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XET NGHIEM HPV TRONG SANG LOC
UNG THU CO TU CUNG: CAP NHAT 2014

Tom tat

Mdc du vaccin HPV dé va dang duoc dua vao st
dung véi dé che pht tdng dan, du phdong ung thu
6 ti cung van doi héi céng tdc sang loc dugc thuc
hién thudng xuyén va réng khdp. Dua trén co s&
cdc hiéu biét vé tdc déng cta HPV lén kiém sodt chu
trinh té bao, cdc test phdt hién ADN HPV, protein té
bao hodc protein HPV da duoc phdt trién, ddc biét
cdc test phdt hién ADN HPV nguy co cao da dugc
nghién ctu va ing dung réng réi trén thé gidi.

Hybrid Capture Il (HCIl, Qiagen, Hoa Ky) st dung
phadn (ng lai ADN di kém véi khuéch dai tin hiéu
la test duoc Co quan quan ly thubc va thuc phdm
Hoa Ky (FDA) va Céng déng chéau Au cdp phép luu
hanh va st dung réng réi trén thé giéi dé phdt hién
va phdn biét nhiém bdt ky typ nao trong s6 13 typ
HPV nguy co cao (16, 18, 31, 33, 35, 39, 45, 51, 52,
56, 58, 59 va 68) vai 5 typ HPV nguy co thdp (6, 11,
42,43, 44).

Test cobas HPV (Roche, Thuy Si) la test dinh tinh
c6 thé phdt hién va xdc dinh hai type HPV 16 va 18,
déng thoi xdc dinh c6 nhiém it nhdt mét trong 12
type HPV nguy co cao con lai (31, 33, 35, 39, 45, 51,
52, 56,58, 59, 66 va 68).

Nhiéu th&rnghiém véi c6 mau I6n gan day da chi
ra réing xét nghiém ADN HPV ¢6 gid tri chdn dodn
khéng thdp hon té bao ¢6 tir cung trong phdt hién
cdc tén thuong CIN2+. Béng thdi véi t€ bao hoc,
xét nghiém HPV da trd thanh xét nghiém sang loc
so cdp danh cho phu ni d@é tuéi 30 tré lén va dang
trén dudng tré thanh mot xét nghiém sang loc déc
ldp cho cdc phu nir tir 25 tudi tré lén.

Su xudt hién cua cdc loai test HPV don gian hon
va c6 chi phi chdp nhdn duoc nhu careHPV (Qiagen,
Hoa Ky) trong tuong lai gan, phéi hop vdi phuong
phdp soi ¢6 ti cung hodic quan sdt ¢6 tir cung vdi
acid acetic sé cho phép trién khai cdc chién lugc
tiép cdn maoi véi dé che pht cao hon va dat duoc
muc dich phdt hién — chdn dodn - diéu tri mét cdch
hau hiéu hon.

Tur khéa: xét nghiém HPV, ung thu ¢6 tu cung,
du phong.
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Abstract

HPV TESTING IN CERVICAL CANCER SCREENING:
2014 UPDATES

Despite the introduction of HPV vaccines and its
clinical application expanded during the last decade
with increasing vaccine coverage, screeningfor cervical
cancer still requires continuing and widespread screening
activity. Based on the knowledge about the impact of HPV
on cell cycle control mechanisms, tests for detection of
HPV DNA, host cellular proteins or HPV proteins have been
developed and introduced to clinical application. Among
them, tests able to detect DNA of high-risk HPVs have
been widely used worldwide and start to be evidenced as
avaluable screening test in cervical cancer prevention.

Hybrid Capture Il (HCIl, Qiagen, USA) using DNA
hybridization and signals amplification technique is
the FDA and EC approved test, which can detect and
differentiated any type from 13 high-risk HPV types (16,
18,31, 33,35, 39,45, 51, 52, 56, 58, 59 and 68) and 5 low-
risk HPV types (6, 11, 42, 43, 44).

The cobas HPV test (Roche, Switzerland) is a
qualitative in vitro test that amplifies target DNA by
polymerase chain reaction and nucleic acid hybridization
to specifically detect and identify HPV types 16 and 18
while concurrently detecting the 12 high-risk types (31,
33,35,39,45,51,52, 56,58, 59, 66, and 68).

Recent large clinical trials showed the diagnostic
validity of HPV DNA testing is equal or even higher than
those of cervical cytology in detection of CIN2+ lesions.
Together with cervical cytology, HPV DNA testing is
concurrently recommended as primary screening
method forwomen aged 30years or older, and potentially
become an independent primary screening method for
women aged 25 years or older.

The introduction of a newly developed HPV test using
simpler technology and affordable cost - careHPV - and its
commercialization in the very near future, in combination
with visual inspection with acetic acid and/or colposcopy
will allow the implementation of new approaches
with higher coverage and a more effective strategy of
screening - diagnosis —- management.
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1. Mé dau

Diéu kién tién quyét dé hinh thanh tén thuong tién
ung thu va ung thu cé tif cung da dugc khang dinh Ia
nhiém HPV nguy co cao. Nhiém HPV man tinh la giai
doan trung gian trén con dudng phat trién ung thu
xam lan ¢6 ti cung. Pay la tinh huéng duy nhéit trong
[inh vyc ung thu hoc, chua c6 mét ung thu nao & ngudi
c6 dugc mét moi quan hé chat ché vai virus nhu vay.

So sanh véi cac yéu t6 nguy co khac da biét trong
cac ung thu & ngudi nhu hat thudc 14 (ung thu phdéi),
nhiém virus viém gan B (HBV) (ung thu gan), nguy
cg do HPV gay ra cao hon nhiéu. Nguy co tuong déi
clia ung thu phdi do hat thudc 1a vao khoang 10 lan,
nhiém HBV va ung thu gan khoang 50 lan nhung Ién
dén khoang 300-500 lan gitra nhiém HPV va ung thu
¢6 tl cung. MGi lién hé chat ché gitia nhiém HPV va
ung thu ¢6 ti cung da dan dén hai dang du phong: (1)
sang loc nhiém HPV nhu [a mét dau chi diém clia tén
thuong tién ung thu ¢ ti cung (CIN), (2) tiém vaccin
HPV dé phong ngtia nhiém HPV dan dén su hinh thanh
cac tén thuong nay [1].

Bang 1. Céctyp HPV sinh dyc v nguy co sinh ung thu

6,11,40,4244, 5355, 66
16,18, 31, 33,45, 26, 35, 5152, 56, 58, 61, 67-70

HPV nguy co thdp
HPV nguy o cao

2. Dac diém sinh hoc phan 1 va mién
dich hoc coa HPV

2.1.Dac diém sinh hoc phan ti

Papillomavirus la cac virus ADN, hinh cau, khéng c6
v, dudng kinh 52-55 nm. Tiéu thé virus gdm mot phan
t&r ADN chuéi kép c6 khoang 8000 cap base (base-pairs -
bp) gan két véi histon va nam trong moét capsid protein.
Capsid dugc tao thanh ti hai protein cau tric -L1 (55
kDa; chiém 80% téng protein cla virus) va L2 (70 kDa),
ca hai dugc ma héa bai cac gen cuia virus. C6 thé san
Xuat cac ti€u thé gidng virus (virus-like particles-VLPs)
bédng céach tao ra L1 don thuan hodc phoi hop véi L2.

BO gen cla tat ca cac typ HPV déu chia 8 khung
doc md (ORF). ORF c6 thé dugc chia thanh 3 vuing chiic
nang: vung gidi ma sém (E) ma hoa cac protein E1-E7
can cho su nhan Ién cda virus; viing gidi ma mudn (L)
ma hda cac protein cau tric (L1-L2) can thiét cho su t6
hagp hat virion va mét phan khéng ma hoéa, dugc goi la
vung kiém soat dai (LCR), chira cac yéu t6 can thiét cho
su nhan 1én va chuyén ma ctia ADN virus.

Protein E1 va E2 clia HPV ¢ chiic ndng yéu t6 nhan
dang nguén goc clia sunhan lén; E2 cling la yéu t6 diéu
hoa chinh clia hoat dong chuyén ma gen. E4 tham gia
vao giai doan muodn hon trong chu trinh cudc dgi cla

Hinh 1: Bén do gen coa HPV-16

virus, E5 c6 vai tro trong cd hai giai doan sém va mudn.
Cac protein E6 va E7 tdc dong dén mét loat cac yéu
t6 diéu hoa am tinh cta chu trinh té bao, dac biét 1én
p105Rb va p53. Trong chu ky cudc ddi cla virus, E6 va
E7 ddm bao cho viéc duy tri su 6n dinh clia cau trdcva
kich thich cac t€ bao dang biét héa vao lai pha S. Cac
protein L1 va L2 t6 hgp dé tao thanh capsid bao quanh
b gen trong giai doan hinh thanh hat virus.

Trong cac trudng hgp nhiém trung ton tai dai
déng do HPV nguy ca cao, ADN HPV ¢ thé tich hop
vao bo gen vat chd, dan dén su cat bo cac gen khong
can thiét, c6 tac dung diéu hoa cua virus nhu gen E2,
E4, E5, L1 va L2. Do E2 méa hda protein tc ché chuyén
ma clia E6 va E7, E2 mat di lam cho E6 va E7 tr& thanh
cac protein dugc giai ma chinh trong té bao bi nhiém.
Cac protein E6 va E7 lam bat hoat cac gen Uic ché khéi
u p53 va retinoblastoma (Rb), pha v& diéu hoa chu
trinh t€ bao. T d6 cac té bao bi nhiém HPV nguy co
cao hinh thanh sy mat én dinh bd gen, c6 thé dan
dén su tién trién thanh ung thu.

2.2. Dac diém mién dich hoc

HPV té ra rat hiu hiéu trong viéc thoat khoi hé
théng mién dich clia vat chu, do né khéng luu hanh
trong mau, khéng gay chét té bao hay nhiém hé
théng. Virus nhiém vao cac t€ bao day clia biéu mo,
sé trudng thanh thanh té€ bao biéu mé va sau dé dién
ra hién tugng chét té€ bao dugc lap chuang trinh. Cac
virus mdi dugc giadi phong ngay thai diém chét tu
nhién cla té€ bao, do dé hé théng mién dich khéng
ghi nhan su kién via dién ra nhu moét dau hiéu nguy
hiém. Két qua la dap ing mién dich tai chd sé khéng
dugc khai dong. Mac du vay da s6 trudng hgp nhiém
HPV sé dugc thai trir mot cach tu nhién. Co ché cua
hién tugng nay chua dugc hiéu tudng tan, nhung
ngudi ta cho rang mién dich qua trung gian té bao
b&m sinh déng mot vai trd ban dau, sau d6 la dap
Ung khang thé. Mét thai gian sau nhiém tu nhién ban
dau ngudi ta phat hién khang thé trung hoa véi néng
dé thap trong huyét thanh va dich tiét ¢ t&r cung-am
dao. Tuy vay néng dé khang thé sau nhiém tu nhién
khéng du dé bao vé & cac lan nhiém sau [2].
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3. Cac ky thuat xét nghiém HPV

3.1. Xét nghiém ADN HPV

Do khéng thé nudi cdy virus HPV theo kiéu kinh
dién va cac test huyét thanh cé do nhay rat thap, chan
doédn nhiém HPV doi hoi phai phat hién bo gen cla
né trong mau bénh pham té bao tir ¢6 ti cung. Bénh
phdm c6 thé do can bod y t€ hodc do chinh khach
hang/bénh nhan tu lay.

Céc ky thuat phan ti phéat hién ADN HPV c6 thé
dugc chia thanh hai nhém: c6 khuéch dai va khong
khuéch dai. Test dung trong nghién ctu lam sang
thuong la test khuéch dai, con dugc chia thanh 2
nhom nhé la khuéch dai tin hiéu va khuéch dai chinh
b6 gen cla HPV. Cac test dai biéu cho nhom test
khuéch dai la Hybrid Capture Il (HCll, Qiagen, USA),
cobas HPV test (Roche, Thuy Si) [3].

3.1.1. Hybrid Capture Il

HCIl dugc Co quan quan ly thudc va thuc phdm
Hoa Ky (FDA) va Céng déng chau Au cho phép thuc
hién, la phan tng lai di kém véi khuéch dai tin hiéu, st
dung 2 hén hgp méi ARN dé phéat hién va phan biét
nhiém bat ky typ nao trong s6 13 typ nguy ca cao (16,
18, 31, 33, 35, 39, 45, 51, 52, 56, 58, 59 va 68) vai5 typ
nguy co thap (6, 11, 42, 43, 44),tuy nhién viéc dinh
danh chinh xac thudng khéng lam dugc. S6 ban ADN
virus t8i thiéu trong mau dé c6 test (+) 1a 5.000, day la
ngudng t6t hon nhiéu so véi phan tng PCR.

-
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Hinh 2: Cic budc co ban cda ky thdt Hybrid Capture 2

Budc 1. Lai moi ARN
véi ADN dich. ADN dich
ket hop véi cdc méi ARN,
tao thanh phic hgp lai
ARN:ADN.

Budc 3. Khuéch dai tin
higu. Cdc phic hop dugc
bt giir sé dugc phdt hign
bing cdc khdng thé gin
phosphatase kiém qua phén
tng héa phdt quang va ket
qua dugc doc fy dong.

Budc 2. Bat giv phic
hop lai. Cac phic hgp lai
ARN:ADN dugc “bat gii”
béi cdc khang thé dic
higu cho phc hgp.

3.1.2. cobas HPV Test

Test cobas HPV (Roche, Thuy Si) la mét test dinh
tinh, dugc FDA cap phép st dung ti thang 4/2011 dé
két hop vai té bao ¢b tir cung & phu ni tir 30 tudi trd
Ién nham sang loc nhiém cac type HPV nguy co cao,
hodc st dung dé theo déi cac trudng hop cé két qua
té€ bao bat thudng tir 21 tudi tré 1én. Nguyén ly cta
test la khuéch dai ADN dich bang phan tng PCR va lai
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acid nucleic dé phat hién va xac dinh hai type HPV 16
va 18, dong thai xac dinh c6 nhiém it nhat moét trong
12 type HPV nguy co cao con lai (31, 33, 35, 39, 45,
51,52, 56, 58, 59, 66, and 68) trong mét lan chay duy
nhat trén mét bénh pham. Test nay dugc thuc hién
trén may cobas 4800, cho phép tu déng hda hoan
toan cac budc chuan bi acid nucleic, real-time PCR va
phéat hién sadn pham.

3.2. Xét nghiém protein

3.2.1. Diéu hoa chu trinh té€ bao

Apoptosis ¢ p53 degradation

Hinh 3: Cdc bign d6i chu trinh 1€ bato do céc gen sinh ung thu HPV E6 va E7 tqi t6n
thuang fién ung thy

Su xuat hién protein E7 cla HPV lam cat ngang
hién tuong diéu hoa G1 - pha S théng qua tuong tac
vGi su két hgp gen E2F-Rb. P16"%2 dugc gidi phong véi
khoi lugng 16n do ma tuc ché Rb/E2F. Tuong tac gilia
E6 vai p53 lam cho p53 bi thodi bién, thu tiéu hién
tugng chét té bao dugc lap chuong trinh (apoptosis).
Chét chi diém Ki-67 cling gia tang, hé qua cua riloan
chtic néng té bao do E6 va E7 gay ra.

3.2.2. Xét nghiém protein HPV - Test E6 dang “que
thu'thai”

Test E6 dang “que thur thai” dya trén co s& protein
E6 cla tat cd HPV nguy co cao gan vdi cac viing PDZ-
c6 vai tro trong tuong tac protein-protein chiu trach
nhiém duy tri cac chic nang 6n dinh té bao, con E6
cla HPV nguy co thap lai khong gan vai PDZ. Tiém
nang sinh ung thu clia E6 phu thudc vao kha ndang

‘‘‘‘‘‘ 2

Hinh 4: Test protein HPV dang “que the thai”
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gan vao cac vung PDZ. Test dang que thi thai s
dung céc khang thé don dong khang E6 cla tat ca cac
typ HPV nguy ca cao. Thiét ké theo kiéu “que thir thai”
cho phép trién khai dé dang va giam chi phi, gitp gia
tang gia tri dy bdo duong tinh trong sang loc.

(Arbor Vita's OncoE6™ Cervical Test)

3.2.3. Xét nghiém protein té bao vt chi - p16™*4

Protein p16'% [a mot chat diéu hoa chu trinh té
bao, c6 quy trinh biéu hién dugc kiém soat chat ché &
cac té bao binh thudng. Protein Uc ché khoi u nay Uc
ché& céc men kinase 4 va 6, c6 vai trdo phosphoryl héa
protein retinoblastoma (Rb). Théng thudng, Rb gan
vGi E2F sé ngan can su hoat hoa chu trinh t€ bao va di
vao pha S. Trong té€ bao bi nhiém HPV, gen E7 bé gay
lién két cla protein Rb vé6i yéu td chuyén ma E2F, dan
dén su gia tang dang ké ndng dé p16™N«#,

Cho dén nay p16™“ dugc xem la mot chi diém
nhay va dac hiéu cta cac té bao loan san ¢6 ti cungva
[d mét chat chi diém sinh hoc hitu ich trong chan
doan va sang loc tén thuong ung thu cé td cung.
Da c6 nhiéu khang thé khang p16 dugc nghién cuu,
tuy nhién khang thé dong E6H4 (Kit CINtec, mtm
laboratories AG, Heidelberg, Germany) la dugc dung
rong rai nhat. Viéc phat hién p16™ [a ddu chiing cho
tinh trang nhiém trung ton tai HPV nguy ca cao, gilp
phan loai cac trudng hap cé tén thuang té bao khéng
ré rang, tao diéu kién xac dinh cac té bao bat thudng
trén bénh pham té bao, déng thdi hd tro dién giai
bénh pham mé hoc [4].

aN1 N2

Hinh 5: Nhuom hoa mo mién dich p16"“

3.3.Kiém dinh chit lugng phong xét nghiém HPV

Cac don vi xét nghiém thuc hién test HPV véi muc
dich phuc vu 1am sang va sang loc can tuan thd cac
quy dinh vé dam bao chat lugng, bao gém noi kiém,
ngoai kiém va cong tac cai thién chat luong. Cac bién
phép d6 bao gém:

- C6 cac phong riéng biét danh cho viéc chuén bi
hoéa chat, chudn bi mau nghiém bao gém tach ADN,
khuéch dai ADN va phat hién.

- Can c6 quy trinh chudn (standard operation
procedures - SOP) va tuan tha quy trinh thuc hanh tét
phong thi nghiém (good laboratory practice - GLP).

- C6 quy trinh giam sat cac khau trong qua trinh
xét nghiém, noi kiém va ngoai kiém.

4. Bang chung khoa hoc vé gid tri coa
xét nghiém ADN HPV

4.1. Mét s nghién ctu I6n tng dung test HPV
tronng sang loc so cap

Trong khdo sét cda Khan va cong su dugc céng
bé nam 2005 trén 20.000 phu ni tai bénh vién Kaiser
Permanente (Portland, OR, Hoa Ky), dugc theo doi
bang t€ bao hoc trong vong 15 ndm, bénh pham té
bao hoc dugc luu trir ti & 1an kham dau tién dugc khao
sat dinh danh HPV nguy co cao. Nguy co udc tinh sau
khi da diéu chinh cac yéu t6 mat dau theo déi cho thay
test HPV(-) du bdo mét nguy co hinh thanh CIN3+ vé
sau rat thap, ngugc lai test (+) déi véi HPV 16, HPV 18
hoac HPV 31 c6 méi quan hé chat ché véi CIN3+ [5].

Mayrand va cdng su [6] da so sanh 2 phuang phap
xét nghiém té bao hoc va HPV trén 10.154 phu nit
trong dé tudi 30-69 tir Montreal va St. John’s, Canada
dugc phan ngau nhién vao 1 trong 2 phuang phap.
Do nhay cua test HPV cho CIN 2 hodc 3 la 94,6%
(95%Cl, 84,2 - 100), trong ltic d6 nhay cua té bao chila
55,4% (95% Cl, 33,6 — 77,2). D6 dac hiéu cua test HPV
la 94,1% (95% Cl, 93,4 — 94,8) va té€ bao hoc la 96,8%
(95% Cl, 96,3 — 97,3; P<0.001). Két hgp hai test cho d6
nhay 100% va dé dac hiéu 92,5%.

Nam 2008, Dillner va cong su [7] da cong bd
nghién ctu trén 24.295 phu nir dugc sang loc bang
test HPV, cho thdy nhom HPV(-) c6 tan suat tich lay
CIN3+ rat thdp sau thoi gian 6 ndm, ggi y rang c6 thé
xem xét dé sang loc bang test HPV mbi 6 nam vdéi do
an toan va tinh hiu hiéu chap nhan dugc.

Nam 2009, Sanka va cong su da cong bé két qua
tr mot thir nghiém ngau nhién, bat dau tir nam 1999
dé theo déi tac dong clia mét lan sang loc bang té bao
hoc, quan sat ¢ ti cung vdi acid acetic va xét nghiém
HPV |én tan suat va ty 1& t{rvong do ung thu cé ti cung
tai mot Quan & An d6 [8]. Téng cong da c6 131.746 phu
n(t khde manh trong d6 tudi 30 - 59, dugc phan ngau
nhién thanh 4 nhém, dugc sang loc véi xét nghiém
HPV (34.126 phu n{) bang ky thuat Hybrid Capture
Il (Qiagen), t& bao hoc (32.058), VIA (34.074) hodc chi
kham phu khoa théng thuong (31.488, nhém ching).
Phu nit ¢ két qua sang loc bat thudng dugc chi dinh
soi ¢6 tlr cung va sinh thiét, tén thuong tién ung thu
va ung thu dugc chi dinh diéu tri theo chudn. Nhém
xét nghiém HPV phat hién dugc 127 trudng hgp ung
thu (39 truong hop tugiai doan Il trg 1én), so véi 118
truong hgp & nhom chiing (82 trudng hop tir giai doan
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Il tr& 1én); ty sudt nguy cd phat hién ung thu muén &
nhém HPV la 0.47 (95% Cl, 0.32 - 0.69). C6 34 trudng
hagp t& vong do ung thu ¢6 tr cung trong nhém HPV,
50 VGi 64 trudng hgp trong nhém chiing (ty suat nguy
ca 0.52; 95% Cl, 0.33 - 0.83). Céc tac gia két luan rang
tham chi trong diéu kién nguén luc han ché, chi mét
vong sang loc bang xét nghiém HPV cling c6 thé gidp
lam gidm s6 trudng hgp ung thu ¢6 ti cung giai doan
mudn cing nhu sé trudng hop tir vong.

Gan day, Ronco va cong su (2010) [9] da bao cao vé
thi nghiém ngau nhién trén 47.001 phu ni sang loc
bang té bao va 47.369 phu ni bang test HPV. Két luan
rut ra tU th& nghiém I6n nay 1a sang loc bang HPV hitu
hiéu hon t€ bao hoc trong du phong ung thu xam lan,
bang cach phat hién cac tén thuong dé cao mét cach
s&m hon va cung cap mot khoang thai gian c6 nguy co
thap dai hon. Tuy nhién & phu ni tré xét nghiém HPV
sé dan dén chan doan qua muc cac trudng hop CIN2
ma cé thé thoai trién vé sau.

Trong linh vuyc xét nghiém protein HPV, bdo cdo
clia Zhao [10] va céng sy tai Hoi nghi International
Papillomavirus Conference and Clinical Workshop
9/2011 cho thay HPV E6 la mot chat chi diém hda hen
cho viéc phan biét cac trudng hop cé tén thuong lanh
tinh vai ac tinh. Nghién ctu dugc tién hanh trén 3.241
phu nirchua tiing dugc sang loc, d6 tudi 25 - 65, sttdung
mot test dang “que thi thai” dé phat hién oncoprotein
E6 clia HPV16, 18 va 45 véi tu cach la test sang loc so cap
cling nhu la test phan biét trong sang loc ung thu c6
tl cung. Két qua cho thay, dé nhay va dé dac hiéu cda
test HPV E6 1a 44,4% (24/54) va 99.2% (3103/3127) dé
phat hién CIN2+ va 69,6% (16/23) va 99% (3126/3158)
dé phat hién CIN3+, trong do tat ca 100% trudng hap
ung thu déu dugc phat hién. Cling trong nghién ctu
nay, do0 nhay va d6 dac hiéu cta test careHPV la 96,3%
va 87,8% d6i vai CIN2+, 100% va 87% dai véi CIN3+. Khi
strdung test HPV E6 dé phan biét cac trudng hop cé test
careHPV (+), d6 nhay va d6 dac hiéu dat dugc la 42,6%
va 99,4% cho CIN2+ va 69,6% va 99.2% cho CIN3+, ty
1é chuyén soi ¢ ti cung gidm tir 13,6% xuéng chi con
1,3%. Céc tac gia két luan rang test HPV E6 c6 thé phat
hiéntén thuong CIN3+ véi d6 dac hiéu rat cao, cd thé
htu ich cho cach ti€p can sang loc-va-diéu tri hodc sang
loc-ch&n doan-va diéu tri trong diéu kién nguén luc han
ché ma khong lam gia tang ty 1é diéu tri “qua mdc” hodc
ty lé chuyén soi ¢6 ti cung.

Cing trong HO6i nghi nay, gid tri cla test
careHPV16/18/45 — test dac hiéu cho 3 typ HPV 16, 18
va 45 trong phat hién tén thuong CIN da dugc Qiao va
cdng su bao cao [11]. SU dung test careHPV16/18/45
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dé phan loai cac trudng hop c6 test careHPV (+),
cac tac gia cho thdy dé nhay va dé dac hiéu cla
careHPV16/18/45 la 63,0% va 97,9% cho CIN2+, 87,0%
va 97,4% cho CIN3+; ty I& chuyén soi ¢ tif cung giam tur
13,6% xudng con 3,2%. Nhu vay, st dung test careHPV
dac hiéu cho bd gen clia HPV 16/18/45 c6 thé gilp cai
thién d6 dac hiéu cla sang loc so cap bang careHPV,
VGi su sut giam nhe vé do nhay. Cach tiép can nay co6
thé hiiu ich d8i véi cac qudc gia c6 ngudn luc han ché,
uu tién phat hién va chuyén tuyén dé xdr tri cac trudng
hop nguy co cao.

Dén dau nam 2014, careHPV da dugc cap phép luu
hanh tai hai quéc gia dong dan nhat va cé tan suat
ung thu ¢ tif cung rat cao la Trung Quéc va An Do. Véi
doi hoi vé mat ky thuat khong qua cao va dac biét vai
chi phi chdp nhan dugc (khoang 5USD/test), phéi hgp
careHPV véi cac phuong phap quan sat véi acid acetic
hodc soi ¢8 ti cung sé cho phép phat hién cac trudng
hop 6 t6n thuong 1am sang do HPV nguy cG cao gay
ra — can dugc x{ tri — hodc cho phép tri hoan viéc tai
sang loc cho nhém am tinh con lai sau vai nam.

4.2, Nghién ctiru ATHENA (Addressing THE Need
for Advanced HPV Diagnostics)

Nghién cttu ATHENA dugc thyc hién tai 61 trung tam
& Hoa Ky va bao gém hon 47.000 phu n{ dugc khao sét
déng thai bang té bao hoc va test cobas HPV trong thdi
gian 2008-2009, sau d6 dugc danh gia bang cung mét
phac dé strdung soi c6 tif cung dén hét nam 2012 nham
xac dinh cac gié tri chan doéan ctia té bao hoc va HPV test
dua trén két qua sinh thiét sau soi ¢ tir cung [12].

D& nhay ca HPV trong chan doan CIN3+ 1a 58,26%
(95% Cl,44,02% - 74,37%) so v6i 42,63% (95% Cl, 31,75%
- 55,41%) clia té€ bao hoc.

Nguy co t6n thuang > CIN3 (gia tri du bdo duang
tinh) & phu n{t dugc chuyén soi ¢6 tf cung & nhom test
HPV la 12,25% (95% Cl, 10,69% - 13,91%) so véi 6,47%
(95% Cl, 5,54% - 7,50%) & nhom té bao hoc.

Nguy co tén thuong = CIN3 & nhom lam test HPV
khéng dugc chuyén soi ¢6 ti cung la 0,42% (95%
Cl, 0.20% - 0.74%), nguy cG nay & nhém lam té bao
khéng dugc chuyén soi ¢8 ti cung 1a 0,59% (95% Cl,
0,36% - 0,92%).

Ty lé duong tinh gi véi tén thuong = CIN3 déi vdi xét
nghiém HPV la 4,09% (95% Cl, 3,89% - 4,28%), va doi vGi
xét nghiém té bao hoc la 6,04% (95% Cl, 5,81% - 6,27%).

Dii liéu tr 3 nam theo déi va lan kiém tra soi ¢6 tu
cung cudi cling trudc khi két thic nghién cdu cling chi
ra do an toan clia két qua test am tinh. & phu nir 6 test
cobas HPV am tinh luc bat dau nghién ctu, ty 1é mac
mai tich |0y tén thuong = CIN3 trong 3 ndm la 0,34% so
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VGi 0,78% G ngudi co té bao hoc am tinh, cho thay nguy
cd chdn doan méc tén thuang = CIN3 sau test HPV am
tinh it han mét nla so véi té bao hoc am tinh [13].

5. Cac hudng dan ve st dung xeét nghiém
HPV trong sang loc ung thu ¢6 1 cung

Du phong thit cap bao gém sang loc cac tén thuong
tién ung thu c8 ti cung va diéu tri chiing. Cac phuong
phap hién dugc dung trong phat hién cac tén thuong
tién ung thu 6 ti cung bao gém xét nghiém té bao c6
tl cung, quan st c8 tl cung véi dung dich acid acetic
hodc dung dich Lugol va xét nghiém HPV.

Sau khi dugc phat hién, tén thuong tién ung thu c6
thé dugc diéu tri bang cac phuong phap cit bd (khoét
chép bang dao, dao dién, laser, LEEP) hodc pha hay (ap
lanh, hoa hai bang laser).

Bang 2. Cic phuang phap siing loc ung thu ¢ 1t cung [14]

Diic diém Té bato hoc d dién | Test ADNHPV | VIA
Do nhay 4762% 66-100% | 67-79%
Do diic higu(phdt hign (IN2+) 6095% 6296% | 49-86%
So lin khdm cin thiét dé stng loc va diéu i >2 22 |1hoic2

5.1.Khuyén cdo ctia USPSTF va ACS/ASCCP/
ASCP (2012)

Théang 3/2012, cac t6 chiic va ¢ quan lién quan &
Hoa Ky, bao gém U.S. Preventive Services Task Force
(USPSTF), American Cancer Society (ACS), American
Society for Colposcopy and Cervical Pathology (ASCCP);
ASCP, American Society for Clinical Pathology (ASCP)
théng nhat dua ra khuyén céo 2012 vé sang loc ung thu
6 ti cung, trong d6 lan dau tién USPSTF khuyén céo
viéc thuc hién déng thai 2 test t& bao hoc va HPV cho
d6i tugng tur 30 tudi trd lén [15][16]. Trudc thoi diém do,
test HPV thuding chi dugc dung dé khao sat b sung cac
trudng hop cé két qua té bao hoc ASC-US, AGC hodc
LSIL, nham chi ra cac trudng hgp nhiém HPV nguy co
cao dé c6 thai do x{ tri phu hop.

Xac dinh phuong phap xU tri cac truong hop
HPV(+) va té€ bao hoc (-) — két qua khéng phu hop
thudng gap nhét - la mét thach thic 1én d6i véi viec
dua xét nghiém HPV vao sang loc sa cap. Nguy co
tén thuong CIN3+ & nhém phu nit ndy cao hon so véi
nhém HPV (-) va té bao hoc (-).

5.2.Khuyén cdo ctia B6 Y té Viét Nam (2011)

Nam 2011 B Y té da ban hanh “Huéng dan sang
loc, diéu tri tén thuang tién ung thu dé du phong thi
cap ung thu ¢8 ti cung”(Quyét dinh 1476/QD-BYT
ngay 16/5/2011, Bo Y té) [17]. Pay la tai liéu bd sung
cho Hudng dan quéc gia vé cac dich vu cham séc stic
khée sinh san 2009, trong dé cé phan danh cho xét

nghiém HPV. Mét s6 test chdn dodn c6 thé phat hién
cac typ HPV nguy ca cao sinh ung thu, ching c6 thé
dugc st dung trong lam sang nhu la test sang loc so
cap riéng biét hodc phdi hop vai té bao ¢é tir cung.

5.2.1. Ky thudt

- PCR hodc Hybrid Capture Il (HC 1) hoac bang
bénh phdm Idy tir &m dao - ¢6 ti cung nham phat
hién mét nhém cac typ HPV nguy co cao sinh ung
thu, con goi la ky thuat dac hiéu theo nhém.

- PCR dugc dung dé dinh typ HPV bang bénh
pham |y tir am dao - ¢6 t&r cung hodc manh sinh thiét
c6 tlr cung.

5.2.2. Xét nghiém ADN HPV dé sang loc so cdp:

Xét nghiém ADN HPV c6 d6 nhay cao va gia tri
du bdo am tinh cao. Néu test ADN HPV(-), gan nhu
khong cé nguy ca hinh thanh CIN Il trong vong 6
- 10 nam sau do. Diéu nay cho phép gian thai gian
sang loc va gidm sé lan sang loc trong cudc doi
ngudi phu na.

5.2.3. Xét nghiém ADN HPV dé sang loc bé sung

- Phan biét cac trudng hop cé bat thuong té
bao: Xét nghiém HPV khdéng c6 vai tro trong phan
biét cac trudng hop c6 bat thudng té bao ré (cod
tén thuang CIN I-111), do mét s6 1én cac déi tugng
nay sé c6 két qua HPV duong tinh. Tuy nhién néu
st dung test ADN HPV & phu nir cé cac thay déi té
bao khéng xac dinh ré (ASC-US) sé c6 lgi ich 16n;
da s6 ho sé am tinh d6i v6i HPV, khéng can soi ¢6
tl cung va/hodc sinh thiét; chi mét nhom nhé phu
ni ¢4 ASC-US bi nhiém HPV va can dugc tham do
ti€p theo.

- Sang loc phéi hop bang té bao ¢6 ti cung va xét
nghiém HPV: Phéi hop xét nghiém HPV va té bao 6
tlr cung cé thé giup tang nhe d6 nhay trong viéc phat
hién CIN II-11l so v&i xét nghiém HPV don thuan.

5.3. Khuyén cado méi ctia FDA Hoa Ky (24/4/2014)

Dua trén két qua cua tht nghiém da trung tam
ATHENA tién hanh trén hon 47.000 phu nit & Hoa
Ky, FDA Hoa ky da phé chudn test cobas HPV sé
dugc dung nhu la test sang loc dau tay déi v&i ung
thu ¢8 ti cung, nham xac dinh nhiém HPV nguy cg
cao, bao gébm ca viéc dinh danh HPV 16 va 18 [18].
Phu n{ co6 két qua HPV 16 va/hodc 18(+) bang test
cobas HPV sé dugc gti di soi ¢6 tli cung. Cac déi
tugng cé HPV 16 va 18 (-) nhung (+) v&i 12 type
HPV nguy co cao con lai can dugc khao sat bang té
bao hoc dé xac dinh su can thiét phai lam soi c6 ti
cung hay khong. Cac déi tugng co test am tinh sé
dugc sang loc bang phuong phép va tan suat tuan
tha theo cac huéng dan hién hanh.
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6. Két luan

Mac du vaccin HPV da va dang dugc dua vao
st dung véGi d6 che phu tang dan, du phong ung
thu ¢6 tl cung van doi hdi cong tac sang loc dugc
thuc hién thudng xuyén va rong khap. Dua trén
co s& cac hiéu biét vé tac dong clia HPV I1én kiém
soat chu trinh té€ bao, cac test phat hién ADN HPV,
protein té bao hodc protein HPV da dugc phat
trién, dac biét cac test phat hién ADN HPV nguy
co cao da dugc nghién ctu &ng dung réng rai trén
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