Ti LE NHIEM HPV TREN NHUNG PHU N
€O PHET TE BAO CO TU CUNG BAT THUUNG

TOM TAT

Dat van dé: HPV la nguyén nhéan gay UTCTC..
Nghién cttu xéac dinh t/ I1é nhiém HPV va céc typ nguy
co cao 8 céc truong hop c6 két qua Ptb-CTC bét
thusng déi chiéu véi két qua GPB sé giup ich trong
tam soét, tién lugng.

Muc tiéu: Xéc dinh t/ Ié nhiém HPV va phéan bé tf
& cac typ HPV & phu nit c6 Ptb-CTC la ASCUS,
AGUS, LSIL va HSIL.

Phuong phap nghién cau: Nhing phu nit c6 Ptb-
CTC bét thudng theo hé théng Bethesda 2001 tai
Bénh vién Ttr Dii trong nam 2006 va 2007 théa mén
céc tiéu chuén duoc chon ngéu nhién thuén tién. Cac
déi tuong nghién ciu duge 18y méu té€ bao CTC lam
xét nghiém dinh typ HPV va soi CTC. Nhiing truong
hop soi CTC bét thudng sé dugc sinh thiét va xét
nghiém gidi phdu bénh dé xac dinh mic do tén
thuong va huéng dan diéu tri.

Két qué va ban luan: 488 phu nit co6 két qua Ptb-
CTC bét thuong dugc chon vao nghién ciru. Nhom
tubi 40 — 49 chiém 40,4% va cao nhét trong méu
nghién ctu. T7 16 nhiém HPV la 62,1 + 0,49%, trong
d6 nhiém HPV typ nguy co cao la 71,3%. Ti Ié nhiém
HPV va HPV-NCC tang theo muc dé tén thuong CTC.
HPV 16 va 18 la 2 typ nguy co cao phé bién nhét. Két
qua HPV phu hop véi két qua GPB.

Két luan: Nghién cutu da xac dinh t 1é nhiém HPV
trén céc phu nir c6 két qua tdm soat t&€ bao CTC bét
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thudng. C6 thé phéi hop xét nghiém dinh typ HPV véi
Ptb-CTC dé€ céi thién kha nang tdm soat UTCTC.

SUMMARY

Background: HPV is the cause of cervical cancer.
. Studying the rate of HPV infection and its genotypes
in abnormal Pap’s smear women and comparing to
histology will give information useful in screening,
prognostics and management of cervicl cancer.

Objective: To identify the HPV infection rate and
its genotype distribution on women with ASCUS, LSIL
and HSIL.

Method:  Women with abnormal Pap’s smear
classified with Bethesda system 2001 at Tu Du
Hospital in 2006 and 2007 were randomly and
conveniently recruited. Cervical samples were taken to
genotype HPV and colposcopy was performed for all
recruited women. Only abnormal colposcopy cases
were biopsied and analysed in histology to identify the
level of lesions and guide the management.

Result: There were 488 abnormal Pap’s smear
women and the group age of 40 — 49 is highest,
40.4%. The HPYV infection rate was 62.1 + 0.49% in
which high risk group occupied 71.3%. The infection
rate increased along with lesion grade. HPV 16 and
18 were two most common genotypes. HPV results
reflected the agreement with histology and other
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studies.

Conclusion: We have indentified the HPV
infection rate on abnormal Pap’s smear women. HPV
test can combined with Pap’s smear to improve the
screening capacity of cervical cancer.

DAT VAN BE

Ung thu ¢8 t& cung (UTCTC) hién van 1a mét trong
nhimg nguyén nhan gay t&r vong hang dau & nir gidi.
& Viét Nam, tf 16 UTCTC dao dong tir 16-24/100.000.
Ti I& méc bénh khéa cao tai TPHCM 28,6/100.000 dan
[2],[7]. Chuong trinh tdm soat phat hién cac tén
thuong tién ung thu bang phét t& bao cé tf cung (Ptb-
CTC) da gdp phan ha thap ti 1& t& vong. Nhiéu cong
trinh nghién cifu da khang dinh nhiém HPV kéo dai 1a
yéu t6 quan trong dan dén UTCTC. Phuong phap
Ptb-CTC c6 do nhay 37 — 84% va do dac hidu 86 —
90%, va ti 18 sét va am tinh gid kha cao [9]. Kha nang
UTCTC khong thé dudc loai trir hoan toan khi bénh
nhan c6 két qud Ptb-CTC binh thudng hoic tén
thuong khong dién hinh, ASCUS. Viéc theo ddi bién
ddi t&€ bao ASCUS nhiéu khi g&p khé khan, phai thuc
hién tdm soat lai mbi 3 — 6 thang. Ngoai ra, hiéu qua
clia Ptb-CTC phu thudc vao nhiéu yéu t6 nhu: chat
lugng mau, kha nang cla phan tich, mang Iugi theo
doi va kiém tra diéu tra.

Xét nghiém Human papillomavirus (HPV) dua trén
ky thuat PCR nhdm phat hién cac trudng hop nhiém
HPV nguy co cao (HPV-NCC) gay UTCTC da dugc
ap dung. D6 nhay clia xét nghiém HPV rét cao, 95 —
99%. Gia tri tién doan am tinh cling dat dén 99%. Néu
bénh nhan c6 k&t qua HPV-DNA am tinh trong 2 nam
lién tiép, tén thuong CTC sé& khong cé nguy co tién
trién thanh tién ung thu hoac ung thu trong vong 5 dén
10 nam tiép theo [9]. Viéc nghién clu xac dinh ti &
nhiém HPV va céac typ nguy co cao 6 cac trudng hop
cb két qua Ptb-CTC bat thudng két hop déi chiéu véi
soi CTC, GPB sé& cung cap thém nguén théng tin gitp
ich cho cac nha 1am sang trong céng tac tm soét, tién
lugng va xU& tri UTCTC. Muc tiéu nghién clu la: Xac
dinh ti 1& nhidm HPV va phan bé i I& cac typ HPV &
phu nii c6 Ptb-CTC la ASCUS, AGUS, LSIL va HSIL.

DOI TUGNG VA PHUONG PHAP NGHIEN CUU

Thiét k& nghién ciru: theo phuong phap mé ta
cét ngang )

Poi tugng va cd mau: Nhimng phu nit c6 Ptb-CTC
bat thudng theo phan loai theo hé thdng Bethesda
2001 tai Bénh vién Tu DG trong nam 2006 va 2007
dugc chon ngau nhién thuan tién.

Tiéu chudn lua chon: phu nif d c6 quan hé tinh
duc, c6 két qua Ptb-CTC béat thudng thuc hién tai
Bénh vién Tu Dd, ¢ hinh anh soi CTC béat thudng,
dudc xét nghiém gidi phau bénh (GPB) mé CTC va
déng y tham gia nghién ctu. Tiéu chudn loai trir la:
khéng thda tiéu chudn nhan vao, dang mang thai,
dang mac ung thu khac, rong kinh rong huyét, dang
c6 kinh, da cat t{t cung, da dét hodc khoét chép CTC,
c6 bénh than kinh van dong hoac tam than.

C6 mau nghién clu 1a 384 phu nit va dudc tinh

theo cong thic:
Zz1-a/2 *P (1'P)
n=

d2

V8 Z,.p=1,96va d = 0,05,

Gia tri P dugc chon 1a 0,5 dua theo ti 1& nhiém
HPV cla tac gia Solomon nam 2001 1a 50% va ti 1&
nhiém HPV typ 16 1a 22,7% theo nghién cu cla Vi
Thi Nhung nam 2006.

Thiét ké nghién citru

Nhiing trudng hgp c6 Ptb-CTC la ASCUS, LSIL
ho&c HSIL dudc ghi nhan & phong xét nghiém t€ bao
tr 1/2006 dén 12/2007 la cac déi tugng co tiém nang
tham gia nghién cu. M6t bac si phong xét nghiém té
bao dugc hudn luyén tham gia nghién clu sé& doc
kiém tra két qua Ptb-CTC moét lan nita trudc khi dua
vao nghién ciiu.

Dén thdi diém dén nhan két qua, néu dsi tuong
déng y tham gia nghién ciu, ngudi thu thap dién vao
bang cau hdi soan sadn cac théng tin can thiét va
chuyén bénh dén phong kham phu khoa dé 1ay mau t&
bao CTC lam xét nghiém dinh typ HPV bang ky thuéat
PCR va ELISA nhu da mé ta trudc day [8]. Két qua
HPV sé dudc ghi nhan trudc khi tra cho bénh nhan.

T4t c& bénh nhan déu dugc soi CTC va chi c6
nhiing trudng hgp bat thudng sé dudc sinh thiét va xét
nghiém GPB dé xac dinh mic do tén thuong va
huéng dan diéu tri. Soi CTC cb két hop véi axit acetic
dugc xem la bat thudng khi c6 mét trong nhimng hinh
anh: vét trang, chdm day, khuy ao, tang sinh mach
mau, lat da. Néu soi CTC khéng thdy bat thudng,
bénh nhan sé dudc ti€p tuc theo ddi dinh ky.

Thu thap va x(r ly sé liéu

Thong tin dugc thu thap dua vao bang cau hoi
soan san va do ngudi thu thap da dudc tap huan thuc
hién. Chi tiét s6 liéu ctia bang cau hdi sé dudc kiém
tra sau khi hoan tat phong van. Néu cé thiéu sot,
ching t6i ti€én hanh bé sung ngay néu dudc hay lién
lac sau d6 véi bénh nhan qua dién thoai. S6 liéu thu
thap dugc luu vao co sé dir liéu chay trén Microsoft
Access 2003 va x{r ly thong ké bang STATA 10.0.

KET QUA VA BAN LUAN

Téng cong cb 488 phu nir c6 két qua Ptb-CTC bat
thudng dudc chon ngau nhién thuan tién vao nghién
cu véi cac dac diém: Nhém tudi 40 — 49 chiém ti &
40,4% cao nhat trong mau nghién cdu; Tudi trung
binh 1a 40,3 + 9,2 tudi; 90,2% cac phu nif tham gia
nghién clu |ap gia dinh va tudi két hon trung binh 1&
22,9 4 tudi. Tudi sinh hoat tinh duc lan dau 14 22,4 +
4,0 tudi; Trinh d6 van héa cap trung hoc trd xudng
chiém 91%; va 55,5% séng & céac tinh thanh khéac
ngoai TP.HCM.

C6 303 trong 488 d6i tuong nghién ciu bi nhiém
HPV chiém ti 1& 62,1 + 0,49%. Trong s6 nay nhiém 1
typ 1a 51,2%, nhiém HPV typ nguy co cao la 71,3%
va 14,2% nhiém typ nguy cd thap. Ti I& nhiém HPV
tang theo miic do tén thuong CTC trén xét nghiém
Ptb-CTC (bang 1).
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Bang 1. Phan bé ti 1& nhiém HPV theo két qua Ptb-CTC:

v o . Nhiém HPV
Két qua Ptb-CTC Tong s6 TansG 6%
AGUS 6 1 16,7
ASCUS 225 121 53,8
LSIL 179 115 64,2
HSIL 78 66 84,6
Téng 488 303 62,1

Ti 1& nhiém HPV trong nghién cGu cla ching t6i thap
hon tac gid Vi Thi Nhung (2007) nhung lai cao han tac
gia Lé Minh Nguyét (2002) [5] cling nhu céac tac gia nudc
ngoai khac. Ngoai trir tac gia Rowe (2004), ti 1& nhiém
HPV chung 78,8% cao hon nghién clGu clia ching toi
nhung ti 1& nhiém typ nguy co cao la 53,6% xap xi véi
nghién cu chang téi. So sanh két qua vdi cac tac gia
khac thuc hién dinh typ HPV trén nhém phu nir ¢ két
qua CIN va UTCTC dudc trinh bay trong bang 2.

Bang 2. So sanh ti 1& nhiém HPV gilia c&c nghién clu:

Nghién ctru Nam Tiéu chuan Ti 1& nhiém
chon lya HPV (%)

Takazawa A 1992 CIN, UTCTC 32,0
Zhao Li 2001 CIN, UTCTC 410
L& Minh Nguyét [5] | 2002 CIN, UTCTC 35,4
Alice Lytwyn [6] | 2000 |Ptb-CTC batthuong| 54,3
Lesie R. Rowe 2004 |Ptb-CTC batthuong| 78,8
Vi Thi Nhung 2007 CIN, UTCTC 73,6
Nghiéncirunay | 2008 |Ptb-CTC batthuong| 62,1

Ti Ié HPV duong tinh khac nhau gilra cac nghién cu
c6 thé do cac tac gia bao cao ti 1& nay trén dic diém
chon bénh khac nhau. Néu theo GPB la UTCTC hozc
cac tén thuong CIN 2 va 3 thi ti 1& nhiém HPV 1a 32-41%.
Ngudc lai, néu nghién ciu chon nhiing ngudi c6 tén
thuong t& bao hoc ASCUS, LSIL hodc HSIL thi ti 1&
nhi&m HPV sé& cao hon so véi nhém tén thuong GPB. So
v6i cac nghién ciu hon 10 nam trudc day, ti 1& nhiém
HPV trong nhém cd xét nghiém Ptb-CTC bat thudng
tang I&n nhiéu. Ngoai ra, 3o nhay cla cac test HPV thé
hé sau tang Ién c6 thé 1a mét nguyén nhan 1am ti 1& phat
hién HPV tang cao hon han trong nhitng nam gan day.

C6 453 lugt nhiém HPV trén tdng s& 488 trudng hop
Ptb-CTC bat thudng.Ti & nhiém HPV 16 cao nhat (35,5%)
va diing dau trong nhém HPV nguy co cao. Th{ nhi 1a 2
typ HPV nguy co thap 6,11 véi ti 16 19,2%. HPV 18 ding
hang th{ ba véi ti 18 13,2% (bang 3). Diéu nay phl hdp v6i
nghién ctu khac tai Viét Nam, theo @6 HPV 16 chiém ti &
22,7% cao nhat trong nhém nguy co cao. Két qué ca 2
nghién ctu déu cho thay ti 1& nhiém HPV 16 cao hon so
véi HPV 18.

Két qué nghién clu cla chung toi va cac tac gia
khac & chau A déu cho thay ti 1&é nhiém HPV 16 cao nhat
tr 20-30% va HPV 18 diing hang thd nhi vai i 18 dao
déng tir 6,6 — 11,9% [11,[4]. Tuy nhién gan day, cac tac
gid cho biét cé su khac biét vé phan bé céac typ HPV
theo vling dia ly. Theo dé ti 1&é UTCTC & c4c ving dan cu
s& khac nhau do bi &nh hudng bdi cac typ khac nhau.
Gid thuyét nay dang dudc kiém chiing qua mot sé
nghién ciu bénh ching.

Bang 3. Phan bd cac typ nhiém va s Iuot nhiém theo két
qué xét nghiém PCR va dinh typ HPV:

Chan doan Tan s6 Ti 18 (%) £ BLC
Khong nhiém HPV | 185 37,9+049
Nhiém HPV 303 62,1+ 0,49
Cac typ HPV 453 lugt HPV [ 303 nguai HPV(+)

16 161 355 53,1

18 60 13,2 198

31 30 6,6 99

33 30 6,6 99

35 30 6,6 99

39 13 29 43

45 03 07 1,0

58 39 8,6 12,9

6/11 87 19,2 287

Téng s6 453 100

C6 280 trudng hop soi CTC bat thudng dudc sinh
thiét va lam xét nghiém GPB. Ti 1& nhiém HPV trong
nhém nay 1a 72,5% (203/280). Ngoai ra ti 1& nhiém HPV
tinh chung va nhidm HPV-NCC trong cac trudng hop nay
ciing ti 1& thuan véi dd nang clia tén thuong CTC trén
GPB tir 80% trd lén (bang 4).

Bang 4. Phan b nhiém HPV va HPV-NCC theo két qua Ptb-CTC & nhiiing phu nit ¢ két qua GPB.

Két qua Ptb-CTC Két qua GPB
va nhigm HPV Binhthuong | Condy-loma CIN1 CIN2 CIN3 UTCTC
Tan s6 ASCUS (n=84) 57 3 21 2 1 0
Ti 16% HPV (+) (n=52) 403 66,7 100 100 100 -
Ti 16% HPV-NCC (n=18) 316 333 100 100 100 -
AGUS (n=3) 1 0 0 1 0 1
Ti 16% HPV (+) (n=1) 0 - - 0 - 100
Ti 16% HPV-NCC (h=1) 0 - - 0 - 100
LSIL (n=115) 31 8 63 3 10 0
Ti 16% HPV (+) (n=84) 19,4 75,0 937 100 100 -
Ti 16% HPV-NCC (n=72) 16,1 62,5 777 100 100 -
HSIL (n=78) 0 3 33 3 36 3
Ti 16% HPV (+) (n = 66) - 66,7 66,7 100 100 100
Ti 16% HPV-NCC (n=63) - 333 63,6 100 972 100
Téng s6 Ptb-CTC (n = 280) 89 14 17 9 47 4
Ti 16% HPV (+) (n = 203) 36,0 714 87.2 88,9 100 100
Ti 16% HPV-NCC (n=100) 258 50,0 778 88,9 97,9 100
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Két qua Ptb-CTC v6i ASCUS va AGUS phu hgp véi
GPB binh thuong va Condyloma la 70,1%. Ptb-CTC véi
> LSIL phi hop véi GPB (> CIN 1) la 78,2%. Né&u st
dung Ptb-CTC don thuan, khd nang bd sét 1a 29,9%
(26/87) trudng hop. Ti l1é bd s6t CIN1 chiém da sd tuy
nhién day la nghién cliu cit ngang nén khong biét chinh
xac ti 1& CIN1 chuyén sang t6n thuong nang la bao
nhiéu. Kha ning Ptb-CTC két luan quéa mic trong khi két
qua GPB binh thusng 1a 21,8% (42/193). Néu xét riéng
tiing nhém, 1 1& phu hgp HSIL véi GPB CIN 1,2,3 va
UTCTC Ia 96,2%, i 1& phu hop LSIL véi GPB CIN1 Ia
54,8%. Nhu vay can phai két hgp vdi mét xét nghiém
tam soat khac dé giam ti 1& bd sét va két luan qua miic
dé nang cao hiéu qua phat hién UTCTC.

Két qua HPV phan anh su phl hgp véi két qua GPB.
D6 phu hgp clia xét nghiém HPV (+) so véi GPB la
79,3% va HPV (-) so v6i GPB la 79,2%. So véi xét
nghiém Ptb-CTC, mlc dd phu hop cla xét nghiém HPV
cao hon so véi Ptb-CTC Ian luct & 70,1% va 78,2%.
Tén thuong GPB cang néng, ti 1& nhiém HPV cang cao.

C6 77 trudng hop HPV (-) soi CTC c6 hinh anh bat
thudng nhung GPB khéng c6 trudng hop nao tu CIN 3
trG 1én, chi cé 1,3% (1/77) ¢6 két qué CIN 2 va 19,5%
(15/77) & CIN 1. Két qud xét nghiém HPV am tinh &
nhém CIN 1 cao han nhém CIN 2,3 cho thay vai trd cla
clia gia tri tién lugng @am cla xét nghiém HPV.

Co6 thé phdi hgp xét nghiém dinh typ HPV véi Ptb-
CTC dé cai thién khd niang tdm soat UTCTC. Cac
nghién cliu khac cling dua dén két luan tuong tu. Theo
Castle, ti 18 nhidm HPV & cac t8n thuong CIN 3 Ia 96%,
CIN 2 12 94% va 93% & CIN 1, nhung khi phan tich theo
nhém HPV nguy cd cao thi ti 1& nhidm phan bé theo cac
t8n thuong 1a 73% CIN 3, 50% CIN 2 va 28% CIN 1 [3].
Ti 1& nhiém HPV theo cac tén thuong GPB trong nghién
clru nay gan nhu phl hop, nhung HPV nguy cd cao trong
nghién clu cla chang téi cé ti 18 cao hon nhiéu. L& Minh
Nguyét cling két luan cdé mai lién quan chat ché gilta tinh
trang nhiém HPV va nghich san CTC va UTCTC xam lan
& nhém bénh nhan 15-65 tudi tai bénh vién Ti D (OR
hiéu chinh = 4,3). Tan suat nhiém HPV tang theo muc
dd nghich san va ung thu [5].

KET LUAN

Ti 1& nhiém HPV chung clia mau nghién ciiu 1a 62,1
+0,49% trong d6 dén 71,3% la nhiém typ nguy cd cao &
nhiing phu nit c6 két qud tdm soéat t€ bao CTC bat

thudng.

HPV typ 16 va 18 1a loai phd bién nhat véi ti 1& lan
luot 1a 35,5% va 13,2%.

Ti 1& nhiém tang theo miic do tdn thuong t& bao hoc
va GPB.

C6 mot ti 16 nhd nhiém HPV nhung khong cé tén
thuong trén Ptb-CTC va GPB.

Két hop Ptb-CTC va HPV DNA: khi két qua xét
nghiém Ptb-CTC la ASCUS, AGUS va HPV nguy co cao
am tinh thi 97,1% d6i tugng khoéng bi bénh ly CTC &c tinh.
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