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SUBOCLO THU THE:ANDROGEI\’I VA ESTROGEN
TRONG UNG THU BIEU MO TUYEN VU XAM NHAP

TOM TAT

Thu thé androgen (AR) lién quan tdi mot yéu t6
phlen ma kiém soat cac gen dic hiéu lién quan den
cac qua trinh t& bdo khac nhau, doi khi ngugc lai: no
6 thé kich thich hoac c che ca ting sinh t& bao va
apoptosis, tuy thuoc Vao cac con derng tin h|eu dong
thdi dugc hoat hda. Muc tiéu: Nhan xét mot sG6 moi
lién quan gilra su bdc 16 AR, ER Vdi typ phan ttr, NPI,
nhom nguy cd va giai doan sau mo cla ung thu vu
Dm tugng va phuong phap nghlen clru: Mau mo
u clia 94 bénh nhan 1 ung thu v dugc nhuém héa mo
mlen dich vdl d&u &n AR, ER dé xac dinh kiéu hinh
mién dich va danh g|a mai lién quan v&i mot s6 ddc
diém GPB. Két qua nghlen ciru: O typ phan tu
HER2, nhdm AR-ER- chiém ty Ié cao nhat (55,9%) va
ung thu v dang day, ki€u hinh AR+ER- chiém ty I&
pho bién nhat la 52,9%. AR-ER- chiém ty Ié cao nhat
G ung thu vl nguy cc xau (58,8%). Ung thu v giai
doan I nhdm AR-ER+ va AR+ER+ déu chi€ém ty |é cao
hon giai doan III (lan lugt la 40,0 vs 13,3% va 29,8 vs
21,5%). K&t luan: Kiéu hinh mién dich AR-ER-
thu‘dng két hgp vdi cac dac trung GPB xau nhat

T khoa: Thu thé androgen, Thu thé estrogen,
Ung thu va.
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Nguyén Viin Chi*

BREAST CARCINOMA

Androgen receptor (AR) links a transcription factor
that controls specific genes involved in different,
sometimes opposite, cellular processes: it can
stimulate or suppress both cell proliferation and
apoptosis, depending on the concurrent signaling
pathways activated. Purpose: To Comment on some
relationships between the expression of AR, ER and
molecular type, NPI, risk group and postoperative
stage of breast cancer. Methods: Tumor samples of
94 breast cancer patients were stained with AR and
ER IHC markers to determine the immunophenotype
and to assess association with some pathological
features. Results: In the HER2 molecular type, the
AR-ER- group was accounted for the highest
proportion (55.9%) and in the breast cancer with
basal type, phenotype AR+ ER- was accounted for the
most common rate of 52.9%. AR-ER- accounts for the
highest incidence of bad risk breast cancer (58.8%).
Both AR-ER+ and AR+ ER+ stage I breast cancer
were accounted for a higher rate than stage III (40.0
vs 13.3% and 29.8 vs 21.5%, respectively).
Conclusion: The AR-ER- immunophenotype is often
associated with the worst pathological characteristics.

Key words: Androgen receptor, Estrogen
receptor, Breast cancer.

I. DAT VAN PE

Thu thé androgen (AR) la mét thu thé ndi tiét
td steroid thudc dén ho thu thé nhan clung vdi
estrogen (ER), glucocorticoid, progesterone (PR)
va thu thé mineralcorticoid. N6 lién quan téi mot
yéu t6 phién ma kiém soat cac gen dic hiéu lién
quan dén cac qua trinh té bao khac nhau, doi khi
ngudc lai: nd c6 thé kich thich hodc tc ché ca
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tang sinh t€ bao va apoptosis, tuy thudc vao cac
con dudng tin hiéu dong thgi dugc hoat hda [1-
6]. Thu thé androgen dudc bi€u hién & khoang
70-90% trudng hgp ung thu va [1].

Trong ung thu vi duong tinh véi ER, AR da
dugc chiing minh la can thiép vao su phién ma
phu thudc ER thong qua canh tranh véi ER cho
cac vi tri lién két tai cac yéu té dap ('ng estrogen
(EREs) hodc thong qua canh tranh cho cac bo
dong diéu ché phién ma [1]. That vay, ti I1é boc
16 AR / ER xac dinh su tac dong cua ca hai AR va
ER trong diéu hoa su tang sinh t€ bao ung thu
vU. Khi nao mirc do bi€u hién ctia AR cao han so
vGi ER, AR lién két véi EREs, do do6 cd tac dung
(c ché t& bao su phat trién. Ngugc lai, néu ER
cao hon AR, sau do6 ER lién két véi yéu to dap
Ung androgen (ARE), dan dén tang sinh té bao
[2, 3-5].

O Viét Nam, da c6 nhiéu c6ng trinh nghién cau
vé bénh ung thu vi cd vé hinh thai MBH lan
HMMD, tuy nhién chua cé nghién ctu nao vé su
bdc 16 cua thu thé Androgen, cling nhu su' két
hgp cta nd véi ER. Vi vay, ching toi chon dé tai
nay véi muc tiéu: Nhdn xét mot s6° maéi lién quan
gitia su bic 16 AR, ER vdi typ phan tu, NPL, nhom
nguy co' va giai doan sau mé cua ung thu vi.

Il. DOl TUONG VA PHUONG PHAP NGHIEN CU'U

DP6i tu'ogng nghién ciru: gom 94 bénh nhan
ung thu biéu mé tuyén v dudgc phau thuét diéu
tri tai bénh vién K nam 2014.

Ill. KET QUA NGHIEN cU'U
Bang 1. Su’ boc 16 cua dau an AR va ER

Tiéu chuan lva chon ddi tugng

- Bénh nhan dugc mé cat tuyén v va khong
diéu tri hoa chat va xa tri tién phau.

- Pudc chan doan la ung thu biéu mé xam
nhap, nén du dé nhuém HMMD.

Tiéu chudn loai trir: cac trudng hgp khéng
dap Ung du tiéu chuén trén va

- Ung thu v tai phat hodc di cdn tur noi khac
dén. Ung thu va tai cho.

Phuong phap nghién ciru

Thiét ké nghién ciru: Nghién clru mé ta cat
ngang, hoi cliu

Cac thdng tin can thu thap

*Giai phau bénh: chi s& NPI, giai doan u sau mé

*Hda mb mién dich: theo phuong phap ABC
tiéu chudn. AR: nhudm > 1% nhén t& bao Ia
duong tinh. ER, PR: Danh gid két qua theo tiéu
chudn cua Allred. HER2 theo tiéu chudn cua
DAKO va Ki67 theo St Gallen 2013.

Kiém chirng duong va kiém ching 4m

- Kiém chiing duong:

+ ER, AR: Biéu md tuyén v lanh.

- Kiém chiing 4m: Khdng phu khang thé th(
nhat vao tiéu ban doi véi tat ca cac truéng hgp
nhudm tiéu ban ching am.

*Tinh chi s6 tién lugng Nottingham (NPI), phan
tang nguy co theo St Gallen 2007 va chia typ phan
tlr theo bang phan loai clia St Gallen 2013.

Xtr ly s liéu: X ly s6 liéu bang phan mém
SPSS 16.

ER Tong
Am tinh Ducng tinh o
n % n % n /o
AR Am tinh 34 36,2 15 15,9 49 52,1
Duang tinh 28 29,8 17 18,1 45 47,9
Toéng 62 65,9 32 34,1 94

Nhan xét: Ty 1€ AR-ER- cao nhat 36,2%, ti€p dén la ty Ié AR+ER-: 29,8%; th( 3 la ty I€ dong
boc 10 AR+ER+: 18,1% va thap nhat la ty 1€ AR-ER+: 15,9%. Su khac biét khong cd y nghia thong

ké Vi p>0.05 (p=0,142).

Bang 2. Su’' boc 16 AR, ER theo typ phan tu’

AR-ER- AR-ER+ AR+ER- AR+ER+ Tong
n % n % n % n % N %
LUMA 1 2,9 3 20,0 0 0,0 10 35,7 14 14,9
BH- 0 0,0 8 53,3 2 11,8 15 53,6 25 26,6
BH+ 0 0,0 4 26,7 0 0,0 3 10,7 7 7,4
HER2 | 19 | 55,9 0 0,0 6 35,3 0 0,0 25 26,6
BL 14 | 41,2 0 0,0 9 52,9 0 0,0 23 24,5
Tong | 34 | 36,2 15 15,9 17 18,1 28 29,8 94

Nhén xét: O ung thu va typ long 6ng A (LUMA), kiéu hinh mién dich AR+ER+ chiém ty 1€ cao
nhat so vdi cac nhom khac, lan lugt la 35,7%. Trai lai, ki€u hinh mien dich nay va nhém AR-ER+
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khong gdp trudng hgp nao ¢ nhém HER2 va dang day (BL). O typ phan tir HER2, nhom AR-ER-
chiém ty |é cao nhat (55,9%) va ung thu vi dang day, kiéu hinh AR+ER- chiém ty I€ pho bién nhat

la 52,9%.
Bang 3. Su' béc 16 AR, ER theo NPI

NPI AR-ER- AR-ER+ AR+ER- AR+ER+ Téng
n % n % n % n % N %
TGt 1 3,0 3 20,0 3 17,7 8 286 | 15 | 16,0
Trung binh | 15 | 44,1 8 53,3 9 52,9 16 57,1 | 48 | 51,1
Xau 18 | 52,9 4 26,7 5 29,4 4 143 [ 31 | 329
Téng 34 | 36,2 15 15,9 17 18,1 28 29,8 94

Nhan xét: O ung thu va NPI tot va trung binh, ki€u hinh mién dich AR+ER+ chiém ty I& cao nhat
s0 vGi cac nhdm khac, [an lugt |a 28,6 va 57,1%. Trai lai, ki€u hinh mién dich nay lai chiém ty I& thap
nhat & NPI xau (14,3%) va AR-ER- chiém ty |é cao nhat & ung thu vi NPI xau (52,9%).

Bang 4. Su’' béc 16 AR, ER theo phan tang nguy co

Nguy cc AR-ER- AR-ER+ AR+ER- AR+ER+ Tong
n % n % n % n % N %
Thap 1 3,0 1 6,7 0 3 10,7 5 54
Trung binh | 13 38,2 11 73,3 11 64,7 22 78,6 57 | 60,6
Cao 20 58,8 3 20,0 6 35,3 3 10,7 32 | 34,0
Tong 34 36,2 15 15,9 17 18,1 28 29,8 94

Nhan xét: O ung thu v nguy cc cao va trung binh, ki€u hinh mién dich AR+ER+ chiém ty Ié cao
nh&t so vdi cdc nhdm khac, an lugt 1a 10,7 va 78,6%. Trdéi lai, ki€u hinh mién dich nay lai chiém ty 1&
thap nhat ¢ nhdm nguy cc xau (10,7%) va AR-ER- chiém ty |é cao nhat & ung thu vi nguy cg xau

(58,8%).

Bang 5. Su’ béc 16 AR, ER theo giai doan sau mé

Giai AR-ER- AR-ER+ AR+ER- AR+ER+ Tong

doan n % n % n % n % N %
I 2 5,9 6 40,0 1 59 6 21,5 15 16,0
II 23 67,6 7 46,7 12 70,6 17 60,7 59 62,7
111 9 26,5 2 13,3 4 23,5 5 17,8 20 21,3

Tong 34 36,2 15 15,9 17 18,1 28 29,8 94

Nhan xét: Cac ki€u hinh mién dich AR, ER déu cd ty Ié cao nhat & giai doan II, nhat |a AR+ER-
(70, 6%) O ung thu v giai doan III, nhom AR-ER- va AR+ER- déu chi€ém ty Ié cao hon g|a| doan I
(fan lugt la 26,5 vs 5,9% va 23,5 vs 5,9%), trong khi dé & giai doan I, nhdm AR-ER+ va AR+ER+
déu chiém ty Ié cao han giai doan III (lan lugt la 40,0 vs 13,3% va 29,8 vs 21,5%).

IV. BAN LUAN

AR dugc bbc 16 6 90% ung thu v ER dugng
tinh va su boc 16 clia nd cb lién quan dén tién
lugng thuén Igi. Trong th& nhdm cla khéi u nay,
AR dudng nhu dé (c ché su téng sinh t& bao do
estradiol gay ra va cd gia tri tién lugng thuan lgi.
AR ¢ thé diéu chinh tin hiéu ER bang cach can
thiép vao ca cac hoat d6ng bo cla gen va kh6ng
bd gen. AR la mét yéu t6 phién ma lién két cac
AREs cu the trén DNA. O trang thai khong hoat
dbng, AR nam trong té€ bao chat va la lién két vdi
protein s6c nhiét (HSP) 70 va 90. Khi androgen
dugc hoat hda, AR dudc giai phong bdi HSP va
chuyén vao nhén, ndi né nhan ra va diéu hoa
cac gen dap Ung androgen [6]. Trong BC duang
tinh vGi ER, AR c6 thé can thiép vao viéc phién
ma phu thudc ER bang cach canh tranh dé gan
vao vi tri tugng Ung hodc tao diéu kién cho ER
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gan vai DNA. Trong t& bao ung thu vi ER+ va
PR duong tinh, tin hiéu AR co6 tac dung Uc ché
su’ phat trién cla t& bao. Trong cac té bao nay,
AR lién k&t vGi phdi tir di chuyén vao nhan va
lién két véi ERE, canh tranh véi ER va PR. Trong
té bao ung thu cd PR am tinh, AR cé vai tro tién
tao u va lam tang phién ma gen ER. AR cling c6
thé diéu chinh cac hoat ddng phi bd gen dugc
diéu chinh bgi ER. Bt k& cd ché nao, AR kich
thich hodc Urc ché su téng sinh t& bao, thic day
qua trinh di can hodc khang lai cac liéu phap
trong t€ bao ung thu vi duong tinh v&i ER.
Nhitng hanh déng déi 18p c6 thé phu thudc vao
v sd cac protein tuong tac véi AR. AR dugc biéu
hién trong 70-95% ung thu v ER+. AR da dugc
ghi nhan la cé tugng quan vai cac két qua thuan
Igi nhu kich thudc khoi u nho han, khéi u thap
han, it hoai t& han, mic Ki-67 thap hon va dap
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Ung diéu tri tot han trong ung thu va ER+ [7].
Gan day, mot nghién clu 16n bao gom 4.147
phu ni trudc va sau man kinh véi BC xam lan
cho thay biéu hién AR, doc 1ap vai cac déc diém
GPB |am sang, co lién quan t&i sucai thién ty 1€
s6ng sét cia bénh nhén ung thu vi ¢ ER +
trong 5-10 ndm d&u sau chan doan. Mot nghién
ciu cho thdy AR cao mic & ung thu vi ER +
tufdng quan vdi it thAm nhiém t& bao lympho u
va hoat dong phan giai té€ bao hon, cling nhu do
kém nhay hon nhiéu véi héa tri Iiéu tan bd trg,
nhung kha nang séng sot tét han [8]. Tuy nhién,
mot nghién cru trén 3.021 phu ni sau man kinh
BC cd ER + giai doan dau cho thdy rdng biéu
thirc AR khong dugc lién két vdi tién lugng, cling
nhu khdng thé du doan dap (ng véi letrozole
hoac tamoxifen. Ngugc lai, ty 1€ AR / ER da dugc
coi la anh hudng dén tién lugng va dap (ng véi
liéu phap noi tiét khang estrogen. Cochrane va
cdng su tiét 16 rang bénh nhan ung thu vi ER +
V@i ty 1€ AR / ER> 2, tang gap 4 lan nguy co that
bai véi tamoxifen tri liéu.

Trong n ghién clu cua chung toi (bang 1),
danh g|a su boc 16 2 ddu &n AR va ER dé€ xac
dinh cac kiéu hinh mién dich cGa ung thu v cho
thdy ty 1€ AR-ER- cao nhat 36,2%, ti€p dén la ty
& AR+ER-: 29 8%; thir 3 la ty Ié dong boc 16
AR+ER+: 18,1% va thap nhat la ty 1& AR-ER+:
15,9%. Khi dénh gia cac ki€u hinh mién dich nay
V@i cac déc diém GPB: typ phan t&r, NPI, nhém
nguy cd, giai doan sau md cua ung thu vu cho
thdy co su khac nhau giifa cac ki€éu hinh mién
dich nay.

Ung thu v da dugc phan loai it nhat thanh 5
typ chinh ching khac nhau rd rét vé ching
toc/sdc tdc riéng biét, phan bd cac yéu t6 nguy
cd, tién lugng, dap ng vdi liéu phap diéu tri, két
qua lam sang va ca thdi gian song thém toan bo
va thgi gian s6ng thém khong bénh. Cac typ
phan tir ndy ¢ cac dic diém riéng biét, gibng
nhu' cac typ dugc xac dinh bé”mg phan tich gen,
bao gém két qua lam sang ro rang, muc do dap
(’ng vGi diéu tri bd trg khac nhau va ty 1€ di can,
tai phat khac nhau. O bang 2 cho thay, trong
ung thu va typ 1dng 6ng A (LUMA), kiéu hinh
mien dich AR+ER+ chi€ém ty |é cao nhat so vGi
cac nhém khac, lan lugt la 35,7%. Trai lai, ki€u
hinh mién dich nay va nhdm AR-ER+ khong gap
trudng hdp nao ¢ nhém HER2 va dang day (BL).
o} typ phan t&r HER2, nhom AR-ER- chiém ty Ié
cao nhat (55,9%) va ung thu vi dang day, kiéu
hinh AR+ER- chiém ty Ié phé bién nhét la 52,9%.

Dua vao kich thudc u, tinh trang hach va do
mo hoc la nhitng yéu t6 quan trong nhat. Dua

vao cac mic diém ung thu vi dudc chia thanh 3
muc do tién lugng: tét, trung binh va xdu. Chi s6
NPI c6 uu thé& dang k& vé tinh don gian, dé ap
dung trong hoan canh can phai tim ki€ém cac yéu
td khach quan hon cé thé phan anh tinh chat
sinh hoc riéng biét clia cac ung thu v, chinh xac
han so véi chi dua vao hinh thai hoc don thuan
cla u. Su phan nhom tién lugng tét han sé giup
bénh nhan dudc diéu tri & giai doan sém haon,
dong thdi tranh cho ho cac nguy cd phai nhan
céc diéu tri hd trg khdng can thiét. Trong nghién
cru cua chung toi (bang 3) cho thay & ung thu
vl NPI t8t va trung binh, ki€u hinh mién dich
AR+ER+ chiém ty Ié cao nhat so vGi cac nhém
khac, lan lugt la 28,6 va 57,1%. Trai lai, ki€u
hinh mién dich nay lai chiém ty 1€ thap nhat o]
NPI xau (14,3%) va AR-ER- chiém ty |é cao nhat
6 ung thu va NPI xau (52,9%).

Cac yéu t0 tién lugng quan trong nhat cho
bénh nhan ung thu va la cé hay khong c¢é di can
hach nach. Hon nita, c6 mdi lién quan truc ti€p
gitra sO lugng nach bi di can va nguy cd di can
Xa, vi vay bénh nhan chua di can hach la nhiing
bénh nhan bi bénh cd nguy cc thap. Theo hoi
nghi d6ng thuan St Gallen, Thuy Si-2005 va nam
2007 bd sung nhém cd nguy co trung gian, vi
bénh nhan c6 di can hach nach nhung khong cé
d3c diém nguy cd cao nao khac sé dudc xép vao
nhoém bénh cd nguy cd cao. Cac yéu to tién
lugng mdi khac cling la chap nhan: boc 10 qua
mic HER2, BDMH, kich thudc u, xam nhap mach
quanh u va tudi cia bénh nhan. K&t hgp cac yéu
t6 nay c6 thé chia bénh nhan ung thu va trong
ba loai nguy cg: thap, trung va cao. Theo su
phan nhém nay cd thé lva chon dung chién Iugc
diu tri cho bénh nhan. Qua danh gia kiéu hinh
mién dich AR, ER v@&i cac nhém nguy cg, bang 4
cho thay ¢ ung thu vl nguy cd cao va trung
binh, ki€u hinh mién dich AR+ER+ chiém ty &
cao nhat so vdi cac nhém khac, lan lugt la 10,7
va 78,6%. Trai lai, ki€u hinh mién dich nay lai
chiém ty lé thdp nhat & nhdom nguy cc xdu
(10,7%) va AR-ER- chiém ty Ié cao nhat & ung
thu vd nguy co xau (58,8%).

Giai doan cla ung thu vu la yéu to6 tién lugng
guan trong lién quan dén ty Ié sbng thém va
phuong phap diéu tri. Ung thu va dugc chia lam
4 giai doan dua trén pham Vi g|a| phau cla tén
thuong. Giai doan sau mé cung cdp thém nhiing
thdng tin chinh xac hon dua trén bénh pham sau
md gilp cho diéu tri b trg ti€p theo. Trong
nghlen clru clia ching t6i cho thay (bang 5) Cac
ki€u hinh mién dich AR, ER déu co ty Ié cao nhat
& giai doan II, nhat Ia AR+ER- (70,6%). O ung
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thu vU giai doan III, nhdm AR-ER- va AR+ER-
déu chiém ty Ié cao hon giai doan I (Ian lugt la
26,5 vs 5,9% va 23,5 vs 5,9%), trong khi d6 &
giai doan I, nhom AR-ER+ va AR+ER+ déu
chiém ty 1é cao han giai doan III (lan luct la
40,0 vs 13,3% va 29,8 vs 21,5%).

V. KET LUAN

Ung thu v cd ki€u hinh mién dich AR+ER+
thudng két hgp véi cac dic diém g|a| phau bénh
tot nhat, trai ngugc vGi ki€u hinh mién dich AR-
ER- thu‘dng c6 biéu hién cac déc trung giai phau
bénh xau han.
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NGHIEN C(*U PAC PIEM BIEN THIEN NHIP TIM
O’ BENH NHAN TRU'G'C VA SAU PHAU THUAT CAU NOI CHU VANH

TOM TAT

Sau phau thudt cau ndi chd vanh cé hién tugng
giam bién thién nhip tim. Pay dugc xem la mét trong
nhitng dau hleu cda roi loan chu’c ndng tim va la mot
trong nhiing yeu to tién Iu‘dng cac bién c6 tim mach.
Vi vay, chdng toi nghlen cliu dc diém thay doi bién
thién nhip tim trudc va sau phau thuat cau ndi chu
vanh bang Holter dién tim dé 1am co s§ danh gia,
theo ddi bién c6 tim mach sau phau thuét. Dm tudng
va phuong phap nghién ciru: _ti€n clru mo ta theo
doi doc 119 bénh nhan dugc phau thuat cau noi chu
vanh c6 tudn hodn ngoai cd thé tai Bénh vién Tim Ha
NOi tUr 6/2016 dén 8/2018. Theo doi bién thién nh|p
tim bdng Holter dién tim 24 gid tai cac thdi diém tru’dc
phau thuat, sau phau thuat 7 ngay, 3 thang va 6
thang. Két qua: T4t ca cac chi so bién th|en nhip tim
theo thdi gian va theo phé tan s6 déu gidam sau phau
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thudt, hdu hét phuc hdi sau 3 thang. Dac diém bién
thién nhip tim giam trudc phau thuét cd ti 1€ 1a 28,6%,
sau 7 ngay 51,8%, sau 3 thang 19,6% va sau 6 thang
la 12,7%. Trong do6 chi s6 ASDNN va SDNN trudc va
sau phau thuét co ti 18 thay ddi nhiéu nhat. Két luan:
Céc chi s6 bién thién nh|p tim theo pho tan s6 va theo
thdi gian thay déi giam, thap nhat & giai doan sém
sau phau thuat. Cac chi s6 nay hoi phuc sau 3 thang,
tang lén sau 6 thang so vdi trudc phay thuét.

Tur khoa: bién thién nhip tim, phau thuat cau noi
cha vanh.

SUMMARY

HEART RATE VARIABILITY IN CORONARY
ARTERY BYPASS GRAFTING PATIENTS
Introduction and objectives: The heart rate

variability in the patients pre and postoperative CABG
measured by Holter ECG 24 hours are marker of
ventricular dysfunction and indicates a poor prognosis
as major adverse cardiovascular events. Autonomic
heart rate control is impaired after coronary artery
bypass grafting. The aim of this study was to establish
the temporal pattern of change in the decrease of
heart rate variability observed after coronary artery
bypass grafting. Methods: cross sectional description.
The study involved 119 consecutive patients with
coronary artery disease were assessed with 24-hour
Holter recordings 2 days before coronary artery
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