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ABSTRACT

Objective: Histopathology classification of non-Hodgkin’s lymphoma (NHL) B-cell lineage and
evaluation of the immunohistochemical expression of Ki67 marker in histopathological subtypes
Non-Hodgkin’s B-cell lymphoma.

Matherial and Methods: A cross-sectional study of formalin-fixed paraffin-embedded samples
of 69 patients were confirmed as non-Hodgkin lymphoma B-cell (NHL) by histopathological and
immunohistochemistry techniques from January 2018 to January 2021, at Military Hospital 103.
Comment on histopathological characteristics, immunohistochemical expression marker and the
collected data analysis.

Result: Diffuse large B-cell lymphoma is the most common histopathologic subtype (76.80%), with
the average expressional value of Ki67 is 62.9 + 14.7, the lowest value is 20, the highest is 90. The
Ki67 index of the FL, SLL/CLL, and MCL subtypes ranges from 20-30%, while the MZL has a Ki67
value ranging from 5-80%.

Conclusion: The Ki67 marker was expressed at a high rate in diffuse large B-cell lymphoma,
especially at a high level (>65%) in most of the non-germinal center group.

Keywords: Non-Hodgkin’s lymphoma (NHL), Ki67 marker.
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DANH GIA SU BOC LO K1-67 & CAC TiP MO BENH HOC U
LYMPHO AC TiNH KHONG HODGKIN TE BAO B
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TOM TAT

Muc tiéu: Phan tip mé bénh hoc u lympho 4c tinh khong Hodgkin (ULAKH) dong té bao B, dong
thoi danh gia sy boc 16¢ ctia ddu 4n Ki67 ¢ cac tip mo bénh hoc u lympho 4c tinh khong Hodgkin té
bao B.

Poi twgng va phwong phap nghién ctru: Nghién ctru mé ta cit ngang mau vii nén ctia 69 bénh nhan
(BN) duoc chan doan xéac dinh 1 u lympho ac tinh khong Hodgkin té bao B bang k¥ thuat mé hoc va
hoéa md mién dich trong thoi gian tr 01/2018 dén 01/2021, tai Bénh vién Quan y 103. Nhan xét dac
diém mé bénh hoc, su boc 16 ciia ddu 4n hoa moé mién dich, va phan tich cac dir li¢u thu thap dugc.

Két qua: U lympho té bao B 16n lan toa 1a phan tip mé bénh hoc hay gip nhét (76,80%), véi gia tri
boc 16 trung binh ctia Ki67 13 62,9 + 14,7, gié tri thdp nhit 14 20, cao nhat 1a 90. Chi s Ki67 cua cac
nhom FL, SLL/CLL, MCL dao ddng tir 20-30%, trong khi d6 MZL c6 gia tri Ki67 thay ddi tir 5-80%.
Két ludn: Dau 4n Ki67 boc 16 véi ty 1& cao trong u lympho té bao B 16n lan tod, dic biét boc 16 &
mirc cao (>65%) chiém da s6 & dudi nhom khong tim mam.

Tir khod: U lympho 4c tinh khong Hodgkin, dau an Ki67.

1. PAT VAN PE

U lympho ac tinh khong Hodgkin 1a mdt nhom bénh
ly dong té bao lympho B va T, v&i biéu hién da dang
vé ngudn gbc té bao, hinh thai, cling nhu c6 nhiéu
bat thuong vé di truyén té bao, dap tng véi diéu tri
va tién lugng khac nhau. S6 ca mic méi toan cau theo

*Tac gia lién h¢
Email: khactuyenqy@gmail.com
Dién thoai: (+84) 962 660 496
https://doi.org/10.52163/yhc.v63i4.365

GLOBOCAN niam 2018 1a 509.590 nguoi dung thir 11
trong s6 cac loai ung thu & ca hai gidi, ding th 8 trong
cac loai ung thu & nam giéi [1]. U bao gdm nhiéu tip
khac nhau, mdi tip c6 dich t& hoc, can nguyén, dic diém
1am sang, di truyén, kiéu mién dich va dap tng vdi liéu
phap khac nhau. Bénh 1y nay c6 thé duoc chia thanh hai

nhom “tham lang” va “tién trién” dya trén tién lugng
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ctia bénh. Céc loai u lympho té bao B trudng thanh pho
bién nhat 1a u lympho té bao B 16n lan téa, u lympho
thé nang, u lympho té bao 40 nang, u lympho vung ria
va u lympho té bao nhd. Viéc diéu tri bénh rat khac
nhau, tiy thudc vao giai doan, d6 mé hoc va tip mé hoc
va tinh trang cia bénh nhan cia bénh nhan [2]. Trong
nhitng nim qua, h6éa mé mién dich c6 vai tro rat quan
trong trong viéc xac dinh tip mé hoc u lympho éc tinh té
bao B, trong d6 Ki67 c6 dugc coi la c6 gia tri ti€n luong
doc 1ap vé thoi gian sdng thém ciing nhu tai phat bénh,
su boc 10 Ki67 phan anh hoat dong phén bao cia té bao
u. Chung t6i tién hanh nghién ctru nay nham danh gia
su boc 16 cua ddu 4n Ki-67 & céc tip mo6 bénh hoc u
lympho 4c tinh khong Hodgkin té bao B.

2.POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Péi twong nghién ciru

69 bénh nhan dugc chan doan xac dinh 1a u lympho
ac tinh khong Hodgkin té bao B bang ky thuat mé hoc
va hoa m6 mién dich trong thoi gian tir 01/2018 dén
01/2021, tai Bénh vién Quan y 103.

Tiéu chudn lira chon: Bénh nhan duoc chan doan mé
bénh hoc 1a ULAKH té bao B c6 day du thong tin 1am
sang va can lam sang.

Tiéu chudn logi trir: ULAKH té bao B tai phat hodc da
diéu trj trude do (hoa tri, xa tri).

2.2. Phwong phap nghién ciru

Nghién ctru theo phuong phép cit ngang mo ta.

Cdc chi tiéu nghién cvwu:

- Xac dinh tip mo6 bénh hoc u lympho ac tinh khong
Hodgkin té bao B va cac bién thé ctia n6 theo phén loai
ctia T6 chirc Y té thé gidi nam 2016: dya trén tidu ban
nhudém Hematoxylin-Eosin (H.E) va cic ddu 4n hoa mo
mién dich. Tuy truong hop cu thé ma lya chon cac ddu
4n mién dich phi hop nham xac dinh chinh xéac tip mo
bénh hoc:

+ DLBCL: U lympho té bao B 16n, lan toa.

Dua vao su boc 16 v6i cac ddu 4n mién dich nhu CD10,
BCL6 va MUMI néu mdi dau 4n boc 10 > 30%, chia
lam hai dudi nhom theo phép loai trir Hans [3].

40

% Nhém tdm mam

% Nhom khong tim mam

+ FL: U lympho thé nang

+MCL: U lympho té bao 4o nang

+ MZL: U lympho vung ria

“ NMZL: U lympho vung ria tai hach

“ MALT: U lympho vung ria cia m6 dang lympho lién
quan dén niém mac

+* SMZL: U lympho vung ria ¢ lach
+ SLL/CLL: U lympho, lympho bao nhé té bao B

- Nhuém hoa mé mién dich véi ddu 4n Ki-67, 1a khang
thé don dong tir chudt khang ngudi, Clone MIB-1.
Dung dich dém rira, boc 10 khang nguyén va hé théng
phat hién ctia hang Leica, Duec.
+ Néng do pha loang: 1/150.
+ Céc tiéu ban déu c6 chimg 4m va chimg duong
+ Panh gia két qua: Ki-67 dugc xac dinh bang chi sb
tang sinh cua nhan, chia 1am 2 mtrc ¢ duong tinh dua
vao ty 1& nhén té bao bit mau: duong tinh thip (<65%)
va duong tinh cao (>65%).

- Panh gia méi lién quan giita su boc 16 cta Ki-67 voi
cac tip mo bénh hoc
Xir Iy s0 ligu

- 86 liéu thu thap duge xtr 1y trén may tinh bang phan
mém SPSS 22.0 va Microsoft Excel 2010.

- Mo ta dir ligu:

+ Bién dinh tinh: Trinh bay dudi dang ti 18 phan tram.
+ Bién dinh luong c6 phan phdi chudn trinh bay dudi
dang trung binh va do 1éch chuan.

- So sanh sy khac nhau cua 2 ty 1€ st dung test y2 hodc

Fisher’s exact test. Gia tri p<0,05 duoc coi la c6 y nghia
thong ke.

3. KET QUA VA BAN LUAN

3.1. Phén bé cdc tip mé bénh hoc u lympho dc tinh
khéong Hodgkin té bao B theo To chirc Y té thé gidi
nam 2016
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Bdng 3.1. Phén tip u lympho dc tinh khong Hodgkin theo WHO, 2016

Tip mo bénh hoc S6 lwong (n=69) Ty 1€ (%)
Tam mam 17
DLBCL - 76,80
Khoéng tam mam 36
FL 4 5,80
MCL 1 1,45
NMZL 1 1,45
MZL MALT 4 5,80
SMZL 4 5,80
SLL/CLL 2 2,90
Téng 69 100

- Tip md bénh hoc hay gip nhat 1a DLBCL chiém
76,80%.

Trén co so két hop giita mé bénh hoc va hoa mé mién
dich ciing nhu dic diém 1am sang, TCYTTG d3 dua ra
bang phan loai ULAKH méi nhat nam 2016. Hé théng
phan loai nay da dua ra sy danh gia trong quan gitta thé
bénh, d6 ac tinh va tién lugng hop 1y nhét tir trude dén
nay. Viéc dinh nhém va phén tip ULAKH té bao B rét
quan trong vi dic diém 1am sang, hinh thai, ciing nhu
su xam 14n, d6 4c tinh cua ting phan tip déu khac nhau
va can c6 phuong phap diéu tri khac nhau.

* U lympho té bao 16n lan téoa (DLBCL): La mdt loai
u lympho té bao B tién trién, ddy 1a dang phd bién
nhit ciia u lympho, chiém 30-40% ULAKH ngudi 16n.
Két qua nghién ctru ctia chiing t6i phu hop voi nghién
ctru cia Pham Vian Tuyén nam 2018 (75,4%) [4], cao
hon so v&i nghién ctru ciia Smith trén 5488 bénh nhan
u lympho té bao B (40,9%) [5]. Viéc phan biét duéi
nhoém tim mam va khong tim mam trong DLBCL dua
vao héa mo6 mién dich c6 ¥ nghia tién lwong cho bénh
nhan va duoc ap dung rong rai. Dya trén nhitng nghién
ctru vé su boc 16 gen, Hans va cong su da phat trién
phuong thirc dé phan biét tip tim mam va khong tam
mam cia DLBCL br:ing phan tich sy bdc 10 cua céc
dau 4n CD10, BCL6 va MUMI1/IRF4 bang héa mo
mién dich. DLBCL véi su boc 10 dic trung cuia mot
protein tAm mam t5t hon loai khéng tim mam, va diéu
nay trung khdp vai sy boc 16 cua gen duoc khang dinh
bang céac phan tich sdu. Su hiéu biét tot hon vé co ché
bénh sinh phan tir cia 2 phan nhém nay ttr nam 2008
dd dan dén viéc nghién ctru cac chién luoc diéu tri

cu thé hon & bénh nhan DLBCL. Trong nghién ctru
cua chung t6i c6 17/53 truong hgp DLBCL Ia tip tam
mam. Cac nghién ctu cia Shiozawa, Zang, Peh va
Habara trén quan thé bénh nhan chiu A cho thiy ty 18
dudi nhom khong tAm mam cao hon nhém tdm méam,
phu hop véi nghién clru cua chung t6i. Nghién cuu
clia Hans va cong su trén 152 bénh nhan cho thay ty
1¢ dudi nhom khong tim mam 13 58% cao hon so véi
dudi nhém tam mam 1a 42%, dic biét ty 1¢ séng thém
toan bo 5 nim ctia nhém tdm mam 1a 76% so voi nhom
khéng tam mam chi 1a 34% [3]. Piéu d6 cho thiy viéc
phan dudi nhom u lympho té bao B 16n lan toa la rat
quan trong trong chan doan, tién lwong bénh.

* U lympho thé nang (FL) 14 tip md bénh hoc u lympho
gip cao nhit & My va Pong Au. Day 1a nhom u cé ty 18
song s6t tong thé trong 5 nam 1a khoang 60-70%. Tudi
cao, giai doan tién trién c6 lién quan dén tién luong xau
hon. FL ¢6 thé xdy ra sy chuyén dang thanh DLBCL
voi ty 1€ 10-70% trong toan bd thoi gian véi nguy co
ting 1én 2% mdi nam.

* U lympho té bao 4o nang (MCL): MCL c6 dién tién
1am sang kha ning né va co tién lugng xau so voi cac
tip mo6 bénh hoc khac. Chinh vi vay xac dinh MCL la
rat quan trong.

* U lympho ving ria (MZL): Ton thuong ting sinh té
bao B ¢o hinh thai gidng té bao ving ria nang. Chiing
toi gdp ca 3 thé 1a MZL tai hach, MALT, MZL & lach.
Céc nghién ctru cho thdy, MZL chiém 5-10% ULAKH
& nguoi 16n, SMZL 1a mot thyc thé hiém gip chi chiém
khoang dudi 2% tong cac u lympho phét sinh tir cha
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yéu té bao B nh¢ ving ria ciia nang lach, hach lympho
ron lach, ty xwong va mau ngoai vi; chiém xap xi 20%
MZL véi tubi trung binh 1a 69.

* U lympho, lympho bao nhé té bao B (SLL/CLL): Té
bao chiém uu thé trong cac ving khuéch tén lan toa 13

mot t& bao lympho nhé véi bao twong hep, nhin tron
v6i chit nhiém sic tho, va d6i khi c6 mot hat nhan nho.
Hoat dong phan bao thuong rét thap.

3.2. Pdnh gid sw boc 1§ ciia diu én Ki-67 & cdc tip mo
bénh hoc u lympho dc tinh khéng Hodgkin té bao B

Bing 3.2. Sw béc 19 ciia Ki67 6 cdc tip mé bénh hoc u lympho dc tinh khong Hodgkin té bao B

Cac tip mo bénh hoc u lympho ac tinh S6 lwgng Ki67
DLBCL 53 62,9 + 14,7 20 90
FL 4 20,0 £10,0 10 30
. MCL 1 20,0 20 30
Nhom t€ bao B nhd
MZL 9 39,3 +30,9 5 80
SLL/CLL 2 15,0+ 7,1 10 20

- Trong DLBCL, gié tri trung binh ctia Ki67 1a 62,9 +
14,7, gia tri thap nhét 13 20, cao nhat 14 90. Chi s6 Ki67
cua cac nhém FL, SLL/CLL, MCL dao dong tur 20-
30% trong khi d6 cac truong hop dugc chan doan MZL
c6 gié tri Ki67 thay doi tir 5-80%.

Ki67 1a mot khang nguyén nhan dugc boc 19 trong chu
ky té bao. Phan tram céc té bao boc 10 Ki67 phan anh ti
1¢ t& bao u c6 hoat dong phan bao. Y nghia tién luong
cua su boc 19 Ki67 duoc xac dinh trong nhiéu loai u

khac nhau, tuy nhién trong DLBCL thi con dang dugc
tranh luan. Ty 1€ Ki67 trung binh 6 DLBCL theo nghién
ctru ctia Frost nam 2004 1a 56% [6]. Ki67 thuong bdc
16 cao trong nhém DLBCL, thdp trong cac tip trong
nhom u lympho té bao B nho. Theo nghién ctru cua Li
nam 2017, chi s6 Ki67 trung binh trong nhom DLBCL
1a 80%, gia tri nho nhat 1a 20%, 16n nhat 1a 100% [7].
Nghién ctru ctia ching t6i ghi nhan mot s6 trudng hop
ty 1€ boc 16 Ki67 cao trong DLBCL.

Bing 3.3. Sw bc 1§ ciia Ki67 6 hai nhém mé bénh hoc chinh u lympho dc tinh khong Hodgkin té bao B

Cac nhoém mo bénh hoc u lympho ac tinh khong Ki67 2
AR Tong p
Hodgkin té bao B <65% >65%
U lympho té bao B 16n lan toa (DLBCL) 23 30 53
Nhém u lympho té bao B nho (SLL/CLL) 12 4 16 0,016
Tong 35 34 69

Nhan xét:

- Trong 53 trudng hop DLBCL, nhém cé chi sd
Ki67>65% chiém 56,60% phd bién hon nhém c6 chi
s6 Ki67<65%. Phan 16n cac truong hop thuéc nhom
u lympho té bao B nho c6 chi s6 Ki67<65%. Su khéac
biét gitra mirc d6 boc 16 Ki67 cia cac tip md bénh hoc
ULAKH té bao B ¢6 y nghia thong ké véi p<0,05.

Su boc 16 caa ddu 4n Ki67 duge siv dung rong rai trong

N
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thyc hanh 1am sang nhu 1a mot chi sb danh gia sy ting
sinh ctia u lympho. Céc nghién ctru khéc nhau iy diém
cut-off Ki67 khac nhau. Nghién ctru cua chung t6i, chia
cac mbc Ki67 thanh Ki67 <65% (Ki67 thip) va Ki67
>65% (Ki67 cao) theo tac gia Payandeh nam 2015. Khi
dém cac té bao dwong tinh véi Ki67, chung ta khong
duoc dém céac té bao ndi mo, mod bao, cac lympho bao
khong u, va cac té bao khong phai u khac [8]. Mot s6
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nghién ctru cua tac gid Kim nam 2007, Payandeh nam
2015 lay gia tri cut-off ctia Ki67 1a 65% nhu nghién ctru
ctia chung t6i. Mot s6 nghién ciru khac 13y gia trj cut-off
cua Ki67 la 45% nhu Naz nam 2011 va Mudassar nam
2019 [9].

Trong nhom U lympho té bao B nho, chi sb ting sinh

Ki67 thuong thap. Tuy nhién, chi s6 Ki67 cao ludn co
tién luong kém trong cac dudi nhém U lympho té bao
B nhé. Chi s Ki67 >30% la yéu td tién luong doc lap
lién quan dén dép ing kém trong diéu tri ctia bénh nhan
mic MCL va dugc chuén héa, khuyén khich ap dung
thuong quy trong danh gia 1am sang.

Bing 3.4. Sw bjc 1§ ciia Ki67 theo dwéi nhém ciia u lympho té bao B I6n lan téa

Duéi nhom u lympho Ki67 Té
té bao B 16m lan téa <65% >65% ong p
TAm mam 14 3 17
. 0,028
Khoéng tam mam 9 27 36
Tong 23 30 53
Nhdn xét: mam, ti 1& boc 16 Ki67 ¢ mirc thip <65% la cha yéu

- O nhém tAm mam, ti 18 boc 16 Ki67 & mirc thip <65%
wu thé hon voi 14/17 truong hop chiém 82,35%. O
nhom khéng tdm mam, ti 1& boc 10 Ki67 & mic cao
>65% chiém da sb voi 27/36 truong hop chiém 75%.
Su khac biét gitra mirc d6 bdc 10 Ki67 cua cac dudi
nhém DLBCL c6 y nghia théng ké véi p<0,05.

Nhirng bénh nhan ULAKH c6 ty 1€ Ki67 cao thuong co6
tién lugng x4u hon nhitng bénh nhan ULAKH c6 ty 1¢
Ki67 thip. Mot s6 nghién ctru cho rang trong nhom tam
mam, chi s6 Ki67 thap co tién lugng séng tot hon nhém
Ki67 cao, trong khi trong nhom khong tim mam khong
c6 su khac biét trong tién luong séng & cac chi sd Ki67.

4. KET LUAN

Theo T6 chirc Y té thé giéi nam 2016, tip mé bénh hoc
hay gap nhat 1 u lympho té bao B 16n lan toa trong d6
dudi nhom khong tim mam chiém ty 18 cao hon dudi
nhoém tim mam.

Trong DLBCL, gia tri trung binh cta Ki67 1a 62,9 +
14,7, gia tri thip nhét 1a 20, cao nhat 1 90. Chi s6 Ki67
cua cac nhom FL, SLL/CLL, MCL dao dong tir 20-30%
trong khi d6 MZL c6 gia tri Ki67 thay doi tir 5-80%.

Ki67 boc 16 véi ty 1é cao trong u lympho té bao B 16n
lan toa, boc 16 voi ty 18 thip trong nhém u lympho té
bao B nho.

Trong u lympho 4c tinh té bao B 16n lan téa: nhom tam

trong khi nhém khong tdm mam, ti 1& boc 16 Ki67 &

murc cao >65% chiém da so.
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