TAP CHi Y DUQ'C HOC CAN THO' - SO 51/2022

GIA TRI TAM SOAT UNG THU CO TU CUNG BANG
PHOI HQP PHUONG PHAP CYPREP PAP TEST VA XET NGHIEM
HPV REALTIME PCR O PHU NU KHAM PHU KHOA TAI
BENH VIEN QUOC TE PHUONG CHAU NAM 2021-2022
Lé Trung Tin*", Nguyén Hong Phong?
1. Bénh vién Quéc té Phuwong Chdu
2. Truong Dai hoc Y Duoc Can Tho
*Email: letrungtin95@gmail.com
TOM TAT

Dt vin dé: Ung thir co tir cung la mét trong nhitng bénh Iy dc tinh phé bién trong cdc loai
ung thuw doi véi phy nit. Muc tiéu nghién civu: Xdc dinh ty 1é dwong tinh va tinh gid tri cia timg
phuong phdp Cyprep Pap test, HPV realtime PCR va 1 phéi hop ca hai phwong phdp nay (Co-testing)
trong tam sodt ung thuw cé tir cung & Pphuy nit. Déi twong va phwong phdp nghién ciru: Nghién ciiu
cat ngang trén 911 phy nit tir 18-65 tudi dén kham phu khoa tai Bénh vién Quéc té Phwong Chdu tir
thang 4/2021 dén thang 2/2022. Két qud: Ty 1é dirong tinh Cyprep Pap test la 1,32%,; ty 1é nhiém
HPYV phat hién bang kj thudt Realtime PCR la 14,27%; ty I¢ két qua bat thirong bang phirong phdp
Co-testing la 14,49%. Phuong phdp Cyprep Pap test c6 do nhay la 87,50%, do dac hiéu la 95,18%;
gia tri tién doan duong la 63,63%;, gia tri tién dodan dm la 98,75%. Xét nghiém HPV Realtime PCR
co do nhay la 87,50%, do dac hiéu la 56,62%;, gia tri tién doan dwong la 16,27%;, gia tri tién doan
am la 97,91%. Phuong phdap Co-testing c6 do nhay la 100%, do ddc hiéu la 55,42%; gid tri tién
dodn dwong la 17,78%; gid tri tién dodan dm la 100%. Két ludn: Lyra chon xét nghi¢m dé tam soat

ung thie cé tir cung bang phuwong phdp Co-testing sé hiéu qua vé gid tri tam sodt cho benh nhan.

Tir khéa: Cyprep Pap test, HPV Realtime PCR, Co-testing, ung thir cé tir cung.
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ABSTRACT

THE VALUE OF CANCER CANCER SCREENING BY CYPREP PAP
TEST AND HPV REALTIME PCR TEST OF WOMEN GYNECOLOGICAL
IN PHUONG CHAU INTERNATIONAL HOSPITAL FROM 2021 TO 2022

Le Trung Tin'*, Nguyen Hong Phong?
1. Phuong Chau International Hospital
2. Can Tho University of Medicine and Pharmacy
Background: Cervical cancer is one of the common malignancies among cancers for
women. Objectives: Determine the positive rate and value of each method Cyprep Pap test, HPV
realtime PCR and combination of both methods (Co-testing) in cervical cancer screening in women.
Materials and method: A cross-sectional study of 911 women aged 18-65 years old who attended a
gynecological examination at Phuong Chau International Hospital from April 2021 to February
2022. Results: Cyprep Pap test positive rate is 1.32%; the rate of HPV infection detected by
Realtime PCR technique is 14.27%; The rate of abnormal results by Co-testing method is 14.49%.
The Cyprep Pap test method has a sensitivity of 87.50%; specificity is 95.18%; positive predictive
value is 63.63%; negative predictive value is 98.75%. The HPV Realtime PCR test has a sensitivity
of 87.50%; specificity is 56.62%; positive predictive value is 16.27%; negative predictive value is
97.91%. The Co-testing method has a sensitivity of 100%; specificity is 55.42%; positive predictive
value is 17.78%; The negative predictive value is 100%. Conclusion: Choosing a test for cervical
cancer screening by Co-testing will be effective in terms of screening value for patients.
Keywords: Cyprep Pap test, HPV Realtime PCR, Co-testing, cervical cancer.

|. PAT VAN PE

Ung thu ¢ tir cung 13 bénh 1y 4c tinh ctia biéu mo cb tir cung, 14 mot trong nhitng
bénh phd bién trong cac loai ung thu déi v6i phu nif trén toan thé gidi va dung thtr hai sau
ung thu va [2], [3]. Theo T6 chirc Y té Thé gidi, udce tinh c6 khoang 570.000 trudng hop
ung thu ¢ tir cung méi dugc béo cao trén toan thé gidi trong nam 2018, voikhoang 311.000
truong hop tir vong. Khoang 90% truong hop tir vong do ung thu cd tir cung xay ra & cac
khu vyc dang phat trién trén thé giéi [11], [12].

Hién nay, c6 nhiéu phuong phép tam soat ung thu co tir cung da gop phan 1am giam
di ganh nang bénh tat 16n cho nguoi bénh, gia dinh, hé thong y té va toan xa hoi. Tuy nhién,
gia tri va chi phi mdi phuwong phap khac nhau, anh huong dén viéc chon lwa phu hop cho
bénh nhan. Bénh vién Quéc té Phuong Chau hang nam tiép nhén tham kham tim soat ung
thu ¢ tr cung cho hon 6000 bénh nhan bang céc xét nghiém té bao hoc Cyprep Pap test,
xet nghiém HPV genotype realtime PCR va Co-testing. Tuy nhién, chua c6 nghién ctru nao
so sanh gia tri tAm soat ung thur co tir cung cua nhtrng phuong phap nay. Do do, xac dinh
gia tri cua cac phuong phap la can thiét dé dinh huéng lya chon phuong phap tim soat ung
thu ¢ tir cung phtt hop cho bénh nhan. Vi vy, chtng t6i thuc hién nghién ciru voi muyc tiéu:

+ Xac dinh ty 1¢ duong tinh cua phuong phap Cyprep Pap test phdi hop xét nghiém
HPV genotype realtime PCR trong tam soat ung thu cb tir cung & phu nit kham phu khoa
tai Bénh vién Qudc té Phuwong Chau tir thang 4/2021 dén thang 4/2022.

+ Xac dinh tinh gid tri ctia cac phuong phap Cyprep Pap test phdi hop xét nghiém
HPV genotype realtime PCR so véi tiéu chudn vang giai phau bénh trong tim soat ung thu
¢b tir cung & phuy nit.
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IL. POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. P6i twong nghién ciru

- Pbi twgng nghién ciru: TAt ca phu nir ¢ tudi tir 18-65 tudi dén kham phuy khoa tai
Bénh vién Quéc té Phuong Chau tr thang 4/2021 dén thang 2/2022.

- Tiéu chuan chon mau:

Muc tiéu 1: Tét ca phu nir co tudi tr 18-65 tudi da quan h¢ tinh duc dén kham phu
khoa, dong y tham gia nghién ctru va duoc chi dinh xét nghiém té bao hoc Cyprep Pap test
va HPV realtime PCR.

Muc tiéu 2: Chon dbi twrong tir muyc tiéu 1 ¢6 hinh anh soi ¢ tir cung bét thudng
hodc nghi ngo ung thu xam 14n duogc cho chi dinh sinh thiét giai phau bénh cb ti cung.

- Tiéu chuan loai trir: Phu nit dang mang thai; phu nit dang duoc didu tri cit tir cung;
dat thuc am dao hodc thut rira 4m dao trong 24 gid trudc do; mac bénh 1y tdm than; giao
tiép khong binh thuong.

2.2. Phuwong phap nghién ctru

- Thiét ké nghién ctru: Nghién ctru mo ta cat ngang.

- C& miu:

C& mau cho muyc tiéu 1: Cong thirc [6]

72 « xp(1-p)
2

c2

Theo nghién ciru cua Huynh Van Tu (2016) thi co p la ty 1¢ té bao hoc bat thu()’ng

va nhiém HPV lan luot 14 0,93% va 13,4% [8]; v&i do tin cay chon 1a 99% va mirc sai s6

chon 13 0,03. Tir cong thic trén, thay cic gia tri twong tmg chiing t6i ¢6 ¢& mau tinh toan

1an luot 14 622 va 856 mau. Vi vy sé chon ¢& mau 1a 856, nhung thuc té chung t6i thu thap
duoc 1a 911 mau.

C& mau cho muc tiéu 2: Chon dbi tuong tir muc tiéu 1 c6 hinh anh soi ¢6 tir cung
bat thuong hodc nghi ngo ung thu xdm lan dugc cho chi dinh sinh thiét giai phau bénh c6
ttr cung. Thyc té chiing toi thu thap duoc 91 mau

- Phwong phap chon miu: Chon miu thuan tién theo thoi gian, phii hop véi doi
tugng nghién ctru cho dén khi du s6 lwong bénh nhan.
- NOi dung nghién ciru:

+ Pic diém cua ddi tugng nghién ciru:

Tudi: Tinh bang cach 14y ndm hién tai trir ndm sinh va chia thanh nhém nhu nhém
tudi tir 18-29 tudi; nhém tir 30-39 tudi; nhom tudi tir 40-49 tudi; nhom tudi tir 50-59 tudi va
nhom trén 60 tudi.

Noi cu tra: Dugc chia theo vung dia ly va chia thanh hai nhom 1a néng thén (sinh
song tai xa, huyén) va thanh thi (sinh song tai thi xa, quén, thanh phd).

+ Phuong phap tam soat ung thu cd tir cung;

Xét nghiém té bao hoc Cyprep Pap test: Bo kit Cy-prep© Pap Test xir 1y tiéu ban
trén may CY 100 professor cta hing Fjord Diagnostics Snd Bhd-Malaysia dat tiéu chuan
GMP & ISO 13485, thyc hién tai khoa Xét nghiém Bénh vién Qudc té Phuong Chau. Tét
ca phu nit tham gia nghién ctru dugc 1dy mau 1am xét nghiém té bao hoc Cyprep Pap test va

n=
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két qua dugc doc theo hé théng Bethesda boi bac si tai khoa Xét nghiém [10] va dugc chia
thanh hai nhom:

Am tinh (-): < ASCUS (binh thuong, bién ddi viém).

Duong tinh (+): > ASCUS (ASCUS, LSIL, HSIL, carcinoma té bao gai, carcinoma
té bao tuyén).

Xét nghiém HPV realtime PCR: B¢ xét nghiém IVD NK PCR-PVI kit, by xét
nghiém IVD NK PCR-PVII kit, b héa chat IVD NK DNARNAprep-MAGBEAD kit cuia
cong ty Nam Khoa Biotek, kit duoc san xuit theo tiéu chudn ISO 9001-2015, ISO 13485,
GMP-GLP va duoc san xuét tai Viét Nam, thuc hién trén may realtime PCR 72 giéng, may
tach chiét tu dong KINGFISHER DUO 706 bdi ki thuat vién xét nghi¢m tai khoa Xét
nghiém Bénh vién Quéc té Phuong Chau. T4t ca phu nit tham gia nghién ctru dugc 1y mau
lam xét nghiém HPV genotype realtime PCR [1] va dugc chia thanh hai nhém:

Am tinh (-): Khong phat hién HPV-DNA.

Duong tinh (+): Phat hién HPV typ 6, 11, 16, 18, 31, 33, 35, 39, 45, 51, 52, 56, 58,
59, 66, 68, khac.

Xét nghiém Co-testing: Tat ca phu nit tham gia nghién ctru dugc chi dinh lam hai
xét nghiém 1a Cyprep Pap test va HPV genotype realtime PCR va dugc chia thanh hai nhom:

Am tinh: TBH (-) va HPV-DNA (-).

Duong tinh: TBH (+) va HPV-DNA (+); TBH (+) va HPV-DNA (-); TBH (-) va
HPV-DNA (+).

+ Tiéu chuan vang giai phiu bénh cb tir cung:

Giai phau bénh cb tr cung: Chon ddi tuong tir muc tiéu 1 ¢6 hinh anh soi ¢d tir cung
bat thuong hodc nghi ngd ung thu xam 14n dugc cho chi dinh sinh thiét giai phau bénh co
tr cung va dugc chia thanh hai nhom:

Am tinh (-): < CIN I (binh thudng, ton thuong viém, condyloma, chuyén san).

Duong tinh (+): > CIN I (CIN I, CIN II, CIN III, carcinoma té bao gai, carcinoma
té bao tuyén.

III. KET QUA NGHIEN CUU
3.1. Pic diém dbi twong nghién ciru
Bang 1. Phan bd ciia ddi twong nghién ctru theo tudi, nhom tudi va dia du

Pic diém zigls;’ Y 18 (%)
Tubi 374497
(Nho nhét 13 19, 16n nhét 12 65)
18 dén 29 tudi 212 23,27
30 dén 39 tudi 348 38,20
Nhém tudi 40 dén 49 tudi 233 25,58
50 dén 59 tudi 97 10,64
60 dén 65 tudi 21 2,31
. Noéng thon 398 43,69
bia du Thah thi 513 56,31
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Nhén xét: C6 911 ddi tuong tham gia nghién ctru voi do tudi trung binh 37,4+9,7
tudi, c6 nhém tudi tir 30 dén 39 tudi chiém ty 18 cao nhat 1a 38,20% va nhom tudi tir 60 dén
65 tudi chiém ty 1€ thap nhat 1a 2,31%. Cac ddi tuong phan bd theo dia du c6 43,69% la
ndng thon va 56,31% la thanh thi.

3.2. Két qua ciia cac phwong phéap tAm soat ung thw ¢b tir cung
Bang 2. Phan bd ty 18 két qua té bao hoc bang xét nghiém Cyprep Pap test (TBH)

Két qua TBH N Ty 1& (%)

Binh thuong 898 98,57
TBHO) Bién d6i viém 899 1 98,68 0,11
ASCUS 4 0,44
LSIL 2 0,22
TBH (+) HSIL 12 4 1,32 0,44
Carcinoma té bao gai 2 0,22

Carcinoma té bao tuyén 0 0
Tong cong 911 911 100% 100%

Nhén xét: 911 d6i tugng tham gia nghién ctru co ty 1¢ té bao hoc bat thuong 14 1 ,32%,
trong d6 ASCUS chiém 0,44%, LSIL chiém 0,22%, HSIL chiém 0,44% va carcinoma té
bao gai chiém 0,22%.

Bang 3. Phan bd ty 18 két qua xét nghiém HPV genotype realtime PCR

Két qua HPV genotyping N Ty 1€ (%)
Am tinh 781 85,73

Don typ 81 62,31

TYp khong 18 13,84
Du'ovng tinh Xac dlnh Hal t},]p 130 20 14,27 64,51
Pa typ Ba typ 31 9 23,85 | 29,03
Bon typ 2 6,46

Tong cong 911 100%

Nhan xét: Ty 16 HPV dwong tinh chiém 14,27% trong tong s6 911 dbi twong nghién
ctru. Trong céac trudng hop duong tinh thi ty 18 nhiém don typ chiém cao nhit 13 62,31%,
tiép theo 1a ty 1& nhiém da typ chiém 23,85% va nhiém typ khac (chwa x4c dinh duoc typ)
chiém 13,84%. Trong cac truong hop nhiém da typ thi c6 64,51% la hai typ, 29,03% la ba
typ va chiém ty 1é thap nhét 1a nhém bdn typ v6i 6,46%.
Bang 4. Phan bd ty 18 két qua xét nghiém Co-testing

Két qua Co-testing N Ty 18 (%)
Am tinh TBH (-) va HPV-DNA (-) 779 779 85,51 85,51
TBH (+) va HPV-DNA (+) 10 1,10
Duong tinh TBH (+) va HPV-DNA (-) 132 2 14,49 0,22
TBH (-) va HPV-DNA (+) 120 13,17
Tdng cong 911 100%

Nhén xét: Ty 1¢ bat thuong cia Co-testing chiém 14,49%, trong d6 truong hgp TBH
(-) / HPV (+) chiém ty 1€ cao nhat.
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3.3. Gia tri clia cac phwong phap tAm soat ung thw ¢é tir cung
Bang 5. Phén bd ty 1¢ két qua giai phau bénh cb tir cung

Két qua giai phiu bénh N Ty 18 (%)
Binh thuong 35 38,46
Ton thuong viém 32 35,16
GPB() Condyloma 14 15,38
Chuyén san 2 2,20
CIN I 0 0
CIN 11 3 3,30
GPB (+) CIN 111 1 1,10
Carcinoma té bao gai 3 3,30
Carcinoma té bao tuyén 1 1,10
Tong cong 91 100%

Nhén xét: C6 91 truong hop duoc sinh thiét giai phau bénh cho két qua bat thuong
1a 8,8%. Trong d6 c6 4,4% CIN va 4,4% Carcinoma.
Bang 6. Tuong quan cac két qua té bao hoc (Cyprep Pap test), HPV, Co-testing so voi giai
phau bénh

Tiéu chun vang GPB Tén

Xét nghiém +) 0 &
(+) 7 4 11
TBH 0 1 79 80
(+) 7 36 43
HPV ) 1 47 18
Co-testing ((+)) g 22 jg
Tong 8 83 91

Nhan xét: Trong 8 truong hgp GPB (+) thi xét nghiém Cyprep Pap test va HPV déu
phat hién 7 truong hop, con Co-testing thi phat hién hoan toan ca 8 truong hop.
Bang 7. Gia tri cua cac phuong phap Cyprep Pap test, HPV, Co-testing so vdi tiéu chuan
vang la gidi phau bénh

- Xét nghiém TBH HPV Co-testing
Gia tri
D6 nhay 87,50% 87,50% 100%
P§ dic hiéu 95,18% 56,62% 55,42%
Tién don duong 63,63% 16,27% 17,78%
Tién don Am 98,75% 97,91% 100%

Nhan xét: Gia tri d¢ nhay ctua Co-testing chiém ty 1€ cao nhat 14 100%, con TBH va
HPYV c6 ty I¢ tuong duong nhau 1a 87,50%. Gia tri d¢ dac hi¢u cia HPV va Co-testing con
thap voi ty 18 1an luot 13 56,62% va 55,42%, nhung xét nghiém TBH lai c6 ty 1¢ cao 1 95,18%.
Gia tri tién doan duong cuia TBH, HPV va Co-testing thép lan Iuot 1a 63,63%, 16,27%,
17,78%; nhung lai c6 gia tri tién dodn am kha cao 1an luot 12 98,75%, 97,91%, 100%.
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IV. BAN LUAN
4.1. Két qua cua cac phuwong phap tAm soat ung thw ¢o tir cung

Theo két qua sang loc trén 911 dbi twong, chiing toi phat hién ty 18 té bao hoc bét
thuong 1a 1,32% va nhiém HPV chiém 14,27%. Két qua kha twong dong véi nghién ciru
ciia Huynh Vin Ta vao nam 2016 di khao sat d6i v6i phu nir dén sang loc tai Vién Y té
cong cong tai thanh phd H6 Chi Minh thi xac dinh dugc ty 1& té bao hoc cb tir cung bét
thuong 14 0,93% ty 1€ HPV duong tinh la 13,4% [8]. Tuy nhién ty 1€ phat hién cac bét thuong
té bao hoc cd tir cung va ty 1& nhiém HPV cta nghién ciru ma chung t61 thu thap duoc kha
cao so vdi cac nghién clru cong ddng cua cac tac gia Lam Burc Tam da tién hanh nghién ctru
tai thanh pho Can Tho x4c dinh duoc ty 1€ té bao hoc c6 tir cung bat thuong 1a 0,4% va xac
dinh duoc ty 16 dwong cua HPV realtime PCR 14 6,64% [7]; tac gia Tran Thi Lién Huong
xéc dinh ty 18 t& bao hoc ¢ tir cung bat thudng 1a 0,2% tai huyén Khanh Vinh, tinh Khanh
Hoa [5]. Cho théy ty 1€ phat hién bét thuong cua cac phuong phap tam soat ung thu co tir
cung tai cac co sy té cho ty 18 cao hon, c6 thé do cac bénh nhén ¢ cac triéu chimg bénh
phu khoa lién quan dén cac bénh ¢ tir cung den kham va diéu tri, hon thé nira 1a su tuyén
truyén cao vé sang loc & phu nit trung nién vé cac bénh phu khoa.

Trong cac phuong phap thi Co-testing phat hién bat thuong 1a 14,49% d6 1a su két
hop ddng thoi cuia phuong phap sang loc té bao hoc va xét nghiém phat hién HPV nén ty 18
twong duong ty 1é nhiém HPV.

4.2. Gia tri ciia cac phwong phap tam soat ung thw ¢6 tir cung

Trong nghién ctru ndy, xét nghiém té bao hoc bang phuong phap Cyprep Pap test c¢6
gia tri d§ nhay 1a 87,50% va do dac hi¢u 95,18%. So v6i nghién ctru cua Lam Dtrc Tam thi
do nhay va d6 dac hiéu cta Pap smear 1a 33,33%, 95,12% [7], con nghién ctru ciia Truong
Thi Kim Hoan thi Pap smear c6 d nhay 1a 32,6% va d6 dic hiéu 1a 65,5% [4]. C6 thé thiy
gia tri cta té bao hoc trong nghién ctru ctia chung t6i bang phuong phap Cyprep Pap test da
c6 nhiéu cai tién gitip cai thién do nhay dang ké va dat hiéu qua twong duong véi nghién
clru cua tac gia Myunghee Kang tai Han Quéc c6 gia tri do nhay va d¢ déc hiéu cua Pap
smear la 97,14% va 85,58% [9]. Qua bang 7, chiing t61 cling thdy dwoc rang gié tri tién doan
ctia phuong phap té bao hoc da c6 nhiéu cai thién so véi cac nghién ctru khac, nhu gia tri
tién doan dm dat kha cao 1a 98,75% nén su phu hop rat cao cuia két qua xét nghiém 4m tinh
cho cac bénh nhan khong mic [4], [7].

D6i v6i xét nghiém phét hién HPV trong nghién ctru ctia ching toi ciing ¢6 d6 nhay
kha cao 14 87,50% tuong dong v4i phuwong phap té bao hoc nhung do dic hiéu con kha thap
chi 56,62%. So véi cac nghién ctru ctia Trwong Thi Kim Hoan thi kha twong dong véi gia
tri d0 nhay va d6 dac hiéu cua xét nghiém HPV 1a 88,1% va 64,5% [4].

Con phuong phap két hop giira té bao hoc va xét nghiém HPV 1a Co-testing thi cho
do nhay dat 100% nhung do nhay chua dugc tdt chi dat 55,42%. So véi nghién ctru cua
Truong Thi Kim Hoan kha tuong dong [4].

Qua cac danh gia vé gia tri cua cac phuong phap trong nghién ctru nay, chung toi
thay rang do nhay cta Co-testing la cao nhit nhung cac phuong phap con lai ciing cho gia
tri rat hiéu qua. Doi v6i cac xét -nghiém sang loc nén chon xét nghiém co gia tri d6 nhay cao.
Vi vay lua chon xét nghiém dé tam soat ung thu c¢d tir cung bang phuong phap Co-testing
s& hiéu qua vé gia tri tam soat cho bénh nhén.
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V.KET LUAN

Nghién ctru nay dugc tién hanh trén 911 ddi twong 1a phu nit ¢6 d6 tudi tir 18 — 65
tudi duoc kham phu khoa tai bénh vién Quéc té Phuong Chau tur thang 4 nam 2021 dén
thang 2 nam 2022, cho thay: Ty 1¢ té bao hoc bit thudng bang phuong phap Cyprep Pap test
14 1,32%; ty 1é nhiém HPV phat hién béng ky thuat Realtime PCR 1a 14,27%; ty 1€ két qua
bat thuong bang phuong phap Co-testing 13 14,49%. Phuong phap Cyprep Pap test co do
nhay 1a 87,50%; do dac hi¢u l1a 95,18%; gia tri tién doan duong 1a 63,63%; gia tri tién doan
am 1a 98,75%. Xét nghiém HPV béng ky thuat Realtime PCR c6 d) nhay 1a 87,50%; do dac
hiéu 1a 56,62%; gia tri tién doan duong 1a 16,27%; gia tri tién doan am 1a 97,91%. Phuong
phap Co-testing c6 do nhay 1a 100%; do ddc hiéu la 55,42%; gia tri tién doan duong la
17,78%; gia tri tién doan am 1a 100%. Ddi véi cac xét nghiém sang loc nén chon xét nghiém
c6 gia tri d§ nhay cao. Vi vay lua chon xét nghiém dé tim soat ung thu ¢ tir cung bang
phuong phap Co-testing s& hiéu quéa vé gi tri tam soét cho bénh nhan.
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