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song thém toan b0, song thém khong bénh va
song thém khong di can xa lan lugt la: 40,3%;
56% va 67%.
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KET QUA PIEU TRI BU'O'C HAI UNG THU VU TAI PHAT DI CAN CO
THU THE NOI TIET DUO'NG TiNH HER AM TIiNH BANG FULVESTRANT

Han Thj Bich Hop!, Vii Ngoc Duong', Nguyén :l“h; Ngoc Ha',
Truong Thi Kiéu Oanh!, Nguyén Duy Khoa!, Nguyén Khanh Ha!

TOM TAT

Muc tiéu: banh gla két qua diéu tri budc hai ung
thu v téi phat di can cd thu thé ndi tiét dufdng tinh her
am tinh bdng fulvestrant. D&i tugng va phucng
phap: S dung thiét ké hoi clru va tién cliu véi cd mau
thuan tién, chon dugc 36 bénh nhan ung thu vd tai
phat di c&n c6 thu thé ndi tiét dugcng tinh, dugc diéu tri
noi tiét erdc hai bang fulvestrant tU 1/2017 dén 8/2022
tai Bénh vién Ung BuGu Ha Noi. Két qua: Bénh nhan
dat dap (ing mot phan la 33,3%, bénh glu nguyén la
47,2%, bénh tién trién 13 19,5%, khong c6 bénh nhan
nao dat dap ing hoan toan. Thdi gian sdng thém khong
tién trién la 7,1 £ 0,8 thang Két luan: Fulvestrant la
thudc ndi tiét cd hleu qua nén can nhic diéu tri sém &
bénh nhan ung thu vi tai phat di c&n, thu thé noi tiét
duong tinh, gdnh néng khdi u khong Idn diéu tri budc
dau hiéu qué s€ cao han cac budc diéu tri tiép theo.
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SUMMARY

RESULTS OF SECOND-LINE TREATMENT OF
PATIENTS WITH RECURRENT, METASTATIC
HORMONE RECEPTOR-POSITIVE HER-NEGATIVE

BREAST CANCER WITH FULVESTRANT

Objectives: To evaluate the results of second-
line treatment of patients with recurrent, metastatic
hormone receptor-positive her-negative breast cancer
with fulvestrant. Subjects and methods: Using a
retrospective and prospective design with a convenient
sample size, 36 patients with hormone receptor-
positive, metastatic, recurrent breast cancer were
treated with second-step endocrine therapy by
fulvestrant from 1/2017 to 8/2022 at Hanoi Oncology
Hospital. Result: Patients who achieved partial
response accounted for 33.3%, patients with disease
remained accounted for 47.2%, and the proportion of
patient with progressive disease was 19.5%. There
was no patient achieved a complete response.
Progression-free survival was 7.1 + 0.8 months.
Conclusion: Fulvestrant is an effective endocrine
drug, early treatment should be considered in patients
with breast cancer with metastatic recurrence, positive
hormone receptors, low tumor burden. First-line
treatment will be more effective than subsequent
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treatment steps.
Keywords: breast cancer, metastasis, fulvestrant

I. DAT VAN DE

Ung thu v (UTV) la bénh phd bién nhat &
nir gidi va cling la nguyén nhan chinh gay tur
vong do ung thu & nit. Tai Viét Nam theo théng
ké nam 2018, UTV ding dau & nir gidi vai ty 1€
mac chudn theo tudi la 26,4/100.000 dan, co
khoang 15.229 trudng hgp mdi méc va 6.103
trudng hgp t&r vong moi nam [1]. CO nhiéu
phuong phap diéu tri UTV di can nhu héa tri,
diéu tri ndi tié€t, diéu tri dich, diéu tri mién dich.
Viéc lua chon phuong phap nao phu thubc vao
tinh trang thu thé ndi tiét (ER, PR), yéu t& phat
trién bi€u bi ngudi s6 2 (HER2), mic d6 tram
trong cla bénh va chi s6 toan trang. Nhiing
bénh nhan UTV tai phat di cin, c6 thu thé ndi
tiét dugng tinh, c6 2 phuong phap diéu tri cg
ban la diéu tri ndi ti€t va hoa tri; méc du hoa tri
cho ty Ié dap Ung cao, song diéu tri ndi ti€t van
mang lai hiéu qua va it tac dung phu [2].
Fulvestrant 1a mdt chat d6i van, thoai trién thu
th€ ndi tiét estrogen cd chon loc (SERDs-
selective estrogen receptor degradation). Hiéu
qua diéu tri cta fulvestrant trén bénh nhan ung
thu vi man kinh tai phat di can da dudc chiing
minh trong nhiéu nghién cttu [3]. Tai Viét Nam,
phac do fulvestrant dang dugc ap dung diéu tri
cho bénh nhan ung thu vi tai phat, di can cé thu
thé ndi tiét duong tinh [1], tuy nhién chua cd
nhiéu nghién ciru vé van dé nay. Vi thé chung toi
thuc hién dé tai nay véi muc tiéu: Két qua diéu

tri butc hai ung thu vi tai phat di cdn co thu thé

noi tiét duong tinh her 4m tinh bang fulvestrant.

Il. BOI TUQONG VA PHU'ONG PHAP NGHIEN CUU

2.1. Poi tugng nghién ciru. Bénh nhan
ung thu vi tai phat, di cdn c6 thu thé ndi tiét
duong tinh, dudc diéu tri ndi ti€t budc hai bang
fulvestrant tir thang 1 nam 2017 dén thang 8
nam 2022 tai Bénh vién Ung Budu Ha NOi.

2.1.1. Tiéu chudn lura chon bénh nhan

- BN dudc chan doan la ung thu biéu md
tuyén v nguyén phat bang md bénh hoc.

- Tinh trang thu thé ndi tiét ER va/hodc PR
dugng tinh, Her-2/neu am tinh dugc xac dinh tai
Bénh vién Ung Budu Ha Noi.

- Bénh tai phat, di can:

+ Co chi dinh diéu tri ndi ti€t (di can xuang,
hach, di cdn tang khong triéu chirng hodc triéu
chitng khong ram ro).

+ C6 it nhdt mét tén thuong (cd va/hodc
khdng do ludng dugc), co thé danh gia, phu hap
dé danh gia qua céc dot diéu tri.

- BN that bai sau diéu tri noi tiét budc 1.

- BN dugc diéu tri vdi fulvestrant liéu 500mg
vao ngay 1, 14, 28 chu ky dau tién, sau d6 chu
ky 28 ngay, diéu tri ti thi€u 3 chu ky.

- Chi s8 toan trang tir 0-2 theo thang diém
ECOG.

- Chirc nang tdy xudng, chifc ndng gan than
binh thudng.

- BN khéng mac cac bénh cadp va man tinh
tram trong.

- C6 ho su luu trir day da.

2.1.2. Tiéu chuan loai trir

- BN di can tang de doa tinh mang

- BN ung thu vu di can nao

- BN c6 bénh man tinh nang cé nguy cg tlr
vong gan . .

2.2. C6 mau nghién ciru va chon mau
nghién ciru

CG mau: mau thuéan tién, trong nghién ctu
chon dugc 36 bénh nhan.

Phuang phap nghién ctru: héi clru va ti€n clru.

2.3. Bién s0 nghién ciru

- Tudi

- Thdi gian tai phat di can: thdi gian tU luc
ché@n doan ung thu vi nguyén phat dén khi tai
phat, di cdn hodc bénh tién trién (tinh bang thang).

- Péc diém can 1am sang:

+ Thé mé bénh hoc, d& mé hoc: loai md
bénh hoc theo phan loai WHO.

+ Tinh trang thu thé ndi tiét, thu thé
estrogen va progesteron dugc phat hién bang
nhudm héa md mién dich trén bénh pham sinh
thié€t khai u.

- Cac xét nghiém danh gia ddc diém tai phat,
di can:

+ Xét nghiém té& bao hoc: chdn doén di cdn
hach, vi tri di can.

+ Xa hinh xugng: xac dinh di can xuang.

+ Chup cdt I8p vi tinh (CT) nguc, bung:
danh gia di c&n phdi, di c&n gan, hach hodc két
hgp chan doan di cén xuong.

+ Chup cdng hudng tir (magnetic resonance
imaging — MRI) so ndo: chan doan di cdn n3o;
MRI cdt s8ng: chan doén di cdn xuang.

+ Cong thirc mau: s6 lugng hong cau, bach
cau, tiéu cau.

+ Sinh hdéa mau: danh gia chlic nang gan
than, dién giai.

+ Xét nghiém chi diém u CA15.3: binh
thudng <28 U/mL

2.4. Theo doi trong va sau diéu tri

- Theo ddi cac doc tinh: Vao cac tuan cua
liéu trinh diéu tri bang kham 1am sang, cac xét
nghiém sau tirng dot diéu tri theo cac tiéu chun
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chan doan clia CTCAE.

- Theo doi dap Ung ngay sau két thic liéu
trinh diéu tri bang kham 1dm sang, siéu dm, chup
cét I8p vi tinh, chup cdng hudng tir d€ so sanh
trudc va sau diéu tri tai thsi diém 3 chu ky, 6
chu ky.

2.5. Xtr ly va phan tich sd liéu. Cac thong
tin dugc ma hoa va x{r ly bdng phan mém SPSS
20.0.

2.6. Thoi gian va dia diém: TU 1/2017
dén 8/2022, tai bénh vién Ung budu Ha Nbi.

2.7. Pao diuc trong nghién ciru. Thudc
diéu tri nay da dugc B6 y té phé duyét, cac bénh
vién chuyén nganh ung budu dau nganh trong
nudc st dung. Bénh nhan dudc giai thich ky
cang Vvé Igi ich va nguy cd trudc, trong va sau
qua trinh diéu tri. Nghién c(fu nay la hoan toan
nhdm muc dich nang cao chat lugng diéu tri cho
bénh nhéan, khéng nhdm muc dich nao khac.

II. KET QUA NGHIEN cU'U
3.1. Mot s6 dic diém nhém bénh nhén
nghién ciru
50
40
30
20
10
0
30-39

40-49 50-59 >60

——Nhom tuoi
Biéu dé 1: Pac diém nhom tuéi bénh nhan
nghién cuu

Nhdn xét: - Tudi trung binh trong nghién
ctu la 57,9+2,2

- Nhém tuGi thudng gép nhét 1a tor > 60 tudi,
chi€ém ti 1€ 45,8%.

Bdng 1. Giai doan bénh tai thoi diém
chén dodn ban diu

Giai doan bénh | S6 bénh nhan | Ty lé (%)
0-1 3 8,3
II 16 44,5
111 12 33,3
v 5 13,9
Tong 36 100

Nhan xét: Bénh nhan giai doan II, III chiém
ty 1€ cao, 44,5% va 33,3%. 5 bénh nhan giai
doan 1V, cb 3 bénh nhan giai doan 0-I.

Bang 2. Bac diém thoi gian tdi phat di can

Thai gian tai phat di céin | SO PN {},’/5
< 60 thang 18 58,1

> 60 thang 13 41,9

Tong 31 100
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Nhadn xét: Ty |é bénh nhan tai phat trong
khoang thdgi gian < 60 thang chiém ty 1€ cao
nhat 58,1%.

Bang 3. Bic diém mé bénh hoc

Di‘égfa‘g';m S6 bénh nhan | Ty I& (%)
Loai m6 bénh hoc
Ong xam nhap 29 80,6
Tiéu thiy xam nhép 4 11,1
Khac 3 8,3
Tong 36 100
P06 mo bénh hoc
b0 2 28 77,8
Po 3 3 8,3
Khong xép do 5 13,9
Téng 36 100

Nhdn xét: 80,6% bénh nhdn c6 thé md
bénh hoc la ung thu bi€u md thé dng xam nhap.

D6 mo hoc 2 chiém ti I1€ cao nhéat la 77,8%,
3/36 bénh nhan c6é d6 mé hoc 3, khéng cd bénh
nhan d0 mo6 hoc 1, 5/36 bénh nhan khong xép
dé mo hoc. ~

Bang 4. Pac diém héa mé mién dich
Tinh trang HMMD [S8 bénh nhan|[Ty 1€ (%)

ER
Am tinh 0 0
Dugng tinh 36 100
Tong 36 100
PR
Am tinh 5 13,9
Duang tinh 31 86,1
Tong 36 100

Nhan xét: Tat ca cac bénh nhan co thu thé
ER duong tinh, 13,9% bénh nhan cé thu thé PR
am tinh.

3.2. Két qua diéu tri. ThGi gian diéu tri
trung binh 7,3 thang. Bénh nhan diéu tri it nhat
la 3 thang, bénh nhan diéu tri dai nhat la 32
thang.

3.2.1. Pap irng diéu tri

Bang 5. Ti I€ dap ting sau 3 thang

Tinh trang dap &'ng | Sau 3 thang (N,%)

DPap Ung hoan toan 0

Dap ’ng mét phan 12 (33,3%)

Bénh gilf nguyén 17 (47,2%)

Bénh tién trién 7 (19,5%)

Tong 36 (100%)

Nhdn xét: Bénh gilr nguyén dat ty 1€ cao
nhat 47,2%

3.2.2.Thoi gian song thém khéng bénh
tién trién (PFS)
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Biéu dé 2: Thoi gian séng thém khdng tién trién

Nhadn xét: Thai gian song thém khong tién
trién clla nhém bénh nhan nghién cliu cda ching
t6i la 7,1 £ 0,8 thang.

IV. BAN LUAN

4.1. Pic diém bénh nhan

- Ddc diém thoi gian tdi phat di can: Pa
sO0 bénh nhan tai phat trong vong 60 thang,
chiém ti Ié 58,1%. Diéu nay ciing phu hgp véi y
van vé thdi diém tai phat cla cac bénh nhan ung
thu va da s6 trong 5 nam dau tién. Haon nira cac
bénh nhan trong nghién cttu da s6 & giai doan
ILIII nén thai gian tai phat s6m hon cac bénh
nhéan giai doan 0,1 [2, 4-6]

- Pdc diém giai doan tai thoi diém chén
doan: Pa s6 cac bénh nhan dugc chan doan &
giai doan II, III (giai doan II chiém 44,5%, giai
doan III chiém 33,3%), c6 5 bénh nhan & giai
doan 1V, 3 bénh nhan giai doan I. Theo nghlen
cltu clia Nguyén Thi Hoa (2021) tai thdi diém
chdn doan ban dau phan I16n bénh nhan & giai
doan II chiém 41,9%, giai doan III chiém 29%
[5]. Theo nghién clfu ctia Béng Chi Kién va cong
su (2018) cho két qud bénh nhan dugc chan
doan @& giai doan II, III la 43,3% va 36,7% [4].
Cac két qua nay tudng tu két qua nghién clu
clia chung toi.

- Dac diém thu thé néi tiét: Thu thé ndi
tiét ER la yéu t6 quan trong khi lua chon diéu tri
noi ti€t hay hda tri § cdc bénh nhan ung thu va
tai phat di can. Trong nhién clu cla chdng toi
100% bénh nhan cb thu thé ndi tiét ER ducng
tinh, 86,1% bénh nhan cd thu thé ndi tiét PR
duang tinh, 86,1% bénh nhan c6 ER dudng tinh
va PR duong tinh. Trong nghién clu cta John
Robertson ty I& bénh nhan cé ER duong tinh va
PR duang tinh la 76%, ER ducdng tinh va PR am
tinh Ia 19%, ER duong tinh, PR khéng xac dinh
dugc chiém 4%, ER am tinh va PR duong tinh
chiém ty 1& 1% [7]. Trong nghién cfu cia Bong
Chi Kién va cong su (2018) la 86,7% [4], Nguyen
Thi Hoa (2021) la 83,9% [5]. Nhu vay ty Ié ca
thu thé& ndi ti€t ER va PR dudng tinh cla nghién

ctru chung toi tuong duang vdi tac gid Viét Nam
khédc, c6 thé du doan tién lugng dap (ng véi
diéu tri t8t han & phan nhdm thu thé ndi tiét PR
duang tinh so vdi thu thé PR ndi tiét am tinh.

- Loai mé bénh hoc va dé mé hoc: Ung
thu biéu md thé ong xam nhap ‘chiém ty 1€ cao
nhat 65%-80% céc thé giai phdu bénh cta ung
thu vl va la yéu t6 tién lugng xau han so véi
ung thu ti€u thiy xdm nhap. Trong nghién clu
clia ching téi ung thu thé 6ng xdm nhap chiém
ty 1é 80,6% va ung thu thé thuy xdm nhép la
11,1%. Nghién cru cta Bong Chi Kién ung thu
biéu mo thé 6ng xam nhap chiém 86,6%, ung
thu thé thiy xam nhap 13 6,7% [4]. Ngh|en ctu
clia Nguyén Thi Hoa ung thu biéu mo thé ong
xam nhap chiém 77,4%, ung thu thé thiy xam
nhap la 23,3% [5] Tém lai thé giai phau bénh
chu yéu trong cac nghién cliu 1a ung thu biéu mo
th€ 6ng xam nhép, ty 1& cac thé con lai cd thé
thay dai gilfa cac nghién clu. Ty 1€ ung thu biéu
mo ong xam nhap cla chung t6i cao han mot s6
tac gia khac, cd thé do ¢ mau trong nghién clu
ctia ching toi nho.

Vé d6 moO hoc, hién nay phan d6 mo6 hoc
theo Scarff-Bloom-Richardson dugc ap dung
rong rai nhat. Theo d6 do mo6 hoc dudgc xép tir I
dén III dua vao 3 yéu to: su hinh thanh 6ng
nhd, mdc da hinh thai nhan va hoat dong nhan
chia. D6 mod hoc c¢d vai trd quan trong trong tién
lugng bénh. Theo Ta Vdn TJ ty I€ sGng 5 nam
cla bénh nhan UTV giam dan theo d6 mé hoc,
do Ila 82,52%, do II la 66,5%, d6 III la 19,23%
( p < 0,0001) [8]. Trong nghién clfu cua ching
t6i, ty 1€ do mo hoc II la 77,8 va d6 mo hoc III la
8,3%, két qua nay khong khac biét so véi nghién
cu ctia Ta Van TG nghién clu trén 2.207 ca
UTV dugc diéu tri tai Bénh vién K cho thay do
mo hoc II chiém 71,4%, d6 md hoc III chiém
16,4% va dé mo hoc I chi chiém 12,2% [8].

4.2, Két qua diéu tri

- Thoi gian diéu trj: ThGi gian diéu tri
trung binh 1a 7,3 thang. Bénh nhan diéu tri ngan
nhat la 3 thang, bénh nhan diéu tri dai nhat la 32
thang. Thdi gian diéu tri trung binh trong nghién
cru ctia chung téi cling tuang tu nhu nghién clu
cua Bong Chi Kién (7,1 thang) [4], thap hon
nghién clu cua Nguyen Thi Hoa (10,2 thang)
[5]. Diéu nay do ddi tugng bénh nhan trong
nghién cfu cla chung toi la diéu tri noi ti€t budc
hai, hiéu qua cta thu6c dugc chirng minh cao
han trong diéu tri budc mét hon la cac budc sau
@ bénh nhan ung thu va tai phat, di can.

- Két qua dap dang: Fulvestrant d3 khang
dinh vai tro vé hiéu qua diéu tri, Igi ich 1am sang,
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song thém trén bénh nhan ung thu va tai phat di
can.Trong nghién cltu cla chung t6i, ty 1€ bénh
nhan dat dap &’ng mot phan la 33,3%, bénh gilr
nguyén 13 47,2%, bénh tién trién 1a 19,5%,
khong cé bénh nhan nao dat dap ing hoan toan.

Lgi ich ldam sang bao gdbm cac bénh nhan co
dap U'ng hoan toan, dap &'ng mot phan va bénh
on dinh, trong nghién c(tu cla ching tdi Igi ich
ldm sang la 80,5%. Két qua nghién ctu cla
ching t6i tuong tu' trong nghién cfu cta Bong
Chi Kién (80%) [4], Nguyén Thi Hoa (80,6%)
[5]. Trong nghién clfu FALCON trén cac bénh
nhan diéu tri fulvestrant budc mot danh gia sau
24 tuan cho ti I& dap ing chung dat 46%, Igi ich
lam sang dat 78% bénh nhan [6]. Nhu vay hau
hét cac bénh nhan déu nhan dudc Igi ich tir viéc
diéu tri thuoc fulvestrant du la liéu 500 mg hay
250mg. Day la mét tiéu chi rat quan trong bdi
ung thu vl giai doan tai phat di can muc dich
diéu tri la viéc cai thién chat lugng s6ng cho
ngusi bénh bén canh tang thdi gian sdng thém.
Két qua nghién clu nay thap hon cua chdng toi
va mot s6 nghién clu khac khi si dung
fulvestrant trong diéu tri budc mot noi tiét. Diéu
nay cang khang dinh néu dugc ti€p can sém han
nhu diéu tri 8 budc mét thi thude nghién cru sé
¢b hiéu qua cao han rat nhiéu.

- Ban ludn vé song thém khéng tién
trién (PFS): Nghién cliu cla ching ti séng
thém khdng tién trién dat dugc 7,1 + 0,8 thang.
Két qua nay tuong dudng véi nghién cltu cla
Dong Chi Kién (2018) nghién clru trén cac bénh
nhan ung thu va tai phat, di can diéu tri
fulvestrant liéu 500 sau khang diéu tri vdi cac
thudc Uc ché men aromatase, PFS trung binh dat
dugc la 7,0 thang [4].

Trong cac nghién clu vai tro diéu tri
fulvestrant budc mot, nghién clru FALCON dugc
ti€n hanh trén cac bénh nhan ung thu va tai phat
di cdn méan kinh diéu tri budc moét bang
fulvestrant (n=228) hodc diéu tri anastrozole
(n=232). Két qua nghién clu cho thdy nhém
diéu tri bang fulvestrant cho PFS trung binh 16,6
thang. Thai gian séng thém khéng tién trién theo
tac gia John Robertson (2017) la 16,6 thang[6].
Theo tac gia Nguyen Thi Hoa (2021) nghién cliu
két qua diéu tri fulvestrant budc mot trong diéu
tri ung thu vi tai phat di cdn cd thu thé ndi tiét
duong tinh, PFS trung binh dat dugc la 15,3
thang [5]. Cac két qua nay cao han nghién clu
cla chung t6i, diéu nay dudc giai thich la bénh
nhan trong cac nghién clu nay la diéu tri budc
mot, trudc dé chua dugc diéu tri ndi tiét cho giai
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doan tai phat di can, ganh nang khéi u khéng
I&n, bai vay ty 1€ dap Ung, thdi gian dap Ung, va
Igi ich 1dm sang tang Ién ro rét.

Cac nghién cru chding minh dugc néu dung
fulvestrant & cac budc sém hon hiéu qua cao
hon. Néu dung fulvestrant két hgp véi cac thubc
noi tiét khac (nhu thuGc 'c ché CDK 4/6, thudc
Uc ché men aromatase thi cai thién vé dap (ng,
lgi ich 1am sang, PFS).

V. KET LUAN

- Bénh nhan dat dap dng mdét phan la
33,3%, bénh gilt nguyén la 47,2%, bénh tién
trién 1a 19,5%, khéng cé bénh nhan nao dat dap
Urng hoan toan.

- Thdi gian s6ng thém khdng tién trién la 7,1
+ 0,8 thang.
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