 — 5,503, p < 0.01).

Keywords: Human papillomavirus,
intraepithelial lesion, CIN.

I. DAT VAN DE

Ung thu cd tir cung la nguyén nhén ung thu
gay tur vong th 4 cho phu nif trén toan thé gidi.
Nam 2022, toan thé gidi ghi nhan khoang
660.000 ca mac mdi va 350.000 ca tir vong.
Cling trong nam 2022, tai Viét Nam ghi nhan
khoang 4.600 ca mdc mdi va gan 2.600 ca t&r vong
[1]. Virus gay u nhd & ngudi - Human
papillomavirus (HPV) da dugc ching minh Ia
nguyén nhan chinh gdy ra cac ton thuang ¢ tir
cung. Khi xam nhap qua dl.rdng sinh duc, HPV xam
nhap cac t€ bao bi€u md cd tir cung, gay roi loan
tang sinh dan tdi cic ton thuong biéu moé vay o tur
cung, bién déi tlr loan san dén ung thu [2].

Loan san biéu md vay cb ti cung, hay tan
san ndi bi€u mdé b tr cung (Cervical
Intraepithelial Neoplasia — CIN) dugc xép loai
theo d0 mo hoc tir nhe, vira dén nang hodc tram
trong: CIN 1 tudng dudng vdi loan san do thap
(bat thudng chi & 1/3 dudi bé day biéu md vay);
CIN 2 tuong duang vdi loan san vira (2/3 dch'fi),
CIN 3 terng dudng vdi loan san d6 cao va ung
thu biéu mé tai chd (toan bd bé day biu mod
vay) [3] Pay la hé qua cua qua trinh nhiém HPV
dai dang trong cac té bao c6 tir cung, dic biét la
cac tip HPV nguy cc cao (NCC). Khoang 60%
trudng hop CIN 1 s& thodi trién thanh binh
thudng sau 1 ndm. Phu nit mac CIN 2 va CIN 3
cd nguy cd cao mac ung thu' xam 1an, mac du
thdi gian tién trién trung binh van la vai ndm.
HPV 16 la loai gay ung thu nhiéu nhat va chiém
55 dén 60% ung thu ¢6 tr cung trén toan thé
gidi. HPV 18 la loai gay ung thu nhiéu thir hai va
chiém 10 dén 15% ung thu ¢6 tir cung. Cac yéu
té Jguy co nhu hit thudc, tinh trang suy giam
mién dich hodc nhiém HIV cd thé dan dén tinh
trang nhiém HPV dai ding va tdng nguy cd phét
trién CIN [4].

Tai Viét Nam, ty 1& méc ung thu cd tr cung
da téng dang k& trong nhitng ndm gan day. Cac
yéu t& nguy cd gdy ung thu ¢6 tir cung nhu’ quan
hé tinh duc trudc hon nhan va quan hé tinh duc
lAn dau & do tudi tré dang gia tdng & Viét Nam,
khi€én can bénh nay dugc coi la uu tién clia stic

squamous
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khoe cong dong. Do do, ching téi tién hanh
nghién clru nham xac dinh ti I& nhiém cla Human
papillomavirus (HPV) nguy cd cao va mdi lién
quan gilta HPV tip 16 va 18 tdi loan san biéu mo
vay ¢6 tr cung tai Bénh vién Pai hoc Y Ha Noi.

Il. DPOI TUQONG VA PHUONG PHAP NGHIEN CUU

2.1. Poi tuong nghién ciru. Nghién clu
dugc thuc hién trén 470 phu nir dén kham tai
Bénh vién Pai hoc Y Ha N&i, cd sinh thiét cd tr
cung va lam xét nghiém HPV nguy cd cao tUr
thang 3/2023 dén thang 10/2024.

- Tiéu chudn lua chon: Phu ni d3 sinh
thiét c6 tr cung, c6 két qua chan dodn md bénh
hoc loan san biéu md vay cd tr cung.

C6 chi dinh xét nghiém HPV 14 tip NCC (16,
18 va 1 trong 12 tip 31, 33, 35, 39, 45, 51, 52,
56, 58, 59, 66 va 68).

- Tiéu chudn loai trir:

Phu ni c6 tién st cat tir cung, tién s chan
doan/diéu tri ung thu cd tr cung.

2.2. Phuong phap nghién ciru

- Thiét k& nghién clfu: nghién cliu cdt ngang.

- C8 mau va chon mau: chon mau thuan
tién, 470 phu nir da diéu kién dugc da vao
nghién ctru.

2.3. Ky thuat str dung trong nghién ciru

_ - Chén dodan mé bénh hoc cé ti cung:
Mau bénh phdm sinh thiét cd tir cung dudc c6
dinh bang formalin 10%, vui paraffin, cdt manh
cadt 6 dd day 3 pm, nhudm mau bang ky thuét
Hematoxyline — Eosin. Chan doan mé bénh hoc
theo phén loai clia TG chirc Y t& Thé gidi ndm 2020.

- Xdc dinh su’ co mat cua HPV bang ky
thudt PCR: Mau bénh pham dich cd tr cung
lam xét nghiém HPV nguy cd cao trén hé thong
Cobas 4800, xac dinh su’ c6 mat clta 14 loai HPV
nguy cd cao, trong do cung cap két qua riéng lé
cho tip HPV16, HPV 18 va két qua gop cta 12 tip
HPV nguy cd cao (31, 33, 35, 39, 45, 51, 52, 56,

58, 59, 66 va 68) trong 1 lan xét nghiém trén
mau bénh pham.

2.4. Thu thap va xtr ly s6 liéu. Cac thong
tin vé tudi, tinh trang nhiém HPV (cd/khodng), tip
HPV, tip mo bénh hoc (CIN 1, CIN 2, CIN 3)
dudc thu thdp. SO liéu dudc xir ly bang phan
mém SPSS phién ban 26.0. Cac bién lién tuc
dudc mo ta dugi dang trung binh = d6 léch
chuén, va dudi dang tan s6 va ty 1é phan trdm
doi vai cac bién phan loai. Gia tri p < 0,05 dugc
coi la co y nghia thong ké.

2.5. Pao dirc nghién ctru. Day la nghién
cflu mo ta khdng can thiép chan doan va diéu
tri, khong anh hudng dén siic khoe nguGi bénh.
Viéc str dung soO liéu dugc su dong y cla Bénh
vién Dai hoc Y Ha NGi va chi dung cho muc dich
nghién clru. Cac thong tin thu thap tir doi tuong
nghién clfu dudc bao mat va khéng gay bat c
anh hudng nao tdi ngudi bénh.

II. KET QUA NGHIEN cU'U
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Biéu dé 1. Phdn bé nhom tuéi cua déi
tuong nghién cuau

Nhdn xét: Tudi trung binh clia phu nif trong
nghién cfu la 39,7 £ 9,0, trong dé nguGi bénh
tré tudi nhat 1a 20 tudi va Ién tudi nhat la 68
tudi. Nhdm tudi chiém ty Ié cao nhat 1a nhém
tudi 35 — 44 tudi vdéi 194 trudng hop (41,3%).
Nhom tui 25 — 34 va 45 — 54 chiém ti 1& dang
k€ Vi ti 1€ an lugt 13 26,0% va 23,4%. Nhém
tudi dudi 25 va trén 54 chiém ty 1& thap nhét, lan
luot 1a 3,8% va 5,5%.

Bang 1. Dac diém mé bénh hoc phin bé theo nhom tudi

Nhom

Tuoi truna binh

iy <24 | 25-34|35-44 | 45-54 | =55 Téng (Minmax)
QN 1 14 %4 133 81 15 337 39,3 £ 9,1
(3,0%) | (20,0%) | (28,3%) | (17,2%) | (3,2%) | (71,7%) (20 - 68)

CIN 2 4 17 27 13 6 67 39,4 £ 10,0
(0,9%) | (3,6%) | (57%) | (2,8%) | (1,3%) | (14,3%) (21 - 64)

CIN 3 0 11 34 16 5 66 21,8%7,6
0,0%) | 23%) | (7.2%) | (3,4%) | (1L,1%) | (14,0%) (27 - 66)

Tén 18 122 194 110 26 470 39,7 £ 9,0
9 | (38%) | (26,0%) | (41,3%) | (23,4%) | (5,5%) | (100%) (20 - 680

Nh3n xét: CIN 1 1a ton thuong phd bién nhat, chiém 71,7%, CIN 2 va CIN 3 it phd bién hon, chiém
[an luot 14,3% va 14,0%. Nhdm tudi dudi 25 cb it ca tdn thuong nhat (3,8%), dic biét khdng phat hién
cac trudng hdp CIN 3 & dd tudi nay. CIN 2 va CIN 3 ¢6 xu hudng gap & do tudi cao hon, ddc biét Ia tir 35
tudi trd 1én. Su’ khac biét tudi trung binh gilta cdc nhdém khéng cd y nghia théng ké (p = 0,71).
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Bang 2. Phan bé cac tip HPV NCC trong nhom nghién cuu

TyI@HPV [Ty Ié HPV (+)/t6ng s6
Loai HPV nguy co cao Tan suat | (+)/téng s6 phu| phu nif ducng tinh
nir (n=470) (n=442)
HPV tip 16 103 21,9% 23,3%
HPV tip 18 44 9,4% 10,0%
HPV tip nguy cd cao khac 242 51,5% 54,8%
HPV tip 16 va 18 5 1,1% 1,1%
HPV tip 16 va tip nguy cd cao khac 26 5,5% 5,9%
HPV tip 18 va tip nguy cd cao khac 13 2,8% 2,9%
HPV tip 16, 18 va tip nguy cd cao khac 9 1,9% 2,0%
Am tinh vdi cac tip nguy cd cao 28 6,0% 0,0%
Tong 470 100% 100%

* 12 tip HPV phé bién khac: 31, 33, 35, 39,
45, 51, 52, 56, 58, 59, 66 va 68.

Nhé&n xét: Nghién cltu cho thay c6 442/470
trudng hgp phat hién nhiem HPV tip NCC
(94,0%), 28/470 trudng hgp khong phat hién su

c6 mat clia HPV tip NCC. Trong dé c6 200/470
trudng hgp cd lién quan tdi it nhat 1 trong 2 tip
16 va 18 (42,6%); 30,4% cac trudng hgp phat
hién su co6 mat cla HPV tip 16 va 15,1% cac
trudng hop phat hién su cé mat ctia HPV tip 18.

Bang 3. Phdn bé cac tip HPV theo két qua mé bénh hoc

Két HPV nguy co cao ducong tinh n (%) HPV tip

qua ] HPV tip | HPV tip |HPV tip 16, -

mé |HPV tip| Hpv |HPVUp | HPV | oy t?p 18 va t?p 18 va‘aptip nguy c¢ | Tong

A . nguy co | tip 16 caoam | n (%)
bénh 16 tip 18 cao khacl va 18 | n9uy Cco | nguy co | nguy co tinh n(%)

hoc cao khac|cao khac| cao khac
CIN 1[63(13,4) |36(7,7)|183(38,9)| 2(0,4) | 14(3,0) | 10(2,1) 5(1,1) 24(5,1) |337(71,7)
CIN 2| 14(3,0) | 3(0,6) | 35(7,4) | 1(0,2) | 6(1,3) | 2(0,4) 4(0,9) 2(0,4) | 67(14,3)
CIN 3| 26(5,5) | 5(1,1) | 24(5,1) | 4(0,4) | 6(1,3) 1(0,2) 0(0,0) 2(0,4) |66(14,0)
Téng [103(21,9)[44(9,4)[242(51,5)| 5(1,1) | 26(5,5) | 13(2,8) 9(1,9) 28(6,0) |470(100)

Nhan xét: HPV tip 16 dudc phat hién & cac
tén thuong CIN 1, CIN 2, CIN 3 [an luct I3
24,9%, 37,3% va 54,5%. Su’ cd mat cta HPV tip
16 lam tang nguy cd mac CIN 3 gdp 3,2 lan so
véi CIN 1 (OR = 3,200, CI: 1,861 — 5,503, p <
0,01). HPV tip 18 dudc phat hién & cac ton
thuong CIN 1, CIN 2, CIN 3 lan lugt la 15,7%,
14,9% va 15, 2% Khong c6 su khac biét vé mirc
dd ton thuong do nhiém HPV tip 18 (p > 0,05).

IV. BAN LUAN

Trong nghién cru clia ching toi, d6i tugng
nghién clu ddi tugng nghién clu dugdc xét
nghiém HPV-DNA xac dinh tinh trang nhiem HPV,
dong thdi dugc chan doan md bénh hoc sinh
thiét ¢4 tr cung dé€ danh gia mdc do loan san cd
t&r cung (CIN 1, CIN 2, CIN 3). DGi tugng nghién
cltu trong khoang 20 — 68 tudi véi tudi trung
binh la 39,7 + 9,0 tudi; cac t6n thuong ghi nhan
nhiéu nhat & nhém bénh nhan tir 35 — 44 tudi
(194/470 trudng hop — 41,3%). Tudi trung binh
clia cac tén thuong (CIN 1, CIN 2, CIN 3) dao
ddng tir 39,3 dén 41,8 cho thay loan san biéu
md vay cd tir cung 1a bénh ly thudng xuét hién &
phu nif trung nién. Ty 1& nhom tudi xudt hién ton
thuong trong nghién clfu cla chdng téi tang dan
tlr nhdm 25 — 34 tudi, dat dinh & nhdm 35 — 44

tudi va giam dan & cac nhom tudi 16n han. Nhém
tudi dudi 25 gdp it ca ton thuong nhét (3,8%),
dac biét khong phat hién cac trudng hgp CIN 3 &
dd tudi nay. CIN 2 va CIN 3 cé xu hudng gip &
dod tubi cao han, ddc biét 1a tr 35 tudi trd 1én.
Qua trinh phat trién tir ton thuong tién ung thu
sang ung thu c6 tir cung trai qua [an lugt cac
giai doan: CIN 1, CIN 2, CIN 3, ung thu c6 tr
cung. Thdi gian phat trién tir CIN 2 sang CIN 3
¢ thé khac nhau déi véi titng ca nhan va khéng
c6 mdt quy luét cu thé cho tirng trudng hop. Tuy
nhién, thdng thudng, diéu nay cd thé xay ra tu
vai thang dén vai nam, tuy thudc vao tip HPV va
tinh trang mlen dich ctia ngudi bénh.

Ti 1& nhiém HPV tip NCC trong nghlen ctu
la 94,0%, chi 6,0% dGi tugng nghién clru khong
phét hién su o mat cta HPV tip NCC, phan I6n
cac trudng hgp nay thudéc nhém CIN 1. Két qua
cla chung t6i cho thay ti 1& nhiém HPV cao hon
nghién clftu cda Vi Thi Nhung va cdng su (2024)
va Zhang Junya (2020) V@i ti 1€ nhiem HPV [an
lugt la 81,55 va 84,4%. Su khac biét vé ti 1é
nhiém HPV c6 thé do su khac biét vé c8 mau
nghién ctru, déc diém dich té& khac nhau [5], [6].

Két qua nghién clu cho thay co 337/470
trudng hop dugc chan doan CIN 1 (71,7%),
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67/470 trudng hgp dugc chan doan CIN 2
(14,3%) va 66/470 trudng hop dudc chan doan
CIN 3 (14,0%). CIN 1 Ia t6n thuong thudng gép
nhét, tuy nhién lai cé ti I& thodi trién cao, do do
cd thé dugc quan st va thr nghiém dong thdi Iap
lai sau 1 nam. Néu CIN 1 van ton tai sau 2 nam
hodc tién trién trong thdi gian theo ddi can dudc
diéu tri. V&i tén thuang CIN 2 va CIN 3, phudng
phdp khoét chdp c6 t& cung bd&ng vong dién
(LEEP) dugc coi la phuaong phap diéu tri thich
hap, hiéu qua cao va hau hét bénh nhan khong
can diéu tri thém. Tuy nhién, khoang 23,0% bénh
nhan phat trién CIN dd cao sau khi diéu tri bao
ton do ton thuong con sét lai hodc tai phat [7].
Nghién clru cda Jung Mi Byun va cong su cho
thdy HPV tip 16 ¢4 mdi tudng quan dang ké vdi
su tai phat va nhiém trung dai dang sau khi diéu
tri CIN 2/3. Cung vdi d6, nghién clru cia Nagai
cung céng su da bdo cdo rang ty 1& nhiém HPV
dai ddng sau khi khoét chép ddi véi CIN 3 duong
tinh véi HPV la khoang 20% va 46%, trong s
nhitng bénh nhan nay bi nhiém HPV dai dang da
tai phat CIN sau 4 dén 10 thang diéu tri [8]. Do
dd, dé phong ngura tai phat sau diéu tri, ngudi
bénh can dugc xac nhan tinh trang nhiém HPV
sau diéu tri, néu phat hién nhiém HPV nguy cg
cao, ngudi bénh phai theo d&i chat ché bang soi
cd tr cung va xét nghiém té& bao hoc.

HPV tip 16 dugc phat hién & cac tén thuong
CIN 1, CIN 2, CIN 3 [an lugt la 24,9%, 37,3% va
54,5%. HPV tip 18 dugc phat hién & cac ton
thuang CIN 1, CIN 2, CIN 3 [an lugt la 15,7%,
14,9% va 15,2%. Cung vdi su gia tang mdc do
ton thuang, ti 18 luu hanh HPV tip 16 téng trong
khi HPV tip 18 khdng cd su thay déi dang ké.
Cac nghién clru trén thé qidi cling cho thay HPV
tip 16 1a tip co lién quan mat thiét nhat trong ton
thuong HSIL. So véi cac tip HPV khac, su tich
hadp DNA HPV-16 vao bd gen vat chi xay ra
thudng xuyén hon va cd xu huéng pha v& gen
E2 cuda virus, dan dén biéu hién khdng kiém soat
clia oncoprotein E6 va E7, c6 ai luc lién két
manh han va hiéu qua hon cac tip HPV khac vdi
cac protein Uc ché& khéi u p53 va protein
retinoblastoma (pRb), dan dén su’ phan huy cac
chat Urc ché khdi u nay hiéu qua han, dan dén su
tang sinh t& bao khdng kiém soat. Dong thdi, véi
protein E5 cla HPV-16 diéu hoa cac phan tlr
MHC (phic hgp hoa hdp md chid yéu) 16p I, cho
phép tron tranh hé théng mién dich cua vat chu.
Kha ndng tdng cudng cta HPV-16 trong viéc lam
suy giam cac chat uc ché khéi u, tan suat tich
hap DNA cao han, kha nang tron tranh mien dich
hiéu qua han va kha nang gay ung thu I16n hon
gilp phan biét n6 vdi cac loai HPV khac. Nhirng
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yéu t6 nay gop phan lam tang kha nang gay ung
thu va ti 1€ luu hanh cua HPV tip 16 cao han cac
tip HPV khéc trong ung thu cd tr cung [9].

Cac ton thudng tién ung thu va ung thu c6
tlr cung c6 thé dugc phong nglra, phat hién sém
thong qua hoat dong ti€m phong va tam soat ung
thu. Cac khuyén nghi vé vaccine phong nglra HPV
hién tai 4p dung cho ngudi tir 9 tudi trd 1én cho
dén 26 tudi va ngudi I6n tir 27 - 45 tudi c6 thé cd
nguy cd nhiem virrus HPV mdi va dudc hudng Igi
tUr viéc tiém chang. Cung vdi tiém vaccine phong
nglra HPV, phu nif tor 25 — 65 tudi nén lam xét
nghiém sang loc ung thu' ¢d t& cung dinh ky, uu
tién lam xét nghiém HPV 5 nam 1 lan hon xét
nghiém PAP truyén thong [10].

V. KET LUAN

Ti &€ nhiem HPV tip NCC trén nhom phu nir cd
tdn thuong loan san biéu mé vay ¢ tir cung dugc
khao sat la 94,0%, trong do, 42,6% cac trudng
hop du‘dng tinh véi it nhat mét trong hai loai HPV
tip 16 va 18. HPV tip 16 la t|p terdng gap nhat
trong ton terdng loan s&n biéu md vay cd tir cung
(30,4%), Su c6 mat cla HPV tip 16 lam tang nguy
o6 mac CIN 3 gép 3,2 lan so véi CIN 1.
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