TAP CHi NGHIEN CPU Y HOC

NGHIEN Cc(rU PAC PIEM LAM SANG VA CAN LAM SANG UNG

THU CO TV CUNG VO'I CAC TYPE HPV NGUY CO CAO
Hoang Xuan Son™’, Vii B4 Quyét, Nguyén Vii Trung
Trweong Pai hoc Y Ha Noi

Ung thw c6 tir cung 1a loai ung thu phé bién & phu nir. Ung thu ¢é tir cung cé HPV duwong tinh 99%, trong
dé trén 70% gap HPV type 16 va 18 .. Chung téi thuc hién nghién ciru mé ta cat ngang mé té dac diém 1ém
sang, can Iam sang va xéc dinh bién thé gen ctia HPV & bénh nhén Ung thw cé tir cung. Nghién ctru 104 bénh
nhan da duoc chén doén ung thw cé tir cung, c6 HPV duong tinh (Xét nghiém Cobas 4800): c6 51,9% duoc
chén doéan ung thuw cé tr cung UTCTC & giai doan (0); Nhiém HPV type 16 chiém cao nhét véi 55,8%, trong dé
c6 41,4% c6 triéu ching bét thuong 1a ra khi hw nhidu hodc ra mau &m dao bét thuong. Ung thuw biéu mé véy
chiém 87,5%; nhiém HPV 18 thi 89,8% la ung thw biéu mé tuyén. Soi cé tir cung phat hién bét thuong 80,8%.
Ung thw cé tir cung c6 triéu chiing nghéo nan, ty Ié phat hién sém thap. Pé phét hién sém cén lam test HPV.

T khéa: Ung thw ¢ tir cung, 1am sang, can lam sang, type HPV nguy co cao.

I. DAT VAN BE

Human papilloma Virus (HPV) la loai vi rat
gay u nhu & ngudi. HPV bao gdm cé khoang
gan 200 type khac nhau, nhung khéng phai tat
ca déu gay ra triéu chirng Iam sang va bénh
lién quan dén HPV. Nhitng nghién cru gan
day cho thdy nhém nguy co cao & mét trong
nhi*ng nguyé&n nhan chi yéu gay ra ung thw ¢
tr cung.™®

Hang ndm trén thé gidi, cd khodng trén
500.000 phu ni* dwoc chan doan 1a ung thw cb
tr cung (UTCTC) va hon 250.000 ngudi chét do
UTCTC, trong d6 phan I&n sb cac ca tir vong xay
ra & Chau A+

Tai Viét Nam, ty Ié mac UTCTC & murc cao
va cbé xu hwdong gia tang trong nhitng nam
gan day. Nam 2008, c& nwéc co 5.174 trwong
hop mac maéi va 2.472 trwong hop t&r vong do
UTCTC.”8 Ty 1& mé&c méi la 13,6/100000. Mot
trong nhirng ly do d&n dén tinh trang nay la phu
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n{r chwa dwoc sang loc dinh ky hoac sang loc
khéng co6 hé théng.

Chén doan HPV béng PCR |a phuwong phap
tin cay dé phat hién nhiém HPV va céc type
nguy co cao c6 thé gay ra ung thw cb t& cung.
B6 gen clda HPV c6 sy khac biét vé dac tinh
sinh hoc va d&c diém trinh tw cla cac vung
khac nhau, do do viéc xac dinh cac bién thé
ctia HPV c6 y nghia déi v&i chién lwoc sang loc
HPV trong chan doan lam sang va x tri ung
thw ¢d t& cung.®°

Tai Viét nam, c6 rét it nhi'ng nghién ctru vé
céac bién thé gen clia cac type HPV nguy co cao
& bénh nhan UTCTC dwoc thwe hién tr trwde
dén nay. Chinh vi vay, chung t6i cho rang can
thiét phai co6 nghién ctru tim hiéu méi lién quan
gitra bién thé gen cula cac type HPV véi dac
diém lam sang va giai phau bénh UTCTC.

Il. DOl TWONG VA PHUONG PHAP
1. Déi twong

Nghién ctru duwgc thye hién trén 104 bénh

nhan ung thw cb t& cung diéu trj tai Bénh vién

Phu San Trung Uong.
- Tiéu chuan lya chon: dwoc chan doan
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xac dinh ung thw cd t&r cung bang két qua xét
nghiém gidi phau bénh, khéng mac cac ung thw
khac, c6 xét nghiém HPV va déng y tham gia
nghién ctru.

- Tiéu chuan loai trr: Khong déng y tw
nguyén tham gia nghién ctru, da md cét t& cung
hoan toan, khéng xét nghiém HPV.

Thoi gian va dia diém nghién cteu

- Théi gian nghién ctru tr thang 01/2019
dén thang 07/2020

- Dia diém: Bénh vién Phu san trung wong
2. Phwong phap

Thiét ké nghién ctru : Nghién ciru mo ta
cat ngang

C& méu: C& mau nghién ctiu duogc tinh
thanh theo cdng thirc sau:

Trong do:

p(1-p)
(e-p)?

n: C& mau
Z, .. He sb tin cay & mirc xac suat 95%
hay Z ,_,,=196.

p : Ty I& nhiém HPV nguy co cao & bénh
nhan bi UTCTC theo nghién clru cua tac gia
Pham Viét Thanh (2009)" w&c tinh la khoang
70%.

€.p: 0,07 (e =0,1).

Theo cong thirc trén sé phu nir sé dwocsang
loc 164 phu niv. Voi gia thiét vai 10% phu nir
khéng tuan thd quy trinh, nhém nghién ctru
quyét dinh 14y c& mau cho kham sang loc 1a
180 bénh nhan.

Quy trinh:

Bwéc 1: Lwa chon cac bénh nhan cé két
quéa mo hoc tir CIN 3 tr& Ién dwa vao nhém
nghién clru.

Buwdc 2: HAi bénh: Thwe hién tai khoa phu
ung thw bénh vién phu san trung wong.

Buwéc 3: Kham thuc thé: Bat ma vit, khong
dung dau bbi tron vi sé rat khé khan cho viéc

soi bénh phdm Quan sat cb ttr cung va két luan
triéu ching thuc thé: CTC binh thwong, viem 16
tuyén CTC, nang Naboth, polyp CTC, CTC dé
chady mau khi cham, CTC sui, loét, chai ctrng.

- Ghi triéu chirng thwe thé vao hd so kham
ldm sang.

- LAy mau xét nghiém theo quy trinh:

+ Pwa chéi chuyén dung vé trung vao 16
CTC (vuing ranh gi&i vay tru), xoay nhe vai lan
va gilr trong vong 1 phut.

+ Bénh pham 1a dich va té bao bong ctia cb
tir cung.

+ Cho chéi da ldy mau vao éng chira dung
dich dé bao quan.

Buwéc 4: Xét nghiém DNA - HPV theo hé
théng Cobas 4800 hang Roche, thyc hién tai
khoa Giai phau bénh Bénh vién Phu san trung
wong.

- Chay xét nghiém trén hé théng Cobas
4800 giup phat hién HPV type nguy co cao:
type 16, 18 nguy co rat cao va 12 type nguy
co cao khac (31, 33, 35, 39, 45, 51, 52, 56, 58,
59, 66, 68).

- Tiéu chudn danh gia két qua dinh tinh
Cobas HPV - DNA:

* HPVDNA (+): M&u dwong tinh v&i 14 type
nguy co cao (gébmtype 16,18 nguy co rat cao
va 1/12 type nguy co cao khac)

* HPVDNA ( - ): M&u am tinh véi 14 type
nguy co cao

- Banh gia két qua va ghi vao phiéu két qua
xét nghiém HPV - DNA.

Buwéc 5: Chon nhirng phu nr cé HPV (+),
lam giai trinh tw gen. Thwc hién tai B&nh vién
Bénh Nhiét d&i trung wong.

Mét sé6 bién sé, chi tiéu nghién ctru:

- Tudi, dia chi, nghé nghiép, trinh d& hoc
vén, tinh trang hén nhan, tién st san khoa

- Triéu chirng 1am sang: ra khi hw, ra mau
am dao

- Triéu chirng thwc thé: cb t&r cung binh
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thwdng, viém, sui, loét...

- Két qua can lam sang: gidi phau bénh, soi
cb tir cung, xét nghiém HPV, giai trinh tw gen.

3. Phan tich sé liéu

Sé liéu sau khi thu thap dwoc kiém tra, lam
sach 18i, loai b nhirng phiéu khéng phu hop,
ma hoéa va nhap sé lieu bang phan mém SPSS
20.0 dwoc st dung dé phan tich s liéu.

X0 ly va phan tich theo phwong phap théng
ké y hoc v&i sy hd tro ciia phan mém Stata v
11.1 (Texas, Hoa Ky, 2010). S liéu dwoc md
ta n, d6 phan tan va tap trung cta sb liéu. Cac
bién sb dinh tinh dwoc mé ta béng ty 1& %. Cac
bién sb dinh lwong dwoc tinh trung binh va do
léch chuén. Phan tich cac yéu té lién quan béng
test t - student cho bién dinh lwong lién tuc, x2
cho bién dinh tinh thang bac. Phan tich méi lién

Il. KET QUA

TAP CHi NGHIEN CPU Y HOC

quan gitra cac yéu té véi UTCTC dwoc do bang
bang ty suat chénh (OR). Phwong phap phan
tich don bién v&i bang 2x2 dwoc st dung dé
xac dinh méi lién quan gitra cac bién sb doc lap
véi nhiém HPV. Phép kiém dinh Fisher dwoc
dung khi c6 mét tdn s mong dgi nhé hon 5.
Phwong phap phan tich da bién dwoc st dung
dé loai bé cac yéu td gay nhidu nham xac dinh
mbi lien quan dwoc hiéu chinh. Mirc do tin cay
l& 95%,cac kiém dinh c6 y nghia khi p < 0,05.
4. Pao dirc nghién ctru

Dé tai da dworc Hoi ddng Dao dirc clia truong
Pai hoc Y Ha No6i chép thuén theo chirng nhan
s6 109/HDPDPHYHN ngay 30/5/2017. Nhirng
bénh nhan nay hoan toan tw nguyén tham gia
vao nghién ctru. Cac thong tin ca nhan dwoc
bao mat.

1. Pac diém chung cta cac doi twong tham gia nghién clru

Bang 1. Pic diém chung cla cac d6i twong tham gia nghién clru

DPic diém Ung thw cé tir cung P
n =104 n %
25-34 16 15,4
N 35-44 44 42,3
Nhom tudi
45 -54 24 23,1
>55 20 19,2
Tudi trung binh 44,4 + 10,02
Dang c¢é kinh 94 90,4
Man kinh —
Man kinh 10 9,6
. Thanh thi 73 51,9
Noi song R R
Noéng thén 31 45,2
0 54 51,9
Giai doan [ 47 452
Il 3 29

Nhirng d&c diém chung nhw tudi trung binh, phan bd cac nhém tudi, tinh trang kinh nguyét & ca hai
nhém dwoc mé ta & bang 1. Tudi trung binh la 44,4. O’ nhitng bénh nhan ung thw ¢b t&r cung, nhém tudi
mac bénh nhiéu nhéat 1a nhom tudi tir 35 dén 44 tudi chiém 42,3% va it nhat 1a nhom tudi < 35 tudi chiém
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15,4%. Ngudi nhd tudi nhat 1a 26 tudi, Ién tudi nhat [a 73 tudi.

Ty 1& bénh nhan da man kinh 12 9,6%; sb con lai dang c6 kinh la 90,4%. Ty 1& bénh nhan c6 sb
lan mang thai < 2 1an 12 20,2%; s6 14n mang thai = 3 14n |a 79,8%.

Phan bb theo dia dw, bénh nhan séng & thanh thi chiém 70,2%; s con lai séng & néng thén
chiém 29,8%.

Nhém bénh nhan dwoc chan doan & giai doan (0) chiém ty 1& 16n nhat véi 51,9%; O giai doan |
la 45,2%; giai doan Il chiém ty 1& thap v&i 2,9%.

2. Ty lé cta cac type HPV nguy co’ cao & bénh nhan ung thw cé tir cung

50~ HPV

407

an so

30

T.‘.

20

107

ol i) +g) add e
o2 Anbu adAy 7 1y

a1 2Ai 00 Anbu addy 7 1y
g adA}+ 03 Anbu addy 7 |

Type HPV

Biéu 1. Ty lé cua cac type HPV nguy co’ cao & bénh nhan ung thw cé tir cung
Két qua xac dinh c6 44,2% nhiém HPV 16 va 9,6% nhiém HPV 16 v&i 1/12 type HPV nguy co cao
khac; c6 26,0% trwéng hop do nhiém 1/12 type HPV nguy co' cao; c6 16,3% nhiém HPV 18; ngoai
ra c6 sy phdi hop clia cdc nhém nguy co' cao véi nhau chiém ty 1& rat thap.
3. Dac diém lam sang va can lam sang cta ung thw cé tir cung v&i cac type HPV nguy co’ cao

Bang 2. Triéu chirng lam sang lién quan véi cac type HPV

Type HPV
. ; 112 nguy co
Triéu chirng 16 18 Chung
cao

Khong triéu chirng 34 (58,6%) 15 (71,4%) 28 (70,0%) 71,2%
Triéu chirng bat thwéong
(Ra khi hw nhiéu hoac ra 24 (41,4%) 6 (28,6% 12 (30,0%) 28,8%
mau am dao bt thuwdng)
Téng 58 (100%) 21 (100%) 40 (100%) 100%
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Bang 3. Triéu chirng can lam sang lién quan véi cac type HPV

2 HPV
Pac diém
16 18 112 nguy co’ cao Chung
2 A 54 05 35
UT biéu mé vay 87,5%
£ s (78,2) (10,2%) (87,5%)
Té bao hoc x

i UT bieu mé 15 44 05 12 5%
tuyén (21,8%) (89,8%) (12,5) =
Khéng thay bat 10 05 7 19 9%
L thuong 21,7%)  (23,8%) (17,5%) e

Soi ¢o tr cung %
Cé thay bat 36 16 33 80.8%
thudng (78,3%)  (76,2%) (82,5%) o

Chi c6 28,8% bénh nhan UTCTC c6 triéu chirng bat thwdng 1a ra khi hw nhiéu hodc ra mau am
dao bat thweng. Nhiém HPV type 16 c6 ty 1& cao nhat véi 41,4%; trong khi d6 nhém nhiém HPV type
18 va HPV type 1/12 nguy co cao chiém ty & thip hon rét nhiéu 1an lwot 1a 28,6% va 30,0%.

Theo giai phau bénh ung thw biéu mé vay chiém 87,5%. Bénh nhan nhiém HPV type 16 c6 két
qua té bao hoc phan 16n 1a ung thw biéu mé vay véi 78,2%, nhiém HPV type 1/12 nguy co cao khac
Vi 87,3%; nhidm HPV 18 phan I&'n cé két qua té bao hoc la ung thw bidu mé tuyén véi ty 1& 1a 89,8%.

Két qua soi cb tlr cung phat hién nhirng trieerng hop bat thwdng chiém 80,8%:; véi nhiém céac type
HPV & céc type 16, 18 va 1/12 nguy co khac vai ty I& 1an lwot 1a 78,3; 76,2 va 82,5%.

IV. BAN LUAN

Trong nghién ctu cla ching t6i, nhirng
bénh nhan ung thw cb t& cung c6 nhém tubi
gép nhiéu nhét 13 tir 35 dén 44 tudi, tudi trung
binh la 44,4 + 10,02, nhw vay nhém tudi = 35
la chiém ty 1& 1&n nhét; Do tudi nay ciing twong
dwong voi tac gid Boan Van Khwong, Lwu Dirc
Tam,'2'3 thap hon so v&i nhém nghién ctu
Aanchal Jain va cong sw tai An D6." V& tinh
hinh kinh nguyét cila nhém bénh nhan tham gia
nghién ctru nghién ctru, ty 16 bénh nhan da man
kinh chiém ty 1& thap v&i 9,6%, diéu nay cho
thay ung thw cb t&r cung gap phanlén & do tudi
sinh san cla phu nir (bang 1).

Ty l& bénh nhan cé sb 1&n mang thai = 3
lan ty & cao v&i 79,8% (bang 1), theo tac gia
Trwong Quang Vinh sb phu ni¥ cé trén 5 con ¢
nguy co tén thwong tién ung thw va ung thw cd
t&r cung cao hon phu ni ¢ 4 con tré xudng .

Ty 1& bénh nhan séng & thanh thi chiém
70,2%; sb con lai sbng & noéng thon, ty 1& nay

nguwoc lai voi tac gid Aanchal Jain va cong sw
tai An Do véi ty 1& bénh nhan sbng & néng thén
la 78,3%."

Két quad gidi phdu bénh cia nhém bénh
nhan nghién ctu 13 ung thw biéu mé vay chiém
87,5%; két qua nay ciing twong déng hau hét
vOi cac tac gia khac.™

Nhém bénh nhan dwoc chan doan & giai
doan (0) chiém ty I& 16n nhét véi 51,9%; O giai
doan | 14 45,2%:; giai doan Il chiém ty 1& thap v&i
2,9% (bang 1). Qua day cho thay chi mét nira
s& bénh nhan ung thw cb t&r cung dwoc chan
doan s&m, tuy nhién so sanh v&i Aanchal Jain
va cong s tai Mumbai, An D6 thi ty I& phat hién
sém chi chiém 13,0%.™

&' nhém bénh nhan nghién ctu cé 44,2%
nhiém HPV 16 va 9,6% nhiém HPV 16 va&i 1/12
type HPV nguy co cao khac; cé 26,0% treong
hop do nhiém 1/12 type HPV nguy co cao; co
16,3% nhiém HPV 18. Ty |& nay ciing cho thay
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déu twong déng voi cac tac gid khac l1a ty 1é
nhiém HPV & bénh nhan ung thu ¢ t& cung
chiém 70% 1a do HPV 16 va 18°% Tuy nhién ty 1&
nhiém do 1/12 type nguy co' cao khac chiém ty
|& kha 16n véi 26,0% (biéu 1).

Bénh nhan UTCTC c6 triéu chirng bét
thwong nghéo nan. Nhiém HPV type 16 cé
triéu chirng bat thwong 1a ra khi hw nhiéu hodc
ra mau am dao bét thwong cé ty I& cao nhéat
v&i 41,4%; trong khi d6 nhém nhiém HPV type
18 va HPV type 1/12 nguy co cao chiém ty I&
th&p hon rat nhiéu lan lwot 13 28,6% va 30,0%.
Mac du p > 0,05 nhwng phan nao goi y nhirng
trwdng hop c6 triéu chirng béat thwdng vé am
dao & bénh nhan ung thw cb t&r cung cé thé 1a
do phan I&n nhiém HPV type 16 (bang 2).

Bénh nhan nhiém HPV type 16 c6 két qua
té bao hoc phan 1&n la ung thw biéu mé vay
v&i 78,2%, twong dwong véi bénh nhan nhiém
HPV type 1/12 nguy co cao khac v&i 87,3%;
ngwoc lai thi nhiém HPV 18 phan 16n co két
qué té bao hoc la ung thw biéu mé tuyén véi ty
& la 89,8% (bang 3).

Lién quan két qua soi ¢b t& cung v&i nhiém
cac type HPV cho thdy nhitng trudng hop bat
thwdng cé ty 1é kha twong ddng & cac type 16,
18 va 1/12 nguy co khac véi ty 1& 1an luot |a
78,3; 76,2 va 82,5.

V. KET LUAN

Hién nay ung thw cb t& cung phat hién sém
con chiém ty 1& thap, triéu chirng lam sang
nghéo nan, chd yéu gap & bénh nhan nhiém
HPV 16;

Ung thw ¢cb t& cung cha yéu 1a ung thw biéu
mo vay, ngwoc lai néu do HPV 18 thi chi yéu
la ung thw biéu mé tuyén. Soi ¢ tlr cung phat
hién duwoc trén 80% trwdng hop ung thw cd tr
cung.

Can bd sung két qua giai trinh tw gen HPV
dé tim ra nhitng s khac biét cac bién thé tir d6 sé
lam rd hon vai trd cia HPV véi ung thw ¢b tr cung.

Loi cam on
Nhém nghién ctru tran trong cdm on Bénh
vién Phu San Trung wong, Khoa xét nghiém
Bénh vién bénh nhiét d&i trung wong da giup
cho dé tai duoc thuc hién.
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Summary
STUDY ON CLINICAL AND CLINICAL CHARACTERISTICS
OF CERVICAL CANCER WITH HIGH RISK HPV TYPE

Cervical cancer is the second most common cancer in women, second to stomach cancer.
Cervical cancer is 99% positive for HPV, of which over 70% encounter HPV types 16 and 18.
The study aims to identify genetic variants of HPV to clarify the role of HPV. This cross - sectional
descriptive study was 104 patients diagnosed for cervical cancer, HPV - positive (Cobas Test
4800): 51.9% were diagnosed with stage (0) cervical cancer; HPV type 16 infection accounts
are highest at 55.8%, of which 41.4% have unusual symptoms such as profuse discharge or
unusual vaginal bleeding. Squamous carcinoma accounts for 87.5%; With HPV 18 infection,
89.8% are adenocarcinoma. Colposcopy found 80.8% abnormality. In conclusion, cervical cancer
has poor symptoms and low early detection rate. For early detection, HPV test is required.

Keywords: Cervical cancer, clinical, subclinical, high - risk HPV type.
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