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BIEU HIEN DAU AN SINH HOC Ki-67
BANG PHUONG PHAP NHUOM HOA MO MIEN DICH
TREN BENH NHAN PUQC PHAU THUAT CAT TUYEN TIEN LIET TAN GOC TAI
BENH VIEN BINH DAN

Nguyén Phiic Cam Hoang', Trin DS Hitu Toan?, Tran Ngoc Khic Linh? Trang Vo Anh Vinh!,
Nguyén Ngoc Minh Tam?
TOM TAT

Dt vdn dé: Hi¢n nay, viéc theo doi va tién luong ung thuw tuyén tién ligt tdi phdt sau diéu tri van la vin dé
con nhiéu tranh cii, khong thé chi dwa vao mot yéu t6'ma cin nhiéu yéu t6'dé’ lam tang do chinh xdc. Protein Ki-
67, v6i dic diém ting biéu hién trong nhin té’bao giai doan phin chia, di dwoc chitng minh la diu dn sinh hoc
cua sw tang sinh té€’bao va co gia tri tién luong trong nhiéu logi ung thw khdc nhau, bao gom ung thu tuyén tién
ligt.

Muc tiéu: Ddnh gid biéu hi¢n ddu dn sinh hoc Ki-67 bing phwong phdp nhudm héa mé mién dich trén bénh
nhén duwoc phdu thudt cit tuyén tién ligt tin goc

Doi tuong va phuong phdp nghién citu: Nghién civu tién civu mo ta hang logt truong hop cic bénh nhin
duwroc phdu thudt cit tuyén tien ligt tdn goc tai bénh vién Binh Dan dong v thuwc hign xét nghiém tir 01/06/2019
dén 30/06/2020. Cic bién s6" dwoc ghi nhin gom nong dg PSA huyét thanh, diém s6’ Gleason, giai doan TNM,
mikc d biéu hién diu dn sinh hoc Ki-67 ddnh gid bﬁng xét nghiém héa mo mién dich.

Két qud: Co mau nghién ciru la 44 trieong hop. Tudi trung binh 1a 68,7 + 7,5. Diém s’ Gleason sau phdu
thudt thudc nhém Gleason 2 - 6 chiéim 15,9%; nhém Gleason 7 chiém 52,3%; nhom Gleason 8 — 10 chiéin 31,8%.
Ti I¢ bénh nhan thudc nhom nguy co thap la 4,5%; nguy co trung binh la 13,6%; nguy co cao la 81,8%. Mirc do
biéu hién diu dn Ki-67 la: 4,75% + 2,81%. Nong dj PSA huyét thanh va mikc dg biéu hign diu dn Ki-67 c¢6 moi
twong quan thudn, hé¢ s6"tuong quan R=0,49 (p=0,001). Mirc dj biéu hi¢n diu dn Ki-67 trung binh trén nhom
diem Gleason 2 — 6 la 2,2%; diem Gleason 7 la 4,5%; diém Gleason 8 — 10 la 6,4%. Mirc do biéu hién diu dn Ki-
67 tang 1% thi nguy co di can hach tang 43,7% (OR=1,437; 95% CI=(1,038 — 1,989); p=0,029). Co sw ting mikc
dg biéu hién diu dn Ki-67 trén nhém bénh nhin nguy co cao la 5,2% so vdi nhdm bénh nhin nguy co thip 2,6%
(p=0,015):

Két lugn: Diu én sinh hoc Ki-67 cd thé’sir dung la mot yéu t0'tién ligng cho tinh trang di can hach cho
bénh nhdn ung thuw tuyén tién ligt; tién luong cho nguy co tdi phdt sinh héa sau phdu thudt cit tuyén tién
liet tan goc.

Tir khéa: ddu dn sinh hoc Ki-67, héa md mién dich, phdu thudt cit tuyén tién ligt tin goc, tdi phdt sinh héa
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Background: Currently, the follow-up and prognosis of prostate cancer recurrence after treatment is
still controversial, it is not possible to rely on just one factor, but many factors are needed to increase the
accuracy. The Ki-67 protein, with its characteristic increased expression in the cell nucleus of the division
stage, has been shown to be a biomarker of cell proliferation and has prognostic value in a wide variety of
cancers. includes prostate cancer.

Objective: To assess the expression of Ki-67 biomarker by immunohistochemistry in patients undergoing
radical prostatectomy.

Methods: Data of 44 patients who have had radical prostatectomy at Binh Dan Hospital from June 1, 2019
to June 30, 2020 were reviewed. Patient information including: serum PSA concentration, Gleason score, TNM
stage, Ki-67 biomarker expression assessed by immunohistochemistry were recorded.

Result: Sample size is 44 cases. The mean age was 68.7 + 7.5. Gleason score after surgery in the Gleason 2 -
6 group accounted for 15.9%; the Gleason 7 group accounted for 52.3%; the Gleason 8 - 10 group accounted for
31.8%. The proportion of patients in the low-risk group was 4.5%; average risk was 13.6%; high risk of 81.8%.
The level of Ki-67 expression was: 4.75% + 2.81%. Serum PSA concentration and Ki-67 marker expression were
positively correlated, correlation R=0.49 (p=0.001). The average Ki-67 expression level in the Gleason 2 - 6 score
group was 2.2%; Gleason 7 group was 4.5%; Gleason 8 - 10 group was 6.4%. The level of Ki-67 expression
increased by 1%, the risk of lymph node metastasis increased by 43.7% (OR=1.437; 95% CI=(1.038 - 1.989);
p=0.029). There was a 5.2% increase in Ki-67 expression in high-risk patients compared with 2.6% in low-risk
patients (p=0.015).

Conclusion: Biomarker Ki-67 could be used as a predictor of lymph node metastasis in prostate cancer
patients; Prognosis for the risk of biochemical recurrence after radical prostatectomy.

Key words: Ki-67 biomarker, immunohistochemistry, radical prostatectomy, biochemical recurrence

DAT VAN DE

Ung thu tuyén tién liét (TTL) 1a van dé stc
khoe thuong gap ¢ nam gidi®. Viéc quyét dinh
chién lwgc diéu tri ung thw tuyén tién liét hién
nay dyra trén phan nhém nguy co khong duoc
t6i wu do ung thu thuong dién tién khong dong
nhat; cac yéu to nhu diém sd Gleason, nong do
PSA huyét thanh dan boc 16 nhitng khuyét diém.
Viéc nghién cttu cac dau an sinh hoc nhu Ki-67,
PTEN, p53, ERG, ... la mét xu hudng ctia cac
trung tam trén thé gidi véi muc tiéu theo doi,
diéu tri, va tién lwong hiéu qua hon cho bénh
nhan ung thu tuyén tién liét

NOoi bat trong cac ddu an ké trén, c6 protein
Ki-67 v6i vai tro la dau an sinh hoc (biomarker)
ciia sy tang sinh t&€ bao. Protein Ki-67 cé gia tri
tién luong ¢ nhiéu loai ung thu khac nhau, bao
gom ung thu tuyén tién liét.

Nghién cttu cta chiung t6i duoc tién hanh
nham tra 16i cau héi nghién cttu “Bénh nhan ung
thee tuyén tién liét dwoc phau thuat cat tuyén

Chuyén Dé Ngoai Khoa

tién liét tan gdc co biéu hién dau an sinh hoc Ki-
67 nhu thé nao?”. Nghién ctru c¢6 muc tiéu xac
nhan lai cac két qua nghién ctru trén thé gidi vé
bidu hién dau &n Ki-67 trén mau md ung thu
tuyén tién liét; khao sat moi lién quan gitra biéu
hién Ki-67 véi diém sd Gleason, giai doan TNM,
va phan nhom nguy co; trén d6i twong bénh
nhan ngwoi Viét Nam.
POITUONG-PHUONG PHAPNGHIEN CUU
Déi twong nghién ciru

Bénh nhan dwoc phgu thuat (PT) ¢t TTL tan
gOc tai bénh vién Binh Dan tir 01/06/2019 dén
30/06/2020.
Tiéu chudan chon mau

(1) C6 két qua giai phau bénh ly ctia bénh
vién Binh Dan hodc ctia tuyén trudce 1a ung thw
tuyén tién liét;

(2) Puoc chi dinh PT cit tuyén tién liét tan
gdc bang phuong phap PT md, PT ndi soi hodc
PT ndi soi v6i sw hd tro Robot.
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Tiéu chudn logi trir

Bénh nhan da duoc cit dét ndi soi tuyén tién
liét trude phau thuat hay da duoc diéu tri dac
hiéu ung thue tuyén tién liét trude phau thuat
bang mot trong nhitng diéu tri: liéu phap noi tiét
(triét androgen ndi khoa hay phau thuat cat 2
tinh hoan); xa tri viing chau; hoa tri.

Phwong phap nghién cttu
Thiét ké'nghién citu

Nghién cttu mo ta hang loat treong hop.
Phuong phap thuc hién

Cac bénh nhan duoc thu thap va danh gia
cac s0 liéu lam sang, can 1am sang truedce va sau
phau thuat bao gom: nong d6 PSA huyét
thanh, diém s& Gleason, giai doan TNM theo
bang phan loai Hiép hoi Ung thue Hoa Ki
(AJCC) 2017
Quy trinh danh gid biéu hién diu én sinh hoc Ki-67

Quy trinh danh gia biéu hién dau an Ki-67
dwoc thiee hién theo tac gia Hira Thi Ngoc Ha va
Nguyén Phan Xuan Truong, Pai hoc Y Duoc TP.
Ho6 Chi Minh (2019)®.

Phan tich va dinh luwong bang phan mém
ImmunoRatio dugc phat trién boi cac tac gia
Jorma Isola va Vilppu Tuominen & dai hoc
Tampere, Phan Lan (2010)
(http://wsiserver jilab.fi/old-jvsmicroscope-
software/). Cac nhan bat mau véi Ki-67 duoc
danh gia duong tinh.

KET QUA

C6 44 truong hop (TH) dwoc dua vao nghién
cttu (NC).

Mtic d6 biéu hién ddu an Ki-67 la: 4,75% +
2,81%. (1,15% - 14,8%)

Madi lién quan gitta Ki-67 va nong d6 PSA
huyét thanh

Nong do PSA huyét thanh va mac do biéu
hién dau an Ki-67 ¢6 méi tuong quan thuan,
mutc d6 trung binh, hé s6 tuong quan R=0,49.
(F=13,281; v6i p=0,001).

O nhiing BN c6 néng dd PSA cao (PSA >20
ng/ml), mirc d§ biéu hién Ki-67 cao hon so véi
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nhiing BN ¢6 PSA thap va trung binh (PSA <20
ng/ml) (p=0,02 va 0,004).

MGéi lién quan gitra Ki-67 va diém s6 Gleason
sau PT

Bang 1: Mirc dg biéu hi¢n Ki-67 trén cic nhém diém
50’ Gleason (N =44)

Piém s6 Gleason | GS2-6 GS7 |GS8-10
(GS) (n=7) (n=23) | (n=14)
Mrc do Ki-67 (%) | 2,2+08 | 45+23 | 6432

Kiém dinh One-way ANOVA; F=6,506; p=0,004<0,05;

KTC 95%

MGi lién quan giira Ki-67 va giai doan T (Tumor)
Khong c6 sy khac biét cd y nghia thong ké

gitta mic d6 biéu hién Ki-67 va ung thu xam lan

tai cho (p >0,05).

M3i lién quan giira Ki-67 va tinh trang di cin hach
10/44 bénh nhan khong du thong tin vé giai

doan pN.

Bang 2: Mikc dg biéu hign Ki-67 va di cin hach chiu

- pNO pN1
Giai doan pN (n = 25) (n=9)
Murc dd Ki-67 (%) 39+21 6,9+3,9

Gia tri p=0,02<0,05

Phan tich md hinh hoéi quy logistic don bién
(binary logistic regression) danh gia anh hwong
ctia mutc do biéu hién dau an Ki-67 trén mo ung
thu TTL vo6i tinh trang di can hach: Mtc d6 biéu
hién Ki-67 tang thém 1% sé tang thém nguy co di
can hach 43.7% (OR=1,437; p=0,029 <0,05).
MGéi lién quan giita Ki-67 va nhém nguy co
ung thu TTL
Bang 3: Mirc dg biéu hi¢n Ki-67 theo nhém nguy co

(N=44)
. Théap/Trung binh | Cao
Nhoém nguy co’ (n=8) (n = 36)
Mrc do bidu hién Ki-67 (%) 26+11 52+29
Gid tri p=0,015<0,05 KTC 95%

BAN LUAN
Madi lién quan gitta Ki-67 va néng d6 PSA
huyét thanh

C6 su khac biét gitra cac nghién ctru trén thé
giéi vé mdi lién quan gitta nong do PSA huyét
thanh va biéu hién dau an Ki-67. Diéu nay c6 thé
ly giai do PSA la mét yéu t& dac hiéu cho tuyén
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tién liét ch khong dac hiéu cho ung thu, ¢ thé
tang trong cac tinh trang lanh tinh khac. Bong
thoi, bénh nhan ung thue TTL nguoi Viét Nam
thuong nhap vién vdi cac tinh trang di kem nhu
bi ti€u, viém tuyén tién liét, ...
Bang 4: So sanh két qua cic nghién civu vé moi lién
quan giita biéu hign Ki-67 va nong dj PSA huyeét thanh
Tac gia MaumoéTTL | N | Giatrip
Berney DM (2009)*) | Sinhthiét TTL [808| 0,042

Krisna M (2017)® Sinhthiét TTL | 30 | 0,193
Chuing tdi (2020) SauPTctTTL |44 | 0,028

Trong nghién cttu ctia ching t6i ghi nhan
gitta nhom noéng do PSA >20 ng/ml so sanh vdi
nhém PSA <10 ng/ml va 10 — 19,9 ng/ml; mttc d6
biéu hién Ki-67 khac nhau c6 y nghia thdng ké
(p=0,02 va 0,004). Theo Hiép hdi Tiét niéu chau
Au (2020)©, PSA >20 ng/ml 1a mot yéu t6 ctia
nguy co tai phat sinh hoéa cao. Do d6, két qua cuia
ching t6i phan nao goi y vai tro cua Ki-67 trong
tién luong nguy co tai phat sinh hoa.

MBai lién quan giira Ki-67 va di€m s6 Gleason
sau PT

Nghién cttu ctia ching t6i ghi nhan c6 su
lién quan rat chat ché gitra mirc d¢ biéu hién dau
&n Ki-67 va diém sd Gleason mau md ung thuw
TTL sau phau thuat (PT).

Bang 5: So sanh két qua cdc nghién ciru vé moi lién
quan gitta biéu hi¢n Ki-67 va dién so’'Gleason (GS)

Tdc gid Murc dé biéu hién Ki-67 (%)
GS2-6 GS7 | GS8-10
Mesko S (2013)” | 50+38 |7,7+7,0| 12,0+124
Chang t6i (2020) | 2,2+08 |45+23| 64+32

So sanh véi cac nghién ctru khac da co6 cta
cac tac gia nwdc ngoai, nghién ctru ctia ching toi
c6 cung két luan: diém s6 Gleason tang dan,
teong tng ung thuw c6 mitc do biét hoa giam
dan, thi mac do biéu hién dau an Ki-67 tang dan.
M3i lién quan giira Ki-67 va tinh trang di cin hach

Nghién cttu ctia ching t6i ghi nhan Ki-67 la
mot yéu td tién luong cua tinh trang di can hach.
Khi mutc d6 biéu hién dau an Ki-67 ting 1% thi
nguy co di can hach tang 43,7% (OR=1,437;
p=0,029). Cac nghién ctru ctia mét so tac gia khac
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trén thé gidi cing cho nhing két qua tuong
dong véi nghién ctru ciia chuing toi.

Nghién cttu ctia tac gia Mathieu R (2014)®),
khao sat va theo doi 3123 BN ung the TTL duoc
PT cat TTL tan gdc thuc hién tai 3 trung tam, ghi
nhan c¢b 762 BN (chiém 24,4% TH) c¢6 di can
hach. Biéu hién Ki-67 trén nhém BN nay (véi gia
tri nguong cut-off la 3,5%) cling khéc biét co y
nghia thong ké v4i nhom khong di can hach
(p=0,039).

MBai lién quan giira Ki-67 va nhom nguy co ung
thu TTL

Thiét k&€ nghién cttu ctia ching t6i 1a mo ta
hang loat truong hop khao sét biéu hién dau an
Ki-67 trén BN dwoc PT cat TTL tan g6c thuc hién
trong khoang thoi gian la 12 thang, va khong
theo doi cac BN sau PT. Do do, khd két luan
dugc chinh xac vai tro ctia biéu hién Ki-67 trong
tién doan nguy co tai phét sinh hoéa sau PT cat
TTL tan gbc. Tuy nhién, thay vao d6, chung t6i
danh gia biéu hién dau an Ki-67 trén tiing nhom
BN ¢6 nguy co tai phét sinh héa sau PT cat TTL
tan goc la nguy co thap, trung binh, va nguy co
cao (phan nhém nguy co theo Hiép héi Tiét niéu
chau Au (2020)®) véi hy vong danh gid duoc
phén nao vai tro ctaa Ki-67 trong tién luong nguy
co tai phat sinh hdéa sau PT.

Nghién cttu ctia ching t6i ghi nhan dwoc c6
st khac biét vé biéu hién Ki-67 trén 2 nhém BN
nguy co tai phat sinh hda thap/trung binh va
nguy co tai phat sinh héa cao (p=0,015). Két qua
gitp goi y Ki-67 ¢ thé déng vai tro la mot yéu to
tién liong ctia tai phat sinh héa sau PT cat TTL
tan goc.

Tac gia Mathieu R (2014)®), theo d6i 3123 BN
sau PT vdi khoang thoi gian theo doi trung binh
la 44 thang, ghi nhan muc biéu hién Ki-67 >3,5%
lam tdng 24,3% nguy co tai phat sinh hoa (HR =
1,243; p=0,015).

Tac gia Tretiakova MS (2016)®), theo doi 1004
BN sau PT véi khoang thoi gian theo doi la 5
nam thi biéu hién Ki-67 tang 1% lam tang nguy
co tai phat sinh hoa 7% nguy co tai phat sinh héa
(HR=1,07; p=0,0008).
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Tl cac két qua trén, cd thé két luan Ki-67 c6

vai tro nhu mét yéu t6 tién luong ctia tai phat
sinh héa sau PT cat TTL tan goc.
KET LUAN

Dé&u an sinh hoc Ki-67 ¢6 thé sit dung la mot

yéu t6 tién luong cho tinh trang di cdn hach cho
bénh nhan ung thw tuyén tién liét; tién luong cho
nguy co tai phat sinh héa sau phau thuat cat
tuyén tién liét tan goc.
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