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KET QUA HOA TRI PHAC PO CHU'A PLATIN TRONG PIEU TRI UNG THU
BIEU MO TUYEN VU €O BO BA AM TINH TAI PHAT DI CAN

Bui Thanh Lap!, Nguyén Di¢u Linh2, Lé Thanh Dirc?

TOM TAT

Muc tiéu: Danh gla két qua diéu tri bang phac do
hoa chat cera platin trén bénh nhan ung thu bi€u mo
tuyén vu co b0 ba am tinh (BBAT) tai phat di can. Poi
tugng va phu’dng phap nghién ctru: Nghién clu
mo ta hoi CLru trén 56 benh nhan dugc chan doan ung
thu bleu md tuyén vi cé BBAT tai phét hodc di can.
Két qua Péc diém nhém nghlen ctu: Tubi trung binh
d thai diém tai phat di cdn la 49,2 +£12,2. Thdi gian
s6ng thém khong bénh (DFS) la 16 3 thang Trong 56
bénh nhan diéu tri bang phac do chira platin, cé 20
bénh nhan dugc diéu tri bang phac d6 paclitaxel —
carboplatin chiém 35,7%, 36 bénh nhén dugc diéu tri
bang phéc d6 gemcitabine — carboplatin chiém 64,3%.
Ty |é dap Lrng chung cla phac do la 58,9%; trong do
10,7% dap u’ng hoan toan, dap u‘ng 1 phan la 48,2%,
benh gitr nguyen la 12 5%, bénh tién trién 1a 28,6%.
Ty |é dap &ng 8 nhdom bénh nhan diéu tri phac do
budc 1 la 67,5%, cao hon so vGi nhém bénh nhan
diéu & budc 2 la 37,5%, su khac biét co y nghia thGng
ké vGi p = 0,039. Trung vi thai gian song thém bénh
khdng tién trién Ia 7 thang. Bdc tinh clia phac do
terdng gap chu yeu la do 1, 2. Cac doc tinh thu‘dng
gap la ha bach cau hat (63 5%), ha huyét sac to
(50%), ha tiéu cau (26,8%), rung toc (46,4%), ndn va
buén nén (51,7%). Két Iuan Hdéa tri phac do chu’a
platin dugc chu‘ng minh co hiéu qua, doc tinh cla
phac dd chdp nhan dudc trén nhém bénh nhan UTV
BBAT tai phat di cin, do vy cd thé dp dung trong
diéu tri trong diéu k|en hién nay & nudc ta hién nay.

Tlf’ khoa: Ung thu vi bd ba am tinh, platin, thdi
gian sdng thém bénh khéng tién trién.
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SUMMARY
THE EFFICACY OF PLATIN-BASE CHEMOTHERAPY
OF RECURRENT OR METASTATIC IN THE

TRIPLE NEGATIVE BREAST CANCER

Objectives: To evaluate the efficacy of platin—
base chemotherapy of metastatic of triple negative
breast cancer. Patients and methods:
Retrospective, descriptive study on 56 patients with
recurrent or metastatic of triple negative breast
cancer, were treated with platin-base chemotherapy
regiment at National Cancer Hospital. Results: The
mean age was 49,2 +£12,2. Mean disease-free survival
time (DFS) was 16,3 months. The overall response
rate (ORR) of the regimen was 58,9%. The complete
response rate was 10,7%, the partial response rate
was 48,2%, 12,5% of the patients were stable and
28,6% of the patients had progressive disease. ORR in
first-line therapy was better than that in the second-
line of treatment (ORR: 67,5% vs 37,5%; p=0,039).
The median progression-free survival was 7,0 months.
The common toxicity was neutropenia (63,5%),
anemia (50%), 26,8% for thrombocytopenia, hair loss
(46,4%), and 51,7% for vomiting and nausea.
Conclusions: Platinum-based chemotherapy s
effective in high response rates and progression-free
survival for patients with recurrent or metastatic of
triple negative breast cancer. However, it is necessary
to evaluate and closely monitor the toxicity of the
regimen during treatment

Keyword: Triple negative breast cancer, platin,
progression-free survival.

I. DAT VAN PE

Theo GLOBOCAN 2020, ung thu va (UTV) la
loai ung thu c6 ty 1€ mdc nhiéu nhat trén toan
thé gidi va la nguyén nhan gay tir vong thir 5
sau ung thu phdi, dai truc trang, gan va da day
G ca 2 gidi. Riéng & nir gigi, UTV chiém 1/4 s6
trudng hdp ung thu méi méc va chiém 1/6 téng
sO cac ca tr vong do ung thu. Tai Viét Nam, ty Ié
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mac mdi UTV chun theo tudi 1a 34,2/100.000
dan, d'ng d4u trong cac loai ung thu phd bién &
nir v8i 21.555 truGng hgp va ding th 4 trong
sO cac nguyén nhan tr vong do ung thu nit gidi
vGi 9.345 trudng hogp, dirng sau ung thu gan,
phdi va da day [1].

UTV bd ba dm tinh dudc xac dinh bdi thu thé
noi tiét estrogen (ER)/ progesterone (PR) va yéu
td phat trién biéu bi Her-2 &m tinh, chiém
khoang 12-20% trén téng s& cac loai UTV. Kiéu
hinh nay co tién lugng xau véi dic diém riéng
biét vé yéu t6 nguy cd, dic diém phan t, biéu
hién Iam sang, mo bénh hoc, dap (rng diéu tri, di
can va tai phat [2], [3]. UTV cd bd ba am tinh co
ty 1é tai phat di can rat cao trong nhitng ndm
dau tién sau diéu tri d3c biét cao diém trong 3
nam dau [4].

Trén thé gidi, nhiéu nghién cliru diéu tri UTV
BBAT tai phat di cdn bang phac d6 hda chat co
ch(ra platin cho thay hiéu qua diéu tri cao hon so
vG@i phac d6 khong chira platin [2], [5]. Zhang va
CS (2015) da nghién cltu trén 364 BN UTV BBAT
di can diéu tri hda chat budc 1 trong dé c6 218
BN dugc diéu tri bang phac d6 hda chét cd chira
platin va 146 BN diéu tri bang phac d6 khong
ch(ra platin. Két qua cho thdy nhom BN diéu tri
bang platin cé thdi gian s6ng thém bénh khong
tién trién (PFS) dai hon so véi nhém BN con lai
(7.8 thang so vdi 4.9 thang, p<0.001). Ti Ié dap
('ng toan bd & nhdm dudgc diéu tri budc 1 bang
platin cling cao han so véi nhdom khong dung
platin (57,3% so vdi 32,9%) [5].

Hién nay, tai Viét Nam cling c6 nhiéu bénh
nhan UTV BBAT tai phat di can dugc diéu tri
bdng phac do co6 chira platin nhung chua cé tac
gid nao nghién clru danh gia hiéu qua diéu tri
clia phac do trén. Vi vay, ching t6i ti€n hanh
nghién cltu: "Pdanh gid két qua diéu tri bang
phac do hoa chat chua platin trén bénh nhdn
ung thu biéu mé tuyén vi cé bé ba ém tinh tai
phat di can”
Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU

1.D6i turgng nghién clru. Bénh nhan nit
dugc chan doan xac dinh 1a ung thu v c6 bd ba
thu thé ER, PR va Her-2 &m tinh tai phat di can,
dudc diéu tri bang phac d6 hoda chat chira platin
tir 01/2014 t6i 03/2021.

1.1. Tiéu chuén lua chon:

e Bénh nhan nit dugc chan doan xac dinh ung
thu biéu mo tuyén vi bang xét nghiém mo bénh hoc.

e Co két qua nhudém hoéa mo6 mién dich danh
gia thu thé ndi tiét ER, PR va Her-2 dm tinh cla
ton thuong u ban dau hay tdn thuong tai phét di can.
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e Da dugc diéu tri triét can cho giai doan tai
cho, tai vung bdng cac cac phuang phap phau
thuat, hoa chat, xa tri, ndi tiét, diéu tri dich theo
chi dinh hoac ung thu va giai doan IV da hoac
chua diéu tri hoa chat, khéng cé chi dinh diéu tri
tai cho tai vung.

¢ Chan doén tai phat di c&n bang chan doan
hinh anh hoac té bao hoc hodac mé bénh hoc.

e Dugc diéu tri phac d6 hda chat gemcitabine
- carboplatin hodc paclitaxel — carboplatin it nhat
3 chu ky.

« C6 tdn thuang danh gid dudc dap ('ng theo
tiéu chuan RECIST.

o Chi s0 toan trang ECOG < 2.

¢ Chirc nang gan than tay xuong trong gigi
han cho phép diéu tri hda chat

1.2. Tiéu chuén loai trir:

¢ Bénh nhéan di can ndo.

e Bénh nhan dang mac cac bénh cdp va man
tinh tram trong khac.

¢ Bénh nhan di ing vdi thudc.

e Bénh nhan nglring diéu tri thuGc khéng phai
vi ly do bénh tién trién, ddc tinh, két thic nghién cu.

¢ Bénh nhan c6 ung thu nguyén phat tai cg
quan khac.

2. Phuong phap nghién ciru

2.1. Thiét ké nghién ciru. Nghién ciru mo
ta hdi ctu . )

2.2, C3 mau nghién clru. Ap dung cong
thirc tinh ¢@ mau cho viéc udc tinh mot ty 1&:
p-(1 — p)
= (p- £)*

Trong do: n: ¢ mau toi thiéu can dat dugc
trong nghién clru

Z: hé s0 tin cay, véi a= 0,05 tra bang Z = 1,96

p: ty 16 dap Ung cla nghién clru tuong tu
trude do, p= 0,57 [5].

€. gia tri tuong d6i, thudng chon trong
khoang (0,1-0,4). Chon ¢ = 0,25

Udc tinh ¢8 mau tdi thiéu trong nghién clu
can phai dat dudc la 46 bénh nhan.

2.3. Phac do diéu tri: Bénh nhan sau khi
dugdc chdn doan tai phat di cdn c6 day du cac
tiéu chuan trén dugc diéu tri bang hda chat theo
1 trong 2 phac do6:

¢ Phac do paclitaxel-carboplatin, chu ky 3 tuan.

Paclitaxel 175mg/m? - carboplatin AUC 5-6.
Nhdc lai moi dot sau 21 ngay

¢ Phac d6 gemditabine — carboplatin, chu ky 3 tuan.

Gemcitabine 1000 mg/m? da truyén tinh mach
ngay 1 va 8. Carboplatin AUC 5-6, truyén tinh
mach ngay 1. Nhac lai moi dot sau 21 ngay.

Panh gia ddc tinh cia phac d6: Doc tinh
trén huyét hoc va doc tinh trén than kinh ngoai

n = Z%,M‘,;z
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bién (Theo NCI-CTCAE 5.0)

Panh gia dap ng diéu tri: sau 3 chu ki,
theo RECIST 1.1 [6] gbm: Dap ('ng hoan toan,
Pép Ung 1 phan, B&nh &n dinh, Bénh tién trién.

Panh gia thai gian song thém bénh khong
tién trién (PFS): la khoang thdi gian tir Ilc bénh
nhan bat dau dugc diéu tri cho tdi thdi diém xac
dinh bénh tién trién hodc bénh nhéan tr vong.

3. Pao dirc nghién clru: Nghién cliu da
dugc thong qua tai Hoi Bong Dao diric Bénh vién K.

Ill. KET QUA NGHIEN cU'U

1. Mét sd dic diém cha ddi tugng nghién
clru. K&t qua cho thay trong tdng s6 56 bénh
nhan tham gia nghién cltu, tudi trung binh cla
cac doi tugng nghién cru la 49,2, thap nhat la
25 tudi, cao nhét 1 71 tudi. Cac bénh nhan trong
nghién ctru phan I6n & giai doan II va III tai thai
diém chan doan ban dau, chiém 79,6%, cd 1
bénh nhan nao & giai doan I chiém 1,8%. Trong
s0 56 bénh nhan cé 16 bénh nhan & giai doan IV
ngay tU [An chan dodn dau tién, chiém 28,6%.
Trong nghién ctfu cla ching toi, phan I6n cac
bénh nhan thudc thé ung thu biéu md xam nhap
tip khong dac biét (NST), chi€ém 78,6%, 5 bénh
nhan ung thu biéu md bi€u thuy xdm nhap
chiém 8,9. Trong s6 40 bénh nhan trong nhom
nghién ciiu dugc chan doan bénh & giai doan tai
cho, tai viing sau khi diéu tri triét cdn, thdi gian
xuat hién tai phat di can hay gap la sau 2 nam
dau chiém 82,5%. Trung binh thgi gian song
thém khong bénh la 16,3 thang, ngan nhat 1a 3
thang, dai nhat la 51 thang. Cac vi tri di can
thuGng gap trong nghién cltu clia ching téi [an
lugt 1a phéi, gan va xudng chiém ti & [an luct 1a
48,2%, 28% va 25%.

Trong 56 bénh nhan dudc diéu tri bdng phac
d6 chlra platin, cd 20 bénh nhan dugc diéu tri
bdng phac d6 paclitaxel - carboplatin chi€m
35,7%, 36 bénh nhan dudc diéu tri bdng phac
dé gemcitabine - carboplatin chiém 64,3%. Co
40 bénh nhan dudc diéu tri phac d6 chlra platin
budc 1, chiém 71,4 va 16 bénh nhan nhan diéu
tri phac do6 chira platin budc 2, chiém 28,6%.

Bang 1: Mét sé dic diém cua déi tuong
nghién cau

S6 bénh | Tilé

nhan(n) | %

Tuoi: *<30 2 3,6
*30 - 39 11 19,6
*40 - 49 16 28,6
*50 - 59 13 23,2

* >60 14 25

Trung binh 49,2 + 12,2

Giai doan ban dau
*Giai doan I 1 1,8
*Giai doan II 20 35,7
*Giai doan 111 19 33,9
*Giai doan IV 16 28,6
M6 bénh hoc
*UTBM xam nhap NST 44 78,6
*UTBM tiéu thuy xam nhap 5 8,9
*UTBM thé di san 3 54
*UTBM thé tuy 2 3,6
*Khac! 2 3,6
PO mo hoc?: *Pj 1 1 2,4
*D0 2 26 63,4
*D0 3 14 34,1
Tinh trang Ki-67
*Ki-67<20 10 17,9
*Ki-67 >220% 46 82,1
Vi tri tai phat di can
*Tai cho tai vung 11 19,6
*Hach trung that, & bung 12 21,4
*Xuong 14 25,0
*Gan 16 28,0
*Phai 27 48,2
*Khac® 4 7,1
Di can tang
*Khong di can tang 18 32,1
*Di cdn tang (gan hodc phdi) 34 60,7
CA 15-3

*Trong giGi han binh thudng 29 51,8
*Tang cao han binh thuGng 27 48,2

Phac do diéu tri tai phat di can
*Paclitaxel — carboplatin 20 35,7
*Gemcitabine — carboplatin 36 64,3

Piéu tri hda chat budc
*Budc 1 40 71,4
*Budc 2 16 28,6
Chui thich:

1Gom 1 bénh nhan ung thu biéu mé thé nhan
va 1 bénh nhan ung thu biéu md thé vi nhd.

2Trong s6 41 bénh nhan UTBM xam nhap NST

3 Gom 1 BN di can hach thugng don doi bén,
1 di c&n hach chau, 1 BN di c8n mang phdi

4. Pap U'ng vGi diéu tri va 1 s6 yéu to
lién quan. Trong s6 56 bénh nhan nghién ctu,
sau 3 dot diéu tri, c6 30 bénh nhan ghi nhan dap
Ung, chiém 53,6%, trong dé khong coé bénh
nhan nao dap Ung hoan toan. Ty Ié dap Ung
chung cla phéac do6 la 58,9%, trong do ty 1€ dap
Ung hoan toan la 10,7%. C6 12,5% bénh nhan
dat bénh gilt nguyén, nhu vay Igi ich 1dam sang
dat 71,4%. C6 16 bénh nhéan tién trién ngay sau
3 chu ky diéu tri chiém 28,6%. Ty |é dap Ung &
nhom bénh nhan diéu tri phac d6 budc 1 la
67,5%, cao han so vGi nhdm bénh nhan diéu tri
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phac d6 nay & budc 2 la 37,5%, su khac biét cd
y nghia théng ké vdi p = 0,039. Nhin chung, dap
Urng cla phac do phan I6n dat dugc sau 3-6 dot
diéu tri. Khong co su khac nhau gilra ti 1€ dap
('ng diéu tri v4i cd yéu t8 lién quan nhu th€ mé

bénh hoc, d6 mo hoc, mic d6 do boc 10 Ki-67, vi
tri di can hay viéc lua chon phac do diéu tri
gemcitabine - carboplatin hay paclitaxel -
carboplatin (p>0,05).

Bang 2: M6i lién quan giira ti I1é dap irng voi cac yéu to'lién quan

Bénh dap i'ng Bénh khong dap irng
ni % n2 % P
D6 mé hoc: *Do 1 1 100 0 0
*D0 2 19 65,4 7 34,6 p=0,097
*D0 3 5 35,7 9 64,3
Tong 33 56,1 23 43,9
M6 bénh hoc
UTBM xam nhap NST 23 56,1 18 43,9
UTBM tiéu thuy xam nhap 4 66,7 2 33,3 p=0,828
Loai khac 6 66,7 3 33,3
Tong 39 58,9 17 44,1
Tinh trang Ki-67: *Ki-67 < 20% 7 70 3 30 p=0.500
*Ki-67 = 20% 26 56,5 20 43,5
Tong 33 58,9 23 41,1
Tinh trang di can tang
*C6 di can tang 22 57,9 16 42,2 p=1,000
*Khong di can tang 11 61,1 7 38,9
Tong 39 58,9 17 41,1
Phac do6 diéu tri
*Paclitaxel - carboplatin 14 70 6 30
*Gemcitabine - carboplatin 19 52,8 17 47,2 p=0,209
Tong 33 58,9 23 41,1
Piéu tri budc: *Budc 1 14 70 6 30
*Budc 2 19 52,8 17 47,2 p=0,209
Tong 33 58,9 23 41,1

5.Thdi gian sdng thém khdng tién trién
ciua bénh nhan. Thdi gian trung binh sbng
thém khdng tién trién la 6,97 thang. Téi thiéu la
3 thang, t6i da la 18 thang. Trung vi s6ng thém
bénh khong tién trién 1a 7,0 £ 0,5 thang. Ty 1&
sdng thém khdng bénh tién trién tai th&i diém 3
thang va 6 thang va 9 thang lan lugt la: 83,9%,
58,8% va 5,5%

4.0 “

0.8

Survival Function

¥ie xudt song sét tich iy

2 16 15 26
Thei gian séng thém khéng bénh tién trién (thang)

Biéu dé 3.7. Thoi gian séng thém khéng
bénh tién trién (PFS)
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Bang 2: Moi lién quan giiia PFS voi cac
yéu té'lién quan

. 95%
1(-::’,:22 V)! khoangtin| p
9)| cay(thang)
Phac do hoa chat
*Paclitaxel -
carboplatin 8 74-8,6 | 0,154
*Gemcitabine
- carboplatin 6 44-7,6
Diéu tri budc
*Budgc 1 7 6,3-7,7 0,746
*Budc 2 4 2,1-59
Vi tri di can
*Khong di can
tang 8 6,9-9,1 | 0,976
*Co di can
tang 7 6,0 — 8,0

4. Poc tinh. Doc tinh cua phac do thudng
gap chu yéu la d6 1, 2. Cac doéc tinh thudng gap
la ha bach cau hat (63,5%), ha huyét sic t6
(50%), ha tiéu cau (26,8%), rung toc (46,4%),
non va budn non (51,7%)
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IV. BAN LUAN

Két qua cua chung t6i cho thay ty I1é dap (ng
chung cta phac do la 58,9%, trong doé ty Ié dap
Ung hoan toan la 10,7%, ty I& dap &’ng & nhom
bénh nhan diéu tri phac d6 budc 1 va budc 2 lan
lugt la la 67,5% va 37,5%. Két qua cua chung
t6i cao hon nghién clru cla Zhang (2015) vdi ti
Ié dap Ung budc 1 la 57,7% dong thdi ciing cao
han nghién cliu cia Chen va coéng su (2020) véi
&€ dap Ung toan bd la 49% trong do ti 1€ dap
Ung toan bo cua diéu tri tai budc 1, budc 2, va
budc 3 1an lugt 1a 53%, 26,7%, 26,7% [5] [7].

C6 su khac biét nay cé thé 1a bénh nhan
trong nghién cru cla tac gia Zhang va Chen bao
gom ca nhom bénh nhadn di can ndo, day la
nhém bénh nhan co ti 1€ dap (ng diéu tri kém
haon so véi nhitng bénh nhan ¢ vi tri di can khac.

Trong nghién c(u cua chdng toi, thdi gian
sdng thém khdng bénh tién trién trung binh 13
6,97 thang, ngdn nhat la 3 thang, dai nhat la 18
thang. Trung vi s6ng thém khéng tién trién la 7,0
+ 0,5 thang. K&t qua cua chidng toi thdp han
nghién cltu cla Zhang va cong su’ (2015) véi PFS
la 7,8 thang [5]. Tuang tu, nghién clu cta Chen
va cong su 2020 vdi trung vi PFS la 8,4 thang
[7]. Biéu nay cd thé giai thich do cac bénh nhan
trong nghién clfu cta chdng toi cd ti 1€ di can
tang 16n hon, ti 1€ di cédn xudng va tai phat tai
cho tai ving thap hon. Pay la mét trong nhirng
yéu to tién lugng xau anh hudng dén két qua
diéu tri.

banh gia vé doc tinh clia phac d6, nghién clru
cla ching t6i thudng gap chd yéu la doc tinh do
1, 2. Cac dbc tinh thudng gap la ha bach cau hat
(63,5%), ha huyét sic t& (50%), ha ti€u ciu (26,8%),

rung toc (46,4%), non va budn non (51,7%).

V. KET LUAN

Su phGi hda chat dua trén nén tang platin
dem lai hiéu qua vé ti I1é dap Ung va thdi gian
sdng thém bénh khéng tién tri€én cao cho bénh
nhan UTV BBAT tai phat hodc di can. Tuy nhién
can danh gia va theo doi sat doc tinh cia phac
do trong qua trinh diéu tri.
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Ngay duyét bai: 25.10.2021

~Bénh nhén nir 53 tudi, vao vién vi: Ton thuong
mat - ludn cho rang cd nhifng con trung can trén da.
Bénh biéu hién khoang 03 ndm nay, bénh nhan m6 ta
nhin thdy “con ghé” mau trang hinh dang nhu hat gao
cé chan bo khap ngudi bénh nhan. Bénh nhan di
kham, diéu tri chuyén khoa Da Liéu nhiéu ngi nhung
tinh trang trén khong dd. Khoang 03 thang nay bénh
nhan cdm giac con nay thudng xuyén bo vao tai vao
mdii, vao mdt can & trong mat, bénh nhan di kham va
diéu tri tai Bénh vién mat TW, khoa Mat Bénh vién
Bach Mai, dugc lam xét nghiém, kham lam sang chan
doan: viém cung giac mac hoai tir - dai thao dudng -
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