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THOT GIAN SONG THEM KHONG BENH VA CAC YEU TO LIEN QUAN
CUA HOA TRI BO TRQ' DOCETAXEL - CYCLOPHOSPHAMID
TREN UNG THU VU CAO TUOI

TOM TAT

Muc tiéu: Danh gla thdi gian song thém khong
bénh (DFS) va cac yéu t6 lién quan ctia hda tri bd trg
phac d6 Docetaxel ket hgp Cyclophosphamld tren
bénh nhan ung thu vl cao tudi diéu tri tai bénh vién
K. Ddi tugng nghién ciru: 70 bé&nh nhan nif cao tudi
dugc chan doan la ung thu vi giai doan I-IIIA, dugc
phau thuét cat toan bd tuyen v hodc phau thuat bdo
ton kém vét hach nach hé thdng diéu tri bb trg hoa
chat phac do Docetaxel k&t hop Cyclophosphamid
(TC) tai bénh vién K tur thang 01/2013- 12/2018.
Phu‘dng phap nghlen cru: Mo ta hoi clru. Két qua
Tubi trung binh cla cac bénh nhan trong nghlen Cu’u
la 64,74 £ 3,94 tudi, trong d6 67, 1% bénh nhan co
tién sur benh Iy tim mach. Ty lé s6nhg thém khong
bénh tai thai diém 3 nam 5 nam ian Iugt 13 87,7% va
81%. Giai doan bénh va phan nhém sinh hoc phan tor
cd lién quan dén DFS (p<0,05). DFS khong co su khac
biét gilta 2 nhom c6 va khéng cd bénh ly tim mach
(p>0 05). Két luan: Diéu tri bo trg phac d6 Docetaxel
két hop Cyclophosphamld (TC) trén bénh nhan utv
cao tu0| o ty 1& s6ng thém khong benh cao va nén
dugc can nhac trong thuc hanh |am sang, ddc biét
trong nhdm bénh nhan co benh ly tim mach.

T khoéa: Ung thu vi, cao tudi, hda tri bd trg,
Docetaxel, Cyclophosphamld

SUMMARY
DISEASE FREE SURVIVAL AND
ASSOCIATED FACTORS OF ADJUVANT
CHEMOTHERAPY DOCETAXEL AND
CYCLOPHOSPHAMID (TC) REGIMEN IN

ELDERLY BREAST CANCER PATIENTS

Aims: Our study aimed to evaluate disease free
survival and  associated factorsof  adjuvant
chemotherapy Docetaxel and Cyclophosphamid (TC)
regimen in elderly breast cancer patients treated at K
hospital. Population: 70 patients were women, ages
> 60, diagnosed breast cancer, treated by surgery
mastectomy and adjuvant Docetaxel-
Cyclophosphamid regimen at K hospital from 01/2013-
12/2018. Methods: Retrospective  description.
Results: The mean age was 64.74 + 3.94 (range 60
to 74, 67,1% had cardiovascular disease. 3-year and
5-year disease free survival were 87.7% and 81.1%
respectively. DFS was associated with stage and
molecular subtype (p<0.05). DFS was not significantly
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different between those with and  without
cardiovascular  disease  (p>0.05). Conclusion:

Treatment adjuvant chemotherapy TC regimen in
elderly patients has a high DFS rate and should be
considered in clinical practice, especially for patients
with cardiovascular disease.

Key words: Breast cancer, elderly, adjuvant
chemotherapy, Docetaxel, Cyclophosphamid.

I. DAT VAN PE

Ung thu va (UTV) 1a c&n bénh ung thu phé
bi€én nhat va nguyén nhan gay tir vong hang dau
do ung thu & phu nir & nhiéu nudc trén thé gidi
[1]. Theo ghi nhan tai Viét Nam nam 2010 cé
12.533 truGng hgp mdi mac UTV vdi ty 1é mac
chudn theo tudi la 29,9/100.000 dan va 5339
ngudi t& vong do can bénh nay [2]. Mac du co
nhiéu tién bo trong diéu tri, mirc d6 giam ty € tur
vong & nhém bénh nhan (BN) cao tudi kha han
ché (1,5%/ ndm) so vdi nhdm bénh nhan tré 20-
39 tudi (2,8%/n&m) [3].

Tudi tho trung binh clia dén s8 nudc ta tang
dan qua cac giai doan va udc tinh ty 1€ ngudi
cao tudi s& tang gap 3 vao nam 2050 [4]. Ty 1€
ngudi cao tudi tdng dan dén ty |é bénh nhan ung
thy vi & ngudi cao tudi cling tdng dan. Tuy
nhién cac nghién clru vé diéu tri bd trg ung thu
vl hién nay van tap trung ch yéu  nhém bénh
nhan tré, con it cac nghién clru thuc hién trén
nhém bénh nhan cao tudi. Trong khi d6, nhdm
cao tudi cb ty 18 méc ung thu vi téng dan theo
tudi dong thdi ty 18 cd cac bénh ddng thdi cao
hon so véi cac bénh nhan tré, dac biét la bénh ly
tim mach. Vi vay lua chon hda chat cho cac bénh
nhan cao tubi can phai dugc can nhic ki, dic
biét 1a Anthracyclin do gay doc tinh tich Iy trén
tim mach [5]. Tai Viét Nam, chua c6 nghién clru
nao vé hiéu qua diéu tri b6 trg cla phac do
Docetaxel- Cyclophosphamid trén bénh nhan ung
thu v cao tudi. Chinh vi vdy, ching téi tién
hanh nghién cu nay véi muc tiéu danh gia thai
gian song thém khong bénh va cac yéu to lién
quan cla phac dd hoéa tri b6 trg Docetaxel-
Cyclophosphamid cho ung thu vl & bénh nhan
nir cao tudi tai bénh vién K.

Il. DOl TUONG VA PHU'O'NG PHAP NGHIEN CU'U

2.1. P6i tugng nghién ciru. Nghién clu
dugc thuc hién trén 70 bénh nhan ung thu va
dudgc diéu tri b6 trg hda chét phac dd Docetaxel
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két hgp Cyclophosphamid (TC) tai bénh vién K
tr thang 01/2013 dén 12/2018.

Tiéu chuan lva chon bénh nhéan:

- BN ni tir 60 tudi trg 1&n.

- Chan doan mé bénh hoc: UTBM tuyén va.

- Chan doén ung thu vi giai doan I-III theo
phan loai cua hiép héi ung thu Hoa Ky AJCC 8.

- B dugc phau thudt cat toan bd tuyén vi
hoac phau thuat bao ton kem vét hach nach hé
thong va diéu tri xa tri, noi ti€t khi cé chi dinh.

- Diéu tri t&i thi€u 3 chu ky hda chat véi phac
do Docetaxel- Cyclophosphamid

- Chi s6 toan trang < 2 theo thang diém ECOG.

- Chdc nang tuy xudng, gan, than trong gidi
han binh thudng.

- C6 day da ho sg bénh an ghi nhan qua trinh
diéu tri.

Tiéu chuan loai trir bénh nhan:

- Bénh nhan bd diéu tri.

-BN c6 Her-2 duong tinh dugc diéu tri
Trastuzumab.

- BN mdc bénh ung thu khac kém theo

- Cac bénh cap va man tinh tram trong, co
nguy cd tir vong gan

2.2. Phucang phap nghién ciru

Thiét ké nghién clru: Nghién cltu mo ta hoi
clu

Cac chi s6 nghién ciru: Thu thap so liéu,
thong tin bénh nhan theo mau bénh an nghién
cftu dua trén cac ghi nhan trén hd s¢ bénh an
bao gbm tudi, toan trang, bénh ly kém theo, giai
doan, phan nhém sinh hoc, cac phudng phap
diéu tri, thGi gian s6ng thém khong bénh, toan
b0 va cac yéu to lién quan.

Phac do diéu tri:

- Docetaxel 75 mg/m2 dién tich da, pha véi
250ml dung dich glucose 5% hodc natriclorua
0,9% truyén tinh mach trong vong 3h, ngay 1.

- Cyclophosphamid 600 mg/m2 dién tich da,
pha vGi 200ml dung dich glucose 5% hoac
natriclorua 0,9% truyén tinh mach trong vong 30
phut, ngay 1.

- Diéu tri hda chat phac d6 4 chu ky cho
nhém bénh nhan yéu té nguy cd thap: giai doan
I-IIA, chua di can hach, d6 m6 hoc thap, phan
nhém sinh hoc phan tr Luminal A, Luminal B.

- Diéu tri hda chat bd trg phac dd 6 chu ky
cho bénh nhan co6 yéu té nguy cd cao: giai doan
IIB-III, u kich thudc I6n > 3cm, di can hach, do
mo hoc cao, nhom Her2/neu ducng tinh hoac
Basal-like.

2.3. Xtr ly s6 liéu. Cac s0 liéu thu thap dugc
ma hoda va x{r ly bang phan mém SPSS 20.0

- Phan tich thdi gian s6ng thém dua theo udc

tinh Kaplan-Meier.

- Kiém dinh so sanh su’ khac biét vé kha ning
séng thém vai mot s6 yéu té lién quan bdng
kiém dinh Log-rank.

Il. KET QUA NGHIEN cU'U
Bang 1. Bdc diém bénh nhén nghién ciu

Pac diém S6BN | Tylé

Tubi (trung binh + SD) 64,74 + 3,94
Toan trang 0 4> 64,3
PS 1 23 32,8

2 2 2,9

Bénh man tinh Khong 19 27,1
kém theo Co 51 72,9
Bénh ly tim Khéng 23 32,9
mach Co 47 67,1

I 15 21,4

Giai doan II 52 74,3
II1 3 4,3

Luminal A 15 214

Nhém sinh hoc | Luminal B 23 32,9
phan to Her2 (+) 24 34,3
Basal like 8 11,4

Tubi trung binh trong nghién clru nay la
64,74, chl yéu cac bénh nhan cé PS 0-1. C6 51
BN trong nghién clru c6 kém theo it nhat 1 bénh
man tinh khac, chiém 72,9%. Giai doan bénh II
gap nhiéu nhéat (74,3%), so BN & giai doan I la
21,4%. Phan nhém sinh hoc phan t&r Her2
duong tinh chiém ty 1€ cao nhat 34,3%, nhém
Luminal A chi chiém 21,4%, nhém Luminal B va
nhom Basal- like chi€ém [an lugt 32,9% va 11,4%.

Bang 2: Cac phuong phap diéu tri

£ ama . So bénh | Tilé
Phucong phap diéu tri nhan %
Phau thuat cat tuyén
vy triét can 66 4,3
Phau thuat bao ton 4 57
Xa tri 34 48,6
Diéu tri noi tiét 38 54,3
Diéu tri dich 0 0
Diéu tri hda chét bd trg 70 100

Ty lé phau thuat cat tuyén vu triét can la
94,3%, chi c6 4 BN (5,7%) dugc phau thuat bao
ton tuyén vu. Tia xa bd trg dudgc thuc hién cho
34 bénh nhan. Tat ca cac bénh nhan déu dugc
diéu tri hda chat b8 trg sau phau thuét, khéng
c6 bénh nao nao diéu tri thudc dich. 38 BN dugc
diéu tri noi ti€t sau khi két thic héa tri va xa tri.
M6t BN co thé dugc diéu tri nhiéu phuang phap
két hap.

Bang 3: S6 chu ki hoa tri b6 tro phéc dé TC

S0 chu ky diéu tri S6 BN Tilé %

4 33 47,1
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6 37 52,9
Téng 70 100
Co6 37 BN dugc diéu tri 6 chu ki phac do TC

chiém 52,9%. Tat ca BN déu hoan thanh s6 chu
ki hda chat can diéu tri, khong cé bénh nhan
phai dirng dirng hodc bo diéu tri.

Survival Function

Tylé
Ty Ié bénh nhin song thém todn bg

T

2o ah @0 E)
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b e0
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Biéu do 1: Biéu dé Kaplan-Meier thoi gian séng thém khéng bénh (DFS)
va song thém toan bé (0S)

Thdi gian theo doi trung binh 38,93 thang cd
61 BN song thém khong tai phat tinh dén thdi
diém két thic theo ddi 87 thang. Xac sudt s6ng
thém khdng bénh tai thdi diém 1 ndm, 2 ndm, 3
nam, 4 ndm, 5 nam lan luct 1a 94,3%); 91,4%);
87,7%; 87,7%; 81%. Dén khi két thic nghién
cltu ¢6 65 bénh nhan con song. Ty 1€ song thém
toan bd dén thdi diém két thiic nghién clu 1a 89,2%.

Séng thém khéng bénh

Tile

Biéu dé 2: Thoi gian séng thém khéng bénh
theo bénh tim mach

Ty Ié s6ng thém khong tai phat 5 ndam cla
nhom bénh nhan khdong mac bénh tim mach la
90,3% thang cao han so vdi nhém cé bénh nhan
cé bénh ly tim mach la 77,8%. Tuy nhién sy
khac biét nay khong cé y nghia thong so vdi
nhém cé bénh tim mach.

Tile

Biéu dé 3: Thoi gian séng thém khéng bénh
theo giai doan bénh
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Thai gian s6ng thém khong bénh theo giai
doan co su khac biét co y nghia thong ké véi p =
0,035. Thdi gian song thém khong bénh cla giai
doan I, IIA tot han nhom giai doan IIB, IIIA.

T

Tjlé bénh nhin sang thém khéng bénh

Biéu db 4: Thoi gian séng thém khéng bénh
theo nhom sinh hoc phan tu

C4 1 bénh nhan (6,7%) trong nhdm Luminal A

va 1 bénh nhan (4,3%) trong nhdm Luminal B tai

phat bénh, ty 1€ thap han so vdi nhdm Her2/neu

duong tinh c6 5 bénh nhan tai phat (21,8%) va

nhom Basal —like cd 2 bénh nhan tai phat (25%).

Tuy nhién su khac biét gilta cac nhom chua co
khac biét c6 y nghia thong ké, p = 0,119.

IV. BAN LUAN

Qua thong ké 70 bénh nhan ung thu v cao
tudi da tiéu chuén trong nghién cltu cla ching
tdi, tudi trung binh clia cac bénh nhan dugc diéu
tri bang phac d6 TC la 64,74 + 3,94, da phan
cac bénh nhan co toan trang tot (PS = 0 chiém
64,3%, chi co 2 BN co chi s6 toan toan trang PS
=2 chiém 2,9%). Theo Fisher vGi bénh nhan
dudi 40 tudi, hda tri b6 trg lam giam 37% ty Ié
tai phat; tudi tir 40-49 cd Igi ich gidam 34% va
dén dd tudi 70 thi héa tri bd trg con rat it y
nghia trong giam ty I€ tai phat cling nhu Igi ich
vé s6ng thém. Bdi vay, viéc diéu tri hoda tri bd trg
bi han ché& d6i véi nhitng BN UTV trén 70 tudi.
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Tuy nhién mot phan tich tUr nghién clu
CALGB 49907 trén 633 BN UTV tlr 65 tudi trg 1én
dugc hoa tri b trg da ching minh cé Igi ich
trong viéc lam giam ty 1€ tai phat cho BN I3n tudi
khi dugc hda tri bd trg, ddc biét 1a nhitng BN thé
trang con tot [6].

Trong nghién cru cua chung téi, c6 tdi 72,9%
BN trong nghién c(tu mac it nhat 1 bénh ly man
tinh kém theo trudc khi diéu tri UTV, trong do
bénh ly tim mach bao gom tang huyét ap, roi
loan nhip tim, bénh mach vanh chiém 67,1%.
Nghién cfu vé moé hinh bénh tit ngudi cao tudi
ndm 2015 tai Viét Nam cho thdy ty 1& mac bénh
man tinh va bénh tim mach cla ngudi cao tudi
tai Viét Nam 1a 42% va 15% [7]. Lua chon quyét
dinh diéu tri va phac dé hda chat bd trg & bénh
nhén cao tudi, ddc biét la cac BN c6 bénh ly tim
mach can can nhac cac thudc it hodc khéng gay
doc tinh 1én tim, nhdam mang lai Igi ich vé giam
tdi phat va kéo dai thdi gian s6ng thém ma
khdong lam ndng thém cac bénh kem theo.

VGi thgi gian theo doi trung binh la 38,9
thang, ching t6i cho két qua séng thém khong
bénh tai thdi diém 1 ndm, 2 ndm, 3 ndm, 4 ndm,
5 namlan lugt la 94,3%; 91,4%; 87,7%; 87,7%;
81%. Nghién clfu clia Lé Thi Suagng (2017) trén
32 bénh nhan UTV diéu tri bd trg phac d6 4AC-
4D cho két qua song thém khong bénh sau 1
nam, 2 ndm, 3 ndm lan luct la 100%; 91,4%;
86,9% [8]. Nghién clru cla Hoang Thu Hang
diéu tri bd trg phac do 4 chu ky TC trén 84 bénh
nhan UTV cho ty Ié sdng thém khong bénh 1
nam, 2 nam, 3 nam, 4 nam, 4,5 nam lan luct la
98,8%; 97,6%); 96,4%; 92,9%; 90,5%. Nghién
cliu cla Stephen E.J va cs (2006) so sanh hiéu
qua diéu tri gita hai nhdm bénh nhan dugc diéu
tri bd trg phac d6 4 chu ky TC (506 BN) va phac
dd 4 chu ky AC (510 BN). Tai thdi diém 5 ndm
va 7 ndm theo doi, ty Ié s6ng thém khong bénh
cao han & nhém diéu tri phac dé TC so véi phac
do AC (86% so vGi 80%; 81% so vGi 75%, p=
0,033). Khi phan tich trén nhdm bénh nhan trén
65 tudi, két qua cling cho thdy phac dd TC hiéu
gqua han phac d6 AC vé song thém khong bénh
tai thSi diém 5 ndm, 7 ndm [9]. Ngoai ra, ching
t6i phan tich thay bénh ly man tinh hay bénh tim
mach khong anh hudng t6i két qua diéu tri cua
phdc d TC trén bénh nhadn UTV cao tudi
(p>0,05). Tuy nhién, DFS c6 su khac biét co y
nghia thong ké theo giai doan bénh, giai doan I,
IIA cho két qua t6t han nhém giai doan 1IB, IIIA.
Nghién clfu cla Tran Van Thuan cho ty Ié sGng
thém khéng bénh 4 ndm cla bénh nhan UTV bd
trg phac d6 AC két hgp ndi tiét la 91,5% vdi giai

doan IIA va giam xudng con 63,4% G giai doan
ITITIA. Phan nhédm sinh hoc phan t&r khong chi cd
cd y nghia quan trong trong chi dinh diéu tri ma
con gilp tién lugng UTV, k& ca cho nhém BN
ung thu va cao tudi. Nghién ctu clia ching toi
cling cho thay ty |é tai phat di can cia nhém
Her2/neu duagng tinh va basal-like la 21,8% va
25% cao han so vdi nhém Luminal A va Luminal
B la 6,7% va 4,3%. Trong nghién clu nay,
ching t6i chi lua chon cac bénh nhan cd
Her2/neu ducng tinh diéu tri héa tri bd trg TC
ma khong c6 trastuzumab.

V. KET LUAN

Phdc dd6 hdéa tri bd trg Docetaxel-
Cyclophosphamid cho ty 1€ song thém khéng
bénh (DFS) cao, tudng tu cac nghién cliu trong
nudc va quéc té. Do vay phac d6 cd thé dugc sur
dung phé bién, rong rai hon, khdng chi tai Bénh
vién K ma ¢ thé & cac cd s@ diéu tri ung thu
khac cho nhém BN UTV cao tudi. Cac yéu t6 lién
qguan dén DFS bao gém giai doan bénh va phéan
nhom sinh hoc phan tur.
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