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PHAN TANG NGUY CO' THEO IHC4 VA MOT SO PAC PIEM LAM SANG
CUA UNG THU VU XAM NHAP GIAI POAN I-II

TOM TAT

Phac do diéu tri ung thu vu giai doan sdm I I co
thu thé ndi tiét duong tinh gom liéu phap noi t|et can
nhéc str dung hda chat vdi nhu’ng trerng hdp nguy co
tai phat cao hoac typ phan t&r co tlen lugng xdu. Muc
tiéu: banh g|a m0| lien quan g|Lra cac nhom nguy cd
IHC4 vdi mot s6 dic diém 1am sang ung thu va giai
doan I-II. Doi tugng va phuadng phap nghién
clru: 226 bénh nhan ung thu vl dugc phan tang nguy
cd theo IHC4 va phan typ phan tor bang nhuom HMMD
VGi ER, PR, Her2/neu, Ki67 va danh g|a mai lién quan
vGi dac dlem ldam sang. Két qua nghién ciru: Trong
nhém gia tri IHC4 thap, ti 1& bénh nhan khong di cén
hach chiém 94,7%, cao hon ti I& nhém nay trong
nhom gia tri IHC4 trung binh (chiém 73,3%), va trong
nhém gia tri IHC4 cao (chi€m 66,9%). Ti 1€ nhom di
can 1-3 hach tang dan trong cac nhom gia tri IHC4 tir
thap téi cao lan lugt la 5,3%); 26,7% va 33,1%
(p<0,05). K&t ludn: Nhom nguy cd thap chi€ém ty 1é
cao nhat & ung thu vU chua di can hach, trai lai nhom
IHC4 cao chl yéu gdp & cac ung thu v da di cdn hach.

To khoa Ung thu vU, Phan tang nguy cg, Dac
diém 18m sang, Héa md mién dich.

SUMMARY
RISK CATEGORY OF IHC4 SCORE AND
SOME CLINICAL FEATURES IN INVASIVE

BREAST CANCER WITH STAGE I-II

Regimens of hormonal receptor-positive breast
cancer, stage I and II include endocrine therapy,
consideration of chemotherapy for high risk of
recurrence or poor prognosis. Purpose: Assessment
of association between IHC4 risk groups and some
clinical features of stage I-II breast cancer. Methods:
226 breast cancer patients were classified in risk
subgroups by the criteria of IHC stain and evaluating
their relations to clinical characteristics. Results: In
the low IHC4 group, the proportion of patients without
metastasized lymph node accounted for 94.7%, higher
than the proportion of this group in the mean IHC4
group (73.3%), and in the high IHC4 group
(accounting for 66.9%). The rate of 1-3 the positive
lymph node (s) gradually increased in the different
IHC4 groups from low to high respectively 5.3%;
26.7% and 33.1% (p <0.05). Conclusion: The low-
risk group had the highest proportion of negative
node, whereas the high-risk group was mainly found
in the positive node.
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I. DAT VAN PE

Trong ung thu vd, phac do diéu tri ung thu
vi (UTV) giai doan s6m I, II c6 thu thé ndi tiét
duong tinh goém liéu phap ndi tiét, can nhac sir
dung héa chat véi nhitng trudng hdp nguy co tai
phat cao hoac typ phan tir co tién lugng xdu. Do
vay, viéc phan tang nguy cd & nhitng bénh nhan
nay rat quan trong, d€ dua ra liéu phap diéu tri
phu hgp, tranh diéu tri qua mic cho bénh nhan.
Trong nhitng xét nghiém phan tang nguy cd
bénh nhan, Oncotype DX cd gid tri cao nhat va
dugc dua vao phan loai AJCC lan thar 8 [1]. Tuy
nhién, nhitng xét nghiém nay doi héi nhiéu chi
phi va cong nghé cao, nén chua dugc ap dung
phd bién & cac nudc dang phét trién. Do vay
nam 2011, Cuzick va cs [2] da thiét 1ap thang
diém IHC4 (Immunohistochemistry 4) dugc tinh
toan dua trén 4 ddu an ER, PR, HER-2 va Ki67,
vGi cach tinh toan don gian va chi phi thap,
nhdm tién lugng thdi gian tai phat cia bénh
nhan UTV giai doan sém cé thu thé ndi tiét
duong tinh. Nghién clru ciing chi ra rdng thang
diém IHC4 cd gid tri tién Iugng tuong tu nhu xét
nghiém Oncotype Dx [2]. O Viét Nam rat it
nghién clu vé van dé nay. Vi vay, chdng toi thuc
hién dé tai: Panh gid modi lién quan gilia cac
nhém nguy co IHC4 vdi mot s6 dic diém 15m
sang ung thu vd giai doan I-1I.

Il. DOl TUONG VA PHU'ONG PHAP NGHIEN CU'U

Po6i tugng nghién clru. Gom 226 bénh
nhan ung thu vl dugc phau thuat tai Bénh vién
K, tir nam 2017 dén nam 2019.

Tiéu chuén chon bénh nhan

- UTV nguyén phat giai doan I-II V6i chén
doan MBH la UTBM xam nhap, nhuém hdéa md
mién dich (HMMD) duang tinh véi thu thé ndi tiét.

- Co tiéu ban nhuém HE va khoi nén chua
bénh phdm du dé nghién clu.

- Chua dugc diéu tri hda chat va/hodc xa tri
truGc ma.

Tiéu chuan loai trir: Bénh nhan khéng thoa
man cac tiéu chuan trén

- UTV tai cho, tai phat hoac ung thu tir noi
khac di can téi va.

- UTV & nam gidi.

Phucng phap nghién ciru
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Thiét ké nghién ciru: Nghién clru mo ta cat
ngang.

Cac budc tién hanh nghién ciru

Ghi nhan cac thong tin: Tudi, vi tri u, kich
thudc u, tinh trang hach nach va pTNM.

Nghién ciru HMMD: Cac mau mé dugc
nhuém HMMD bang mdy Ventana véi cac dau
an: ER, PR, Her-2/neu va Ki67. Banh gia két qua
HMMD theo cac hudng dan qudc té.

Phan tang mirc d0 nguy ca: thap, trung binh
va cao theo thang diém IHC4:

IHC4 = 94,7 x [- 0,1 ER1wo — 0,079 PR1o +
0,586 HER2 + 0,240 x In (1 + 10 x Ki67)]

Pia diém nghién ciru: Nghién cliu nay
dugc thuc hién tai khoa Giai phau bénh-té bao,
Bénh vién K.

Pao dirc trong nghién cilru: bé tai dugc
hoi dong khoa hoc va dao dic cia Bénh vién K
phé duyét.

Xur ly so liéu: X ly s6 liéu trén phan mém
SPSS 20.0.

II. KET QUA NGHIEN cU'U
Pac diém chung

11,5 28
<35
35-50
50-65

49,1 =65

Biéu do 3.1. Phan bé 'ty Ié theo nhom tudi
cua ung thu' va
Nhén xét: Tudi trung binh la 51,17+11,25,
tudi cao nhat 13 86; tudi thdp nhat 13 22. Nhém
tudi hay g&p nhét la 35-50 véi 111 trudng hop,
chiém ty 1& 49,1%. Nhém <35 tudi it gép nhat
V@i 13 trudng hgp, chi€ém ty 1€ 5,8%.
Bang 1. Phadn bé theo vi tri ung thu' v

Vi tri N Ty 1& (%)
VU phai 105 46,5
VU trai 114 50,4
Khong xac dinh 7 3,1
Tong 226 100,0

Nhéan xét: Trong 226 bénh nhan nghién cuu,
ung thu vl gap & vu trai (50,4%) nhiéu han bén
vl phai (46,5%).

Phan tang nguy co theo IHC4 va mot s6
mai lién quan

Bang 2. Phéan tang nguy co ung thu va
giai doan I-II theo IHC4

Phan tang nguy co N %
Thap 19 8,4
Trung binh 86 38,1
Cao 121 53,5
Téng 226 100,0

Nhén xét: Diém IHC4 tur -68,29 dén 185,72
(giad tri trung binh la 41,04, gia tri trung vi la
34,26; dd léch chuan 1a 53,22). Nhém UTV nguy
co cao chiém ty 1€ cao nhat la 53,5%, tiép theo
la nhdm cdé nguy cd trung binh chiém 38,1%,
cudi cung la UTV nguy cd thap la 8,4%.

Bang 3. Méi lién quan thang diém IHC4
va kich thuoc u

Kich thuéc u (cm)
Nhém <2 [ >2-5]>5]| Téng
nguy co n (%)
Thap | 11(57,9) | 7(36,8) [1(5,3)] 19(8,4)
Trung binh| 51(59,3) |35(40,7)(0(0,0)| 86(38,1)
Cao | 63(52,1) |57(47,1)[1(0,8)[121(53,5)
Tong | 125(55,3) [99(43,8)[2(0,9)] 226 (100,0)

Nhan xét: Trong 226 bénh nhan ung thu vu
giai doan sdm, nhom gia tri tién lugng IHC4
thap, u kich thudc < 2 cm hay gap nhat (chiém
57,9%), sau dé la nhdm 2-5cm (chi€ém 36,8%),
cudi cung la nhdém u >5cm (chiém 5,3%). Gia tri
clia nhém u kich thudc 2-5 cm ding thdr 2 & cac
nhém tién lugng (chiém >40%). Nhom u kich
thudc >5cm, cb 2 trudng hgp, 01 trudng hgp co
gia tri IHC4 thap, va 01 trudng hop IHC4 cao.
Tuy nhién su’ khac biét gilta nhém gia tri IHC4 va
nhém kich thudc u trong nghién clfu clda ching
t6i la khac biét khdng c6 y nghia thdng ké, vdi
p=0,264>0,05.

Bang 4. Méi lién quan thang diém IHC4
theo tinh trang hach nach

Nhom 0 H@‘Th i3 18
- ong
nguy co n (%)
Thap 18 (94,7) | 1(5,3) 19(8,4)
Trung binh | 63 (73,3) [23(26,7) | 86(38,1)
Cao 81 (66,9) 140 (33,1) |121(53,5)
Tong 162(71,7) |64(28,3) [226(100,0)

Nhan xét: Trong nghién cttu cla ching toi,
da sO bénh nhan khong co di can hach nach
(71,7%). Trong nhém gid tri IHC4 thap, ti 1€
bénh nhan khong di can hach chiém 94,7%, cao
hon ti 1€ nhdm nay trong nhom gia tri IHC4
trung binh (chiém 73,3%), va trong nhom gia tri
IHC4 cao (chiém 66,9%). Ti Ié nhéom di can 1-3
hach tang dan trong cac nhdm gia tri IHC4 tir
thap tGi cao lan lugt 1a 5,3%; 26,7% va 33,1%.
Su khac biét gitra nhém hach di can va nhém
IHC4 la cd y nghia thong ké véi p=0,039<0,05

Bang 5. Méi lién quan thang diém IHC4
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theo giai doan u

Nhém Giai doan UTV
IA IIA IIB To
nguy cc |n (%) | ong
Thap [10(52,6)|8 (42,1) |1 (5,3) |19 (8,4)
Trung binh | 40(46,5) | 34(39,5) [12(14,0) | 86(38,1)
Cao 43(35,5) | 57(47,1) |21(17,4) | 121(53,5)
Tong 93(41,2) | 99(43,8) [34(15,0) |226(100,0)

Nhén xét: Trong 226 bénh nhan ung thu va,
nhém giai doan IA cé ti 1€ cao nhat & nhém cé
gia tri IHC4 thap (chiém 52,6%), ti€p theo &
nhédm co gia tri IHC4 trung binh (chiém 46,5%),
cudi cung la nhém coé gid tri IHC4 cao (chi€ém
35,5%). Nhém giai doan IIB chiém ty Ié tang
dan & cac nhom gia tri IHC4 thdp, trung binh,
cao (lan lugt chiém ty 1é la 5,3%, 14,0% va
17,4%). Tuy nhién, su khac biét nay khong cd y
nghia thong ké véi p=0,341>0,05.

IV. BAN LUAN

Nghién clu cua chdng t6i cho thady cac bénh
nhan ung thu v ¢b thu thé ndi tiét duong tinh
giai doan s6m I, II cd tudi trung binh mac la
51,17+11,25, bénh nhan tré tudi nhat la 22, cao
tudi nhat 1a 86. Nhém tudi hay gép 1a 35-50 tudi
(chiém 49,1%) (bi€u dd 1). Ching tdi thdy rang
nhém bénh nhan <35 tudi ¢ 11/13 trudng hap
cd gia tri IHC4 cao. Bén canh dd, theo hiép hoi
Ung thu Hoa Ki, UTV hay phét trién & nhitng phu
nit trung nién 50-70 tudi chiém 51%; tU ndm
2012-2016, tudi trung binh chan doan UTV la 62
[3]. Trong nghién cru cla chdng t6i, nhdm bénh
nhan 35-50 va 50-65 la hay gdp nhéat (chi€ém
49,1% va 33,6%). O nhdm bénh nhan >65 tudi
trong cac nhom gia tri tién lugng IHC4 ¢ su
gidam dan tr nhom nguy cc thap dén cao (tur
31,6%; 12,8% cubi cung la 7,4%). Nhiéu nghién
cltu cling chi ra réng, 8 phu ni cao tudi thi u it
tién trién hon so véi phu nit trung nién, va ung
thu v & phu nit trung nién it ac tinh han & phu
nr tré [4]. Su khac biét nay trong nghién cltu
cla chdng t6i co y nghia thong ké véi p=0,012.
C6 thé nhan ra, so v8i cac nudc phat trién, do
tudi mac ung thu vu giai doan sém cla Viét Nam
tré hon. Do vay, phat hién sém, diéu tri ddng
mic cho cac bénh nhan ung thu va tré tudi cé
vai trd quan trong, gilp kéo dai thdi gian song,
tang chat lugng cudc séng cho cac bénh nhan.

Trong nghién cfu cla ching t6i, ung thu vu
thudng gap bén trai hon (chiém 50,4%) (bang
1), két qua nay tudng dong véi cac nghién clru
cla cac tac gid khac nhu Nguyén Van Chua
(2016) cho két qua UTV & bén trai chiém 54,5%;
Vi Thi Ha (2019) cho thay UTV & bén trai chi€m
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52,4% [5, 6]. ,

Phan tang nguy co theo IHC4: O nhiing
bénh nhan giai doan sém I, II viéc diéu tri hoa
chét b8 sung sau phau thudt bén canh diéu tri
lieu phap ndi tiét con nhiéu tranh cai, do vay viéc
phan tang nguy co dé€ diéu tri cd th€ hoda thich
hgp ngay cang quan trong, tranh diéu tri qua
murc va diéu tri dudi mdc. Nam 2011, Cuzick va
cs [2] d& thiét 1ap thang diém IHC4 dugc tinh
toan dua trén 4 ddu &n HMMD 13 ER, PR, HER-2
va Ki67, v@i cach tinh todn dan gian va chi phi
thdp, nham tién lugng thdi gian tai phat cla
bénh nhan. Nghién cu dong thdi cling chi ra
rang cac tin hiéu da gen khac va tién luong
trong ung thu v dap ng véi hoa tri liéu bd trg
m&i, cling d& dugc kiém tra bdi cac nghién clru
khac. Trong nghién clfu clia ching téi (bang 2),
nhom co gia tri tién lugng IHC4 dao dong tir -
68,29 dén 185,72 (gia tri trung binh la 41,04; do
léch chudn la 53,22) nhém gid tri IHC4 cao
chiém ti Ié cao nhat la 53,5% vGi 121 trudng
hgp, ti€p theo la nhom cd gia tri tién lugng trung
binh chiém 38,1%, cuGi cung la nhém cé gia tri
tién lugng thap chiém 8,4%. So vdi nghién clu
cla Abubakar va cs [7] thay gid tri IHC4 trung
binh thdp hon (33+65), khodng dao dong réng
hon (-148 t6i 289), sy’ chénh 1éch nay cd thé do
mau nghién cu cta nhom tac gia nay chon Ién
hon (316 bénh nhan c6 ER dudng hoac va PR
duang tinh). Nghién clru khac cua Bakre va cs
[8] trén 543 bénh nhan gia tri IHC4 chia thanh 3
nhom nguy cc thap chi€ém 42,0%, nguy cgd trung
binh chiém 33,0%, cudi cung la nhdém nguy cg
cao chiém 25%. Nghién cltu cling chi ra rang
nhém nguy cd thdp (n=226) c6 thdi gian séng
khong di can xa (DMFS: 96%) cao han so Véi
nhém nguy cd trung binh (n=179) (DMFS: 89%,
p=0,002) va nhdom nguy cc cao (n=138) (DMFS:
91%, p=0,06). Hai nhdm nguy cg trung binh va
cao co ti |é tai phat xa sau 5 nam cao gap >2,4
[&n so v8i nhém nguy cad thap.

MGi lién quan véi IHC4: Trong nghién cliu
cla chung to6i, nhdm u kich thudc thudc < 2cm
hay gap nhat & cad 3 nhém nguy cd, nhdm u kich
thudc 2-5cm, chiém ti 1é cao ¢ nhom IHC4 cao
(47,1%), nhém IHC4 trung binh (40,7%), thdp
hon & nhdom IHC4 thap (chiém 36,8%) (bang 3).
MOt nghién ciru vé kich thudc u trong ung thu
vl cho thdy 33% bénh nhan UTV trong cd sG dir
liéu SEER c6 di can hach va c6 xac suat di can
hach tang theo kich thudc. Tuy nhién, bén canh
kich thudc u thi tip m6 bénh hoc, mdc d6 boc 10
vGi thu thé ndi tiét cd gid tri tién lugng nhiéu
hon nén d6i khi khong cé su tuong dong gilra
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kich thudc u va thdi gian song thém [9]. Theo
Tan va cdng su (2016), nghién cliu chi ra rang ti
€ dap Ung hoan toan trén md bénh hoc cua
nhom u >5cm va < 5cm la khac nhau véi ti 1€
[an lugt 1a 6,1% va 14,4% (p=0,044<0,05),
dong thdai ti I€ dap (ng hoan toan trén mo bénh
hoc thudng co gia tri IHC4 thap han (p=0,012)
[10]. Lakhanpal va cong su nghién ctu thang
diém IHC4 két hop véi thang diém diéu tri 1am
sang dua trén tinh trang di can hach, kich thuéc
u, d@ m6 hoc va diéu tri Anastrozole so Vdi
Tamoxifen dé tién lugng nguy co tai phat tai chd
¢ bénh nhan ung thu sdm, cho két qua ti 1€ tai
phat tai cho clia nhém nguy cg thap, trung binh,
cao lan luct 1a 2,7%; 22,2%; 23,7%. Dong thdi
nghién c(u cling chi ra rang su két hgp hai
thang diém nay c6 gid tri nhat trong dy dodn
bénh nhan cd nguy co tai phat tai cho thap.
Phan tich thgi gian s6ng khong tai phat bénh
trong 5 nam cho két qua ti Ié nhom nguy cc
thap, trung binh va cao [an lugt la 97%, 79%,
75,2% (p=0,02)

Nghién cltu cla chdng toi & nhitng bénh nhan
giai doan I, II c6 thu thé ndi tiét ducng tinh,
khong co trudng hgp nao cd di can >3 hach, da
s6 bénh nhan khong di can hach (71,7%). Nhom
nguy cd cao co ti Ié di can 1-3 hach nhiéu nhat
(chiém 33,1%), so vdi hai nhém nguy cg con lai
(béng 4). Trong khi dd, nghién clru clia Cheang
va cong su (2018), cho thdy nguy cd tir vong
(HR) ctia bénh nhéan di can 1-3 hach, di can >3
hach so véi khéng di can lan lugt la 1,92; 6,13
trong phan tich don bién; va 1,59; 4,24 trong
phan tich da bién. Bong thai, gid tri IHC4 cang
cao thi tién lugng cang xdu hon. Su khac biét
trong nghién cru clia chdng t6i, gilra gia tri tién
lugng IHC4 va cac nhdm di can hach khac biét
c6 y nghia théng ké véi p=0,039<0,05

Trong 226 bénh nhan ung thu vq, ti € nhém
bénh nhan & giai doan IA giam dan trong cac
nhdm thang diém tién lugng IHC4 cao, trung
binh va thap (ti 1€ [an lugt 52,6%; 46,5% va
35,5%). Bén canh dé bénh nhan giai doan IIA
cling chiém ti Ié cao trong cac nhom gia tri tién
lugng, cao nhat & nhom gia tri IHC4 cao (chiém
47,1%) sau do la nhom gia tri IHC4 thap (chi€ém
42,1%), cubi cung la nhom giad tri IHC4 thap
(chiém 39,5%). Nhém IIB c6 1 bénh nhan cb gid
tri IHC4 thap (chiém 5,3%) (bang 5). Cac nhém
gia tri IHC4 trung binh, cao ¢ ti I€ bénh nhan &
giai doan IIB thap. Nghién cltu clia Elsamany va
céng su (2015) lay gia tri IHC4 trung gian la
diém cut-off cho thdy nhém bénh nhan IHC4
thdp han co6 xu hudng co ti 1é dap Ung hoan

toan trén mé bénh hoc cao han (p=0,015), va
giai doan mo bénh hoc thap hon so v8i nhém
bénh nhan IHC4 cao (p=0,01).

V. KET LUAN

- Sir dung thang diém IHC4 da xac dinh dugc
8,4% la nhom nguy cg thap (khong can diéu tri
hda chéat bd trg), 53,5% la ung thu' v nhém nguy
cd cao, ti€p dén la nhdm nguy cg trung binh.

- Trong nhém gia tri IHC4 thap, ti I&é bénh
nhan khéng di can hach chiém 94,7%. Trai lai, ti
€ nhdm di can 1-3 hach tang dan trong cac
nhém gia tri IHC4 tur thap tdi cao lan luct la
5,3%; 26,7% va 33,1% (p<0,05).
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