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DANH GIA HIEU QUA PHAC DO DIEU TRI CO FULVESTRANT O BENH
NHAN UNG THU VU TAI PHAT VA TIEN TRIEN SAU DIEU TRI NOI TIET
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TOM TAT

Muc tiéu: M6 t3 nhitng dac diém I4m sang va can Iam sang cta bénh nhén ung thw vu cé thu thé noéi tiét duong
tinh tién trién va tai phat; Panh gia hiéu qué cta Fulvestrant théng qua thoi gian séng bénh khéng tién trién (PFS -
Progression - free survival) va cac yéu t6 lién quan dén PFS. Panh gia tac dung phu cta Fulvestrant.

Déi twong, phwong phép: Nghién ctru héi ciru va tién ctru, mé ta Iam sang 41 bénh nhén tai Trung tdm ung buéu
- Bénh vién Trung uong Hué, trong thoi gian tir 06/2020 dén ngay 06/2023. Biéu kién chon méu la nhiing déi tuong
duoc chén doén xéc dinh ung thuw vii c6 thu thé néi tiét (+), tién triéu sau diéu tri noi tiét bude 1. DI liéu duoc thu nhdp
bang bang cau hdi, tham khado théng tin hd so bénh an. Nhap sé liéu va phan tich théng ké thuc hién trén phdn mém
SPSS 16.0 va Excel 2016.

Két qua: Do tudi trung binh tai thdi diém chan doén 1a 51,24 + 1,77 tudi, giai doan bénh ban déu | - Il (56,1%) va
Il - 1V (43,9%). Vé dac diém phan ti, grade 2 - 3 chiém 80,6% va chi s6 Ki67 trung binh Ia 22,3 + 3,7%, ty 16 ER+/PR+;
ER+/PR-; ER-/PR+ va ER-/PR- lan luot Ia 61%; 26,8%; 9,8% va 2,4%. Hau hét bénh nhén tién trién di cén xa sau didu
tri truc dé (97,6%) vGi cac vi tri thudng gap nhw xuong, phdi, gan, hach. Vé hiéu qua diéu tr, thoi gian séng trung vj
bénh khéng tién trién la 13,05 + 4,27 théang va ty Ié PFS - 2 ndm la 39%. Céc yéu té tién luong x4u cho bénh nhéan nhu
di cén tang va chi s6 Ki67 > 15%. Dang chi y, chi s6 Ki67 thép la 1 yéu té tién luong déc lap tét, HR = 0,155 95% - CI
0,044 - 0,55, v6i p = 0,004. Khéng ghi nhén téc dung phu dé 2 dén 4 nao trong qua trinh theo dbi.

Két luan: Fulvestrant Ia phuong phép diéu tri hiéu qud & nhitng bénh nhén ung thuw v thu thé noéi tiét (+) tién trién
sau diéu trj noi tiét bac 1.

Twr khéa: Ung thuw vi, giai doan tién trién, thu thé néi tiét duong tinh, Fulvestrant, thoi gian séng bénh khéng tién
trién, tac dung phu.

ABSTRACT
ASSESSMENT EFFECT OF FULVESTRANTBASED THERAPY IN RECURRENT ON PROGRESSED BREAST
CANCER PREVIOUSLY TREATED ENDOCRINE THERAPY

Phan Thi Do Quyen’, Nguyen Viet Cuong’

Objectives: To explore the effect of fulvestrantbased therapy in recurrent on progressed breast cancer previously
treated endocrine therapy.

Methods: A descriptive retrospective cohort study on 41 breast cancer patients at Oncology center - Hue Central
Hospital, from June 2020 to June 2023. Inclusionary criteria consist breast cancers have progressed with first-line
endocrine therapy. Statistics were collected by questionnaire survey, interview, and medical report. Statistical analysis
was performed in SPSS 16.0 and Excel 2016.

Results: The mean age of patients was 51.24 + 1.77 years and while the rate of local stages was 56.1%, the rate
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of advanced stage was 43.9%. As for the molecular classification, the high-grade tumor was 80.6% and the mean Ki67
index was 22.3 £ 3.7%. The number of ER+/PR+; ER+/PR-; ER-/PR+ and ER-/PR- were 61%; 26.8%; 9.8%, and 2.4%,
respectively. Almost these patients (97.6%) with previous treatments had distant metastatic sites such as bone, lung,
liver, and lymph nodes. Regarding the effect of Fulvestrant, the median progression - free survival (PFS) was 13.05
+ 4.27 months and the 2 - year DFS rates were 39%. Following this, risk factors that reduced PFS like non - bone
metastatic sites and high Ki67 index (above 15%). Remarkably, the low Ki67 index was an independent prognostic

factor on PFS (p = 0.004, HR = 0.155, 95% CI: 0.044 - 0.55). There were not side effects that graded from 2 - 4.
Conclusion: Fulvestrant is an effective therapy in recurrent or progressed breast cancers that were previously

treated with first - line endocrine therapy. Their effectiveness is increased in cancer patients who have bone - only

metastatic sites and/or low Ki67 Index (Below 15%). Moreover, fulvestrant is safe for these breast patients.

Keywords: Breast cancer, Advanced stages, Hormone receptor positive, Fulvestrant, Progression - free survival,

Side effects.

I. PAT VAN PE

Theo Globocan 2020, ung thu va chiém ty 1¢ cao
nhét 24,5% trong cac loai ung thu & phy nif trén toan
thé gidi va chiém 25,8% tai Viét Nam. Mic di da co
nhiéu phuong phap diéu tri méi nhung ty 16 ung thu
va tién trién sau diéu tri van chiém s luong dang
ké, theo nghién ctru ctia nhom tac gia Danish thyc
hién trén 1847 dbi tuong, ty 18 tién trién tai chd 1a
15% va di can xa la 21% [1].

Dang chu y, phan nhom ung thu va ¢6 thu thé noi
tiét (+) (HR+) chiém sb lwong 16n nhét, voi 76% [2]
va 60-70% bénh nhan ung thu vi nhém phan tir nay
van c6 tiém nang dap ung véi liéu phap noi tiét ¢ giai
doan di can [3]. Chinh vi vay, ngdy cang c6 nhiéu
liéu phap diéu tri nhdim dén nhom ung thu vii HR
(+) nhu liéu phap noi tiét bac 2 (Vd: Anastrozole,
Letrozole), ndi tiét bac 3 (Fulvestrant) hay phdi
hop cing véi cac liéu phap nhdm dich phan tir nhur
mTOR (mammalian target of rapamycin), rc ché
CDK4/6 (Palbociclib, Ribociclib, va Abemaciclib)
dé gia tang dép g dicu tri.

Khéc v6i Tamoxifen, duoc biét dén 12 loai thube
e ché thu thé estrogen lau doi nhét dugc st dung
trong 1am sang [4], Fulvestrant 1a chét trc ché thu
thé Estrogen (ER) khong ddong van theo co ché
hoan toan khéac. Vay nén, ai luc lién két v6i ER cua
Fulvestrant dé canh tranh véi Estradiol khoang bang
100 14n so véi Tamoxifen [5]. Ngoai ra, véi tic dung
khong dong van nén Fulvestrant khong lam gia tang
nguy co ung thu ndi mac tir cung [6].

Hiéu qua diéu tri va ho so an toan cua fulvestrant
dd duoc ching minh qua nhiéu nghién ctu thir
ngiém lam sang pha III, da trung tdm nhu FALCON,
FIRST, EFFECT, hay c¢6 phdi hgp nhu PALOMA 3,

MONARCH 2, MONALEESA 3. Dua trén nhiing
béang chimg 1am sang trén, fulvestrant di duoc FDA
va EMA chap thuan diéu tri bénh nhan ung thu va
tai phat va tién trién sau diéu tri noi tiét [7, 8]. Vi
nhitng 1y do trén, chung t6i tién hanh nghién ctru dé
tai nay nham: (1) M6 ta nhiing dic diém 1am sang
va can lam sang cua bénh nhan ung thu v c6 thu thé
noi tiét duong tinh tién trién va tai phat. (2) Panh
gia hiéu qua cua Fulvestrant thong qua thoi gian
song bénh khong tién trién (PFS - Progression - free
survival) va cac yéu t6 lién quan dén PFS. Panh gia
tac dung phu cta Fulvestrant.
IL. POI TUQNG VA PHUONG PHAP NGHIEN
cUuu
2.1. Thoi gian va dia diém nghién ciru

Nghién ciru tién hanh tai Trung tAm ung budu
- Bénh vién Trung Uong Hué, dugc thuc hién tir
ngay: 1/6/2020 dén ngay 1/6/2023.
2.2. Poi twgng nghién ciru

Gom cac bénh nhan véi chan doan xac dinh ung
thu v tién trién va tai phat sau diéu tri ndi tiét, c6
chi dinh diéu trj Fulvestrant. Tiéu chuan loai trir:
Nguy co suy da tang, hd so bénh an khong diy du
hodc tir chbi tham gia.
2.3. Phuwong phap nghién ciru

La nghién ctru thudn tap, mo ta 1am sang. C& mau
duoc tién hanh theo chon mau thuén tién (n=41).
2.4. Xir Iy va phan tich sb liéu

Phan tich ty 1¢, thoi gian sdng thém bénh khong
tién trién, lién quan gitra cac yéu t6 bénh hoc bang
phin mém SPSS 16.0. Phuong phap: Kiém dinh
ty 1¢, trung binh, chi - binh phuong hoac Fisher,
Kaplan - meier, phan tich Log - Rank va hoi quy
Cox, véi muc y nghia thong ké xac lap khi p < 0,05.
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2.5. Dao dirc trong nghién ciru

Tat ca nhitng ngudi tham gia nghién ctru déu
dugc giai thich rd rang vé muc tiéu nghién ciru
va sy tham gia hoan toan tu nguyén, déi tuong co
quyén tir chdi, ding tham gia phong vén bat ky ltc

1. KET QUA
3.1. Pic diém chung

nao hodc khong tra 161 nhitng cau hoi khong thich
dam bao tinh bi mat, khong xam pham quyén ty
do ca nhan. Tinh an toan dit liéu: Néu cong trinh
nay dugc cong bd thi s& khong néu dich danh tén
bénh nhan.

Bing 1: Pic diém nhom nghién ctru (n = 41)

Pac diem So lwgng | Tylé % Dic diem So lwgng | Tylé %

Tuéi Ddc diém ngi tiét
(< 0] 4 9.8 ER+/PR+ 25 61

’ 4 _
(40 - 50 15 36.6 ER+/PR 11 26,8
ER-/PR+ 4 9,8
(50 - 60 13 31,7
ER-/PR- 1 2,4
[> 60] 9 22 e .z
.. x Ddac diém Her-2

Noi sinh song O 1+ 32 73

Thanh pho 21 51,2

. . 2+ 2 4,9
Nong thon 20 48,8 3t 7 17.1

Tinh trang kinh te S S, ’
N . Ddc diem Ki67

Thu nhép trung binh 39 95,1 ano

. A . >30% 7 17,1
Ho cén ngheo 1 2,4 o

: . 15 -30% 6 14,6
Ho ngheo 1 2,4 o

. . <15% 16 39

Phan logi BMI Khéng danh gia 12 293
<185 9 22 gdami g :
18,5-24,9 24 58,5 - >

’ ’ ’ PIEU TRI BAN DAU
25-299 2 4,9 . .

Diéu tri phdu thudt
30-349 2 4,9 . A
. , ., Khong bao ton 39 95,1
Khoéng danh gia 4 9,8 . A
. R n Bao ton 1 2.4
Tinh trang kinh huyét R

, Khoéng 1 2,4
co 23 0L\ idu tri héa iri
Khén, 18 43,9 , :

Vi tri ul%g thu vii ’ 6 33 80,5
. Khon, 8 19,5
Trai 27 65,9 Diéu trtng xa tri ’
Phai 14 34,1 , o
. . i Co 18 43,9

Giai doan bénh R

U Khoéng 23 56,1
1A 4 28 Diéu tri nji tiét
1A 8 19,5 C s
Tamoxifen 22 55
1IB 11 26,8
Al 18 45
1A 6 14,6 e,
Diéu tri khang Her-2
111B 2 4.9 ,
ii(e 2 4.9 co 3 7.3
’ Khong 38 92,7
v 8 19,5 . i ,
. A Uc ché buong trimg
Do mé hoc £
. Thuoc 6 14,7
bo 1 8 19,5 x .
N Phau thuat 2 49
bo2 31 75,6 .
D6 3 5 49 Xa tri 1 2,4
j ’ Khoéng 32 78
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Do tudi trung binh tai thoi diém chan doan la
51,24 + 1,77 tudi. Chi s6 Ki67 trung binh 1a 22,3
+ 3,7%. Hau hét bénh nhan (85,4%) tién trién
di cin xa sau diéu tri ban dau. Xuong la vi tri
di cin chiém ty 1¢ nhiéu nhét, v6i 58,5%. Ty 1&
bénh nhan don tri Fulvestrant chiém chu yéu, voi
82,9%.

3.2. Panh gia hiéu qua diéu tri Fulvestrant

Thoi gian séng trung vi bénh khong tién trién
(PFS-median): 13,05 £+ 4,27 thang.

Ty 1 bénh khong tién trién trong 2 nam (PFS-2
nam): 34,1%.

1M}
754
PFS median: 13,05 months
™ ‘_LI_‘—|_4
25+
0 T T T T 1
i 5 Ly 15 1] 25
Months

Hinh 1: Thoi gian bénh khong tién trién (PFS)
khi dung Fulvestrant

Thoi gian PFS trung vi khi diéu tri Fulvestrant
la 13,05 thang.
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Hinh 2: So sanh PFS gitta 2 nhém chi di can
xuong va co di can tang
Thoi gian PFS trung binh ctia nhom chi di can
xuong 16n hon nhém c6 di can tang (17,62 thang
voi 12,39 thang), tuy nhién su khac biét khong co y
nehia théne ké véi o = 0.183.

100 —— Ki67 Under 15%
—— Ki6o7 Above 15%
737 19,6 months
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Hinh 3: So sanh PFS gitta 2 nhém c6 chi s6 Ki67
< 15% va nhom Ki67 > 15%
Nhém chi sb Ki67 < 15% c6 thoi PFS 16n hon
nhom Ki67 > 15% c6 y nghia thong ké véi p =
0,004, HR = 0,155 95% CI 0,044 - 0,55
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Hinh 4: Phan tich da bién cac yéu t6 lién quan dén thoi gian sdng bénh khong tién trién
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3.3 Danh gia tic dung phu cia Fulvestrant
Bang 2: Tac dung phu cua Fulvestrant

Téac dung phu b1 bo2-4
Mét moi 2 0
Dau khéop 1 0
Pau xuong 1 0
Da niém mac 1 0

IV. BAN LUAN

4.1. Pic diém bénh hoc

Do mé hoc cao 2 - 3 chiém chu yéu, vai 80,5%
va chi s Ki67 trung binh 1a 22,3 + 3,7%. Mic du
mot s6 nghién ctru da chi ra vai trd cia chi s6 Ki67
nhu la mot yéu td tién lugng cho ca DFS va OS
sau diéu tri ban dau [9]. Thém vao do, chi s Ki67
tai u nguyén phat con c6 ¥ nghia quan trong dé chon
lwa diéu tri & nhitg bénh nhén tai phat [10].

Dic diém thu thé noi tiét, nhém néi tiét 2 thy thé
duong tinh chiém sé lugng 16n nhat 1a 61%, theo
sau d6 1a ER+/PR- (26,8%), tiép theo 1a ER-/PR+
(9,8%), diéu nay twong tu v6i nghién ciru cla tac gia
Soo Youn Bae [11].Trong ¢& mau nghién ctru cua
chiing t6i c6 1 bénh thé giai phiu bénh ban dau 1a by
ba am tinh, nhung sau tién trién tai thanh nguc, hach
(Pi 1am lai giai phiu bénh) da dbi thanh thé noi tiét
duong tinh: (ER 3+,80% PR-, Her-2 (-), Ki67 15%).
Ty 1&¢ nhéom HR+/Her-2 4m tinh chiém chu yéu, véi
78%, 16n hon so voi phan nhom phan td HR+/Her-2
(+) 12 17,1%, didu nay twong tu véi phan b dic diém
nhom phan tir cua cac nghién ctru trong nudc [12] va
nghién ctu ngoai nuéc SEER-22 [13].

Vé dic diém bénh 1y tién trién, trong nghién ctru
ctia chung t6i ghi nhan ty 18 di cin xa chiém hau hét
v6i 40/41 bénh nhan, diéu nay phu hop véi dac tinh
co ban ctia bénh 1y ung thu tién trién 14 di can xa.
Tuong tu voi nhom tac gia C. D. Lyngholm, danh
gia mo hinh tién trién/tai phat trén 1847 bénh nhan
ung thu v sau diéu tri ban dau véi ty 16 tai phat tai

chd chi chiém 15,3% [1]. Hay nhom tac gia Phan
Thi DS Quyén, danh gia tinh trang chuyén d6i nhém
phan tir cia 75 bénh nhan ung thu v tién trién/tai
phat, c6 ty 1é tai phat tai chd chiém 46,7% [14].
4.2. Hi¢u qua diéu tri Fulvestrant va cic yéu to
lién quan

Thoi gian trung vi bénh khong tién trién (PFS-
median) cua nghién ctu chung t6i la 13,05 + 4,27
thang va ty 18 thoi gian séng bénh khong tién trién
trong 2 nam (PFS-2 nam) 1a 39%. So sanh v6i nghién
ctru cua nhom tac gia Angelo Di Leo [15] danh g1a
362 bénh nhan trong 48 thang, c6 thoi gian tién trién
trung binh 1a 6,5 thang va ty 1€ PFS-2 nam la 10,2%,
hay ¢ nhom tac gia Min He voi dit liéu 1am sang doi
thuc trén 398 bénh nhan ung thu va di can diéu tri
v6i Fulvestrant, thoi gian PFS-trung vi 1a 6,8 thang
[16]. Thi ca PFS-trung victia nhém nghién ctru déu
16m hon so voi nhom tac gia Angelo Di Leova nhém
tac gia Min He c6 y nghia thong ké véi p < 0,05.
Tuy nhién, két qua cia nhom nghién ctru thip hon
so voi nhom tac gia Balancas [17] nghién ctru dit
lidu 1am sang doi thuc cua 128 ddi tuong ung thu v
diéu trj Fulvestrant thi PFS - trung vi l1a 14,6 thang
va ty 1¢ PFS-2 nam 1a 23,4%, p = 0,018.

Didu nay c6 thé giai thich do sy khac nhau
vé ¢& mau, cting nhu dic diém c& miu giira cac
nghién ctru. Dé hiéu rd hon co ché dé khang diéu
tri Fulvestrant, nhiéu nghién ciru da dugc tién hanh
trén dic diém 1am sang va phan tich gen di nhan ra
cac yéu t6 nguy co nhu 1a di cin tang [18], dot bién
PIK3CA, d6t bién ESR1 va con duong chéo ER/
Her-2 [19].

Phan tich cac yéu t6 lién quan dén diéu tri
Fulvestrant, vi tri chi di cin xwong 13 yéu t6 thuan
loi cho diéu trj fulvestrant, véi PFS trung vi nhom
chi di can xuong 17,62 thang, dai hon so v4i nhom
di can tang la 12,39 thang, tuy nhién sy khac biét
nay chua c6 y nghia thng ké voi p = 0,183. Didu
nay ciing tuong tu khi danh gia trén nhiéu nghién
ctru khac nhau duoi day.

Bang 3: Tong hop cac nghién ctru lién quan dén hiéu qua diéu tri Fulvestrant

STT Nghién ciru Di can tang Khoéng di can tang p
1 FALCON III [20] 15,9 thang 22,3 thang <0,05
2 JBCRG - C06 [18] Khong c¢6 su khac biét 0,37
Meta - analysis cua Tt hon khi diéu tri Khoéng c6 sy khac biét khi
3 nhom tac gia Graham fulvestrant, st dung fulvestrant,
[21] voi HR = 0,85 (0,77 - 0,95) p=0,76
Y hoc 1dm sang Bénh vién Trung wong Hué - S 91/2023 101



Ddnh gid hiéu qua phdc do diéu tri c6 Fulvestrant...

Panh gia dén yéu t6 Ki67, Nhom bénh nhéan co
chi s6 Ki67 thap (< 15%) co thoi gian bénh 1y khong
tién trién 16n hon so voi nhém Ki67 cao (> 15%), véi
p <0,05 (Phén tich Log Rank), diéu nay twong tu véi
nghién ctru ctia nhom tac gia Blancas [17]khi chi s6
Ki67 thap c6 PFS trung vi cao hon so véi Ki67 cao
(14,6 thang vs 14,3 thang, p = 0,748). Chi s Ki67
cang cao thi tién lugng cho bénh nhan cang xau, diéu
nay da dugc chung minh qua 46 nghién ctru (voi hon
12.000 bénh nhan) da cho thy rang ti 18 boc 16 Ki67
cao lién quan véi nguy co tai phat cao va thoi gian
song thém thap [22, 23]. Piéu ndy cang dugc ching
minh khi phan tich da yéu t6 dua trén ddc diém nhan
chung hoc, bénh hoc thi chi s6 Ki67 van 1a yéu t6 tién
luong doc 1ap cho bénh nhan ung thu vii trong nghién
clru cua chung t6i, voi HR = 0,155 (95% CI 0,044 -
0,55) va p = 0,04 (Phan tich hoi quy Cox).

Tuy nhién, s luong bénh nhan ung thu va trong
¢& mau khong danh gia dugc chi s6 Ki67 chiém
12/45 bénh nhan, day cling la nhuoc diém cta nhom
nghién ciru khi s6 lwong bénh nhan phan tich dudi
nhom chua da lon. Vi 12 bénh nhan nay, nhém
nghién ctru di ¢ gang danh gia lai chi sé Ki67 &
nhitng vi tri tai phat c6 thé sinh thiét va c6 5 bénh
nhan véi chi s6 Ki67 1an luot 1a: 10%, 18%, 15%,
25%, 30%.

Vé tac dung phu cta Fulvestrant, nhom nghién
ctru chi ghi nhén tac dung phu d6 1 (Nhu mét mai,
dau khop, phan tng da). Tir 46 thiy dugc bénh nhan
dung nap tot voi Fulvestrant.

V. KET LUAN.

Fulvestrant 13 phuong phap diéu trj hiéu qua &
nhirng bénh nhan ung thu vu thu thé noi tiét (+) tién
trién sau diéu tri ban dau. Hiéu qua nay duoc gia
tang thém & nhitng bénh nhan chi c6 di can xuong
va/hoic chi s6 Ki67 thap (< 15%). Bénh nhan dung
nap tot v6i liéu phap ndi tiét Fulvestrant.
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