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TOM TAT

Muc tiéu: danh gia sw lién quan gitra thoi gian séng thém theo céc yéu t6 sinh hoc ¢ gid tri tién luong
bénh nhéan ung thu vii giai doan I-Iil. '

Doi twong va phuwong phap nghién ciwu: Phén tich dua trén hdi ciu cia 248 truong hop ung thu vii
giai doan con mé dugc. Hoi clu vé ldm sang, m6 bénh hoc, thoi gian séng thém sau didu tri va nhudm
hoa mé mién dich dé xac dinh thu thé noi tiét va nhuém SISH dé xéc dinh tinh trang khuéch dai gen HER2.

Két qua: Sbng thém khong téi phat, toan b6 sau 5 nam I1an luot 14 75,8%, 80,6%. Sng thém bénh nhan
co khéi u c6 ER(-) thdp hon khéi u c6 ER(+), 72,6% so voi 85,2% séng 5 nam, 65,3% so véi 69,8% sau 9
ndm. Khéi u c6 HER2(+) séng ngén hon khéi u c6 HER2(-), 76,3% so v&i 83,4% séng 5 nam; 63,1% so véi
71,2% séng sau 9 nam. Khi két hop céc déu higu dé phan nhom kiéu hinh, bénh nhan bi ung thu luminal-A
co Sy séng thém tGt nhét, va thap nhat & nhoém bénh nhan co khéi u thu thé tam am, 88,0% so v&i 67,6%
séng sau 5 ndm va 73,7% so voi 64,6% séng sau 9 ndm.

Két lugn: Séng thém c6 lién quan véi yéu t6 tién luong va phan nhém sinh hoc phéi hop, giam dan
nhém Luminal A @én nhém tam &m sau theo d6i 5 ndm va thoi diém theo d6i 9 nam.

Twr khoa: thoi gian séng thém, yéu t6 sinh hoc, ung thu vi

ABSTRACT
LONG-TERM SURVIVAL AND BIOLOGICAL GROUPING
OF TUMOUR FOR BREAST CANCER
Vu Hong Thang’

Objective: To evaluate the association between survival according to biological factors that have
prognostic value for breast cancer patients with stage I-111.

Subjects and Methods: Retrospective study analyses of 248 based on cases of stage /-l breast
cancers. Clinical, histopathological, survival after treatment and immunohistochemical staining to determine
hormone receptor and dye SISH to determine HER2 gene amplification status were done.

Result: Defree recurent survival, overall survival at 5 years are 75.8%, 80.6%, respectively. The
paitents with ER(-) tumors had lower survival than those with ER (+) tumors, 85.2% vs72.6% at 5-years,
65.3% vs 69.8% after 9 years. Who with HER2 (+) had shorter survival than HER2(-) tumors, 83.4%
vs 76.3% over the 5-years; 71.2% vs 63.1% after 9 years. When combining the phenotypic subgroup,
patients with luminal-A cancer have the best survival, and the lowest in patients with tumors with triple-
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negative 88.0% as compared with 67, 6 at 5 years and 73.7% as compared with 64.6% after 9 years.
Conclusions: Long-term survival is influenced by prognostic factors and biological grouping coordination,
luminal A group has the longest survival and all subtype groups have promissing 5-year survival and and

gradually decreases to 9 years after treatment.

Key words: Long-term survival, biological factor, breast cancer

I. DAT VAN DE

O Viét Nam, theo ghi nhan ung thu trong ba khu
vuc cho thiy ung thu va bénh ung thu phd bién nhat
cac ung thu & phy nit [1], tuy nhién khéng c6 s6 liu
ca nude co trén ty 1é méi mac va ty 1é mac bénh
chung trong céc ung thu. V& ty ¢ chét, ung thu v
chiém 5,69% ciia tat ca cac truong hop tir vong ung
thu & phu nit [2]. M8t s6 bao céo gan day tir My
da cho thiy ring ty I8 tir vong cta bénh nhan gbe
Viét thip nhét trong sb cac nudc chau A va thip hon
nhiéu so v6i phu nif trdng, tuy nhién yéu to nao anh
hudng dén két qua nay chua duge 1 [3]. Tuong ty
nhu vay, né ciing da duoc tim thay ring phu nit My
gbc Phi ¢6 ty 1¢ sdng thip hon so véi phy nit & Au
My, tham chi sau khi ¢o6 su diéu chinh céc dic tinh
tién lugng [4]. Ty 1é tor vong ung thu vi di bi suy
giam & chau Au trong thoi gian véi mie gidm danh
dAu quan sat thay 6 cac nude Béc do phat hig¢n sém
va diéu tri [5].

Nghién ctru vé thoi gian song thém bénh ung
thu v & phu nir ¢ Viét Nam con it mac du déy 1a can
bénh thuong gip. Hai nghién ctru cho thdy phu ni
tién man kinh dugc hudng loi tir cét budng trimg két
hop véi tamoxifen [6, 7]. Vé dic diém bénh hoc, cac
nghién clru trude day cho thdy phu nir Viét Nam da
c6 cac khdi u ung thu vit véi mot tan s cao ciia cac
yéu td ting trudng biéu bi cia con ngudi (HER2)
khuéch dai gen cao, tan suat thu thé ndi tiét thf;.p
hon va c6 giai doan tién tién hon cua khdi u so véi
phu nit Thuy Pién [8.,9]. Nghién ctru cho rang, co
su anh hudng dén két qua diéu trj nhu phuong phép
va yéu to tién lugng bénh. Chinh vi vay, ching toi
tién hanh nghién ciru ndy nhim muc tiéu: danh gia
su lién quan giira thoi gian séng thém theo cac yéu
td sinh hoe ¢6 gia tri tién luong bénh nhan ung thu

v giai doan I-1I1.
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II. POI TUQNG VA PHUONG PHAP
NGHIEN CUU

2.1. Déi twgng nghién ciu: Nghién ciru dua trén
thong tin ctia 248 bénh nhan bi ung thu v ¢ giai doan
lam sang chinh I-11lb, da dugc diéu tri tai bénh vién K
thang 6 ndm 2002 va thang 10 nam 2003.

2.2. Phuwong phap nghién ciru:

Lam sang: Bénh nhan duoc didu trj bing phiu
thuat bién déi hodc phéu thuit bao tha va nao vét
hach nach v&i1 mot trung binh 1a 10 hach bach huyét
dugc cét (khoang 6-35). Phan loai céc loai md hoc
dad dugc xac dinh theo tiéu chudn cia WHO. bo
mo hoc khdi u duoc danh gia theo phén loai Scarff-
Bloom-Richardson (SBR) ciing nhu cac Elston-
Ellis [10]. Bénh nhan phiu thuat cit bo va triét dé
vGi bién doi dugce diéu tri béng xa tri bd tro cho céc
khéi u >3 cm tai mét lidu 50 Gy dén long nguc va
50 Gy véao viing nach. Bénh nhén phiu thuit cit bo
vii v&i mdt phan duoe xa 50 Gy cho toan b vii va
tang liéu dé 60-65 Gy t&i giudng khoi u. Bénh nhan
¢6 di cin hach nhén dugc hoa tri bd tro phac do voi
anthracycline hojc taxane 4-6 chu ky. Trong s6 123
bénh nhan tién man kinh, khéi u ¢ thu thé duong
tinh 14 104 (84,5%) duoc diéu tri bang ndi tiét bao
gdbm 74 bénh nhan bj cit budng trimg bfmg xa tri
& lidu 15 Gy va 11 cta nhitng ngudi da tré thanh
min kinh sau khi héa tri va phu nt 19 man kinh
duoc diéu tri bﬁng tamoxifen don thuin. Bénh nhan
man kinh c¢6 khéi u thu thé duong tinh dugc diéu
tri bang tamoxifen & liéu 20 mg t5i da t6i 5 nim.
Trong nhimg nim dau tién, tit c cdc bénh nhan
duoc theo ddi voi kham lam sang, chup X-quang,
siéu &m bung va xét nghiém mau CA15.3. Bénh
nhéan c6 triéu chimg cho thy di can da duoc kiém
tra bang CT/MRI hodc xa hinh xuong. Phén 16n cac
bénh nhan tiép tuc duoc theo doi bﬁng kham, nhung
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mdt s& bénh nhan khac ngoai Ha Néi sinh séng chi
c6 thé dat duge bfmg dién thoai. Thoi gian theo doi
trung vi 99 thang (4-108 thang).

Xét nghiém yéu td sinh hoc: Nhing khéi u nay
cling dugc nhudém hoa md mién dich va danh gia
tinh trang thu thé tai khoa giai phau bénh, Bénh
vién Karolinska (Thuy bién). Yéu té danh gia bao
gém thu thé estrogen, progesterone, thu thé HER2
va khuéch dai gen HER2 bang ki thuat SISH va
muc dd phan bao bing cach sir dung nhudm hoa
md mién dich hé théng may ty dong. Cac két qua
da duoc trinh bay trude day [11,12]. Trén co so két
qua chi diém sinh hoc nay, bénh ung thu v dugc
nhém lai thanh bén phan nhom kiéu hinh: Luminal
A [ER(+) hodc/va PR(+) va HER2(-)], luminal B
[(ER(+) hodc/va PR(+) va HER2(+)], nhém HER2
duong tinh [(ER(-), PR(-) va HER2 (+)] va b$ ba
tinh [(ER(-), PR(-) va HER2(-)].

Phén tich sé liéu: Cac di lidu thu duge, luu
trit bang phidn mém SPSS, phién ban 19.0 cho
Window (SPSS, Chicago, IL). Phéan tich duoc
thuc hién béng cach s dung SPSS va STATA

IIL KET QUA NGHIEN CUU

phién ban 10.1, StataCorp Texas, USA. Su khac
biét vé dac diém giai phﬁu bénh lam sang, bao
gdm ca 16p khdi u, kich thuéc khdi u, tinh trang
hach huyét va cac phan nhom bénh nhan ung thu
v gifta tién man kinh va sau man Kinh, dugc
kiém tra bing kiém dinh %2 va ty s6 chénh (OR)
khoang tin cay 95%. Thoi gian sdng thém khéng
tai phat 1a khoang thoi gian tir ngay phau thuat
dén ngay phat hién dau tién cia di can hodc ung
thu va ddi bén. Ti 1é séng thém dac hiéu ung thu
duoc tinh ké tir ngay can thiép diéu tri dén ngay to
vong truc tiép gdy ra boi ung thu, Ti 18 song thém
toan bd duge xac dinh tr ngdy can thiép diéu tri
dén ngay tir vong bat clr nguyén nhan hodc ngay
theo doi cubi cung. Ti 1é song duge udce tinh bing
cach st dung cac phuong phap Kaplan-Meier.
Kiém tra log-rank duoc st dung dé so sanh séng
thém giita 2 nhém. M6 hinh hdi quy don bién va
da bién Cox di duoc st dung dé xac dinh cdc méi
quan hé gitra tir vong do ung thu v va céc yéu td
tién lugng va diéu tri. TAt ca cdc so sanh ¢ gia tri
p<0.05 mic y nghia théng ke.

Bang 1: Phdn bé nhém sinh hoc bénh nhén nghién citu

Nhoém sinh hoc

Luminal A Luminal B Nhom HER2  Nhom tam
am
N 113 52 47 36 248
(%) (45,4) (20,9) (18,9) (14,5) (100)
Ki67 <15% 30,7 31.4 9.1 18,2
>15 69,3 68.6 90,9 81,8
Bang 2: So sanh dac diém bénh hoc gitta cdc nhom sinh hoc
Yéu t bénh hoc Luminal | Luminal B Nhom Nhém tam Giatri P
A HER2(+) 4m
Tubi <50 55 21 12 12
>50 30 22 30 17 <0.0001
Tinh trang kinh | Con kinh 55 22 12 11
nguyét Man kinh 28 21 33 18 <0.0001
Giai doan lam LII 49 20 19 12
sang I 32 28 21 19 0.053
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D& mo hoe (SBR) LII 46 22 20 11
Il 31 21 17 31 0.037
Tinh trang hach (-) 48 20 20 12
nach 0.582
(+) 43 23 17 17
Héa trj bo trg Cé 48 19 12
Khéng 40 23 20 17 0.601
Bang 3: Vitri di can xa
Vi tri di can n %
Phoi 23 39.0
Gan 12 20.3
Xuong 10 16.9
Nio 3 5.1
Co quan khéac 7 11.9
Vi déi bén I 1.7
Tuy 1 1.7
Gan+ xuong 1 1.7
Va+xuong ] 1.7
Téng 59 100.0
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Survival Funetion Survival Function o
o]~ et wl e S temed
“'\q,"‘L L‘L"h.. 4
o0& 1&““‘ na- \“\
e i S ; T
ey g
T os- A 3 o8
° “ @ ———— = 1o = o » w & a0 180 120
Month
Biéu dé 1: Song thém khéong bénh va song thém toan bé
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Biéu dob 3: Song thém lién quan theo nhom sinh hoc
IV. BAN LUAN Phap [11], thap hon so vai sir song con cua phuy nit

Bang 1 cho thiy, nhém bénh nhan HER2 duong
tinh hay nhom tam 4m c6 su phdn bao nhanh hon so
véi 2 nhém con lai 1a nhém Luminal A,B. Gan day
cho thy, chi s6 phin bao la yéu t5 tién luong quan
trong da dugc cac nghién ciru xac dinh. Co thé the"iy
rang, nhiéu yéu td tién lugng co su tic dong anh
hudng Ian nhau va dén két qua diéu tri. Do vay, tién
luong bénh dua trén téng hoa cha nhiéu yéu td, phén
nhém sinh hoc. B6 mo6 hoc cao hon & nhém tam 4m
s0 v&i nhém con lai 1an lugt 14 73,8%, so véGi 46%,
40,2%, 48,8%.

Thoi gian séng thém sau 5 nim chung trong tat
¢a cac giai doan I-1II trong nghién ctru nay la 80,6%,
két qua nay tuong tu nhu ty ¢ sdng duge bao cdo tir
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Viét sinh ra & My khong ¢ trong nudc ma da duge
bédo cdo 1a 86% [3], nhung ciing tuong tu nhur nghién
ctru tir khu vue Phia dong Vuong qudc Anh (85,6%
s0 v6i 85,0%) va thip hon mdt chit khi so sanh thoi
diém séng sau 9 nam diéu trj [12]. Diéu nay phan nao
¢6 thé duoc giai thich boi thue té 13 tat ca céc bénh
nhén trong cac nghién clru nay ¢é thé da duge diéu tri
& bénh vién chuyén khoa véi nguyén tic va k¥ thuat
dang tin cay. Tuy nhién, séng thém sau 5 nam khéng
t4i phét trong nghién clru clia ching t6i 13 thip hon ghi
nhan tir nghién ciru & Hong Kéng véi cic giai doan
tuong ty, 75,8% so vai 81,2% [13].

I'heo chung t6i duoc biét, day 4 nghién ciu dau
tién co su theo doi lau dai dén 99 thang cho bénh
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nhan tién va sau man kinh bi ung thu vo tor Viét
Nam. Tuy nhién, kho khan cho bénh nhén sémg o
mdt khoang cach xa Ha Noi. Do d6, 10 bénh nhan
(4%) da bi mat dé theo doi trong sudt qud trinh
nghién ciru. Mot khé khan ntra 1a mot sb bénh nhan
dén kham va theo doi 6 tuyén dudi hodc dé tim cach
diéu tri y hoc co truyén. Trong thuc té, mot s6 bénh
nhan khong di kham bénh, mac du ho cé nhiing
triéu chitng khac nhau. Vi vay rat khé dé danh gia
xac thue vé song thém khong tai phat vao thoi diém
két thue nghién ctru. Mac di ching ta bat ddu co sb
liéu thong ké ty 1é ta vong qude gia nim 1992 duoc
dua trén cic bao cao cap xa. Tuy nhién, viéc danh
gid nguyén nhan cia cai chét 1a & nhidu bénh nhan
van con chua 16 rang [2]. Trong nghién clru nay, 48
trong s& 76 bénh nhin d chét (63%) ¢6 bang chimg
vé sur di cin cha diéu tra tai cac bénh vién va bénh
ung thu da duge xac dinh 1a nguyén nhan chinh gay
tir vong.

Nhiéu diéu tri phuong phap tién tién cho chan
doan som da duoc cai thién su séng con ung thu v
s0 voi nhitng ndm gan day [4]. Trong nghién ctru
ctia chung tdi, bao gdm ca céc tinh trang mén kinh,
giai doan lam sang, loai khdi u va chi ddu sinh hoc
khac nhau duge két hop va bién phap diéu tri mang
lai su séng con cho bénh nhén. Su sbng sét thap
nhit duoc thdy ¢ nhiing phu nit ¢ giai doan mudn
hon, cac khdi u dé mé hoc cao, ting sinh té bao cao,
hoic cac khdi u 4m ba. Giai doan ctia bénh la yéu td
tién lwong quan trong nhét bat ké cac yéu t6 khac.

Ty 1é song thém clia bénh nhén dugc két hop

voi ¢ hai dic diém khdi u, giai doan bénh va co
so diéu tri [12]. Mac da Séng thém co lién quan vai
tinh trang ER va HER2 trong nghién ciu khong cd
y nghia théng ké nhung da cho thiy bénh nhan véi
ER(-) va/hodc cac khéi u HER2 khuéch dai c6 ti
I¢ sdng thap. Khdi u cd ER(-) thap hon khdi u ¢
ER(+). 72,6% so véi 852% sbng 5 nam, 65,3%
s0 vGi 69,8% sau 9 nam. Khdi u ¢c6 HER2(+) séng
ngin hon khdi u c6 HER2(-), 76,3% so v&i 83,4%
séng 5 nam; 63,1% so voi 71,2% séng sau 9 nam.
Khi két hop cac dau hiéu dé phan nhém kiéu hinh,
bénh nhan bi ung thu luminal-A ¢é su séng thém tot
nhét, va thip nhat & nhom bénh nhan co khéi u thy
thé tam am, 88,0% so véi 67,6% séng sau 5 nim va
73.7% so v&i 64,6% song sau 9 nam. Két qua nay
tuwong tor mot s bao cao trude day trén cac bénh
nhan chau A hay Phuong Tay [12-15]. Trong cac
nghién ctru nay, thoi gian song thém tét nhat nhom
Luminal A, kém nhét nhém tam am. N6 nén, tuy
nhién, duoc chira rﬁng su séng sau diéu tri ctia bénh
nhin bi ung thu vi khéng chi phu thude nhiéu vao
phan nhém sinh hoc.

V. KET LUAN

Bénh nhén ung thu vi giai doan con mé duoc
didu tri da phuong phap, séng thém 80,6%, sdng
thém khong tai phat sau 5 nam 75,8%. Séng thém
¢6 lién quan voi yéu td tién lugng va phan nhém
sinh hoc phdi hop, giam dan nhém Luminal A dén
nhém tam am sau theo doi 5 nam va thoi diém theo

ddi 9 nam.
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