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TOM TAT
Muc tiéu: Panh gia hiéu qua diéu trj va mét sé tac dung khéng mong mudn ctia cac phac do hoa chét
c6 TS-1 trong diéu tri cac bénh nhan ung thw da day khéng phau thuét triét can duwoc.

D6i twong va phwong phap: Nghién ciru tién clru, mo té cat ngang, theo déi doc & 68 bénh nhén ung
thw da day khong phéu thuét triét can duoc. Bénh nhan duoc diéu tri bdng cac phac db héa chét TS-1
don thuén, TS-1 két hop Oxaliplatin va TS-1 két hop Cisplatin, tai Bénh vién Trung wong Quén déi 108,
ttr thang 10/2019 dén thang 6/2023. Pénh gia dép tng diéu tri theo tiéu chudn RECIST. Pénh gia tac
dung khéng mong muén theo tiéu chudn CTCAE v.3.0. Uéc luvong thoi gian séng thém theo phuwong
phap Kaplan-Mayer.

Két qua: Bénh nhan trung binh 63,5 + 10,68 tudi. Cac co quan di cdn thuong gédp la: phiuc mac
(47,1%), gan (36,8%), hach (29,7%). Bénh thuong di cdn dén nhiéu vi tri (89,7%), v&i 47,1% di cén ter 2
co quan tr& lén. Ti 1é dap (g mot phén, ti 1é kiém soat bénh l&n lwot la 38,2% va 82,3%, khéng cé
bénh nhan dat dap tng hoan toan. Trung vi thoi gian sbéng thém bénh khéng tién trién (PFS) la 6,5
thang. Trung vi thoi gian séng thém toan bé la 10,9 théang. Tac dung khéng mong muén hay gdp nhét Ia
gidm bach céu hat (chiém 55,9%, véi 22,1% gidm d6 3 tré 1én). HOI chiing ban tay - ban chén va bénh
Ii thén kinh it gép va hau hét & mirc dé nhe.

Két luan: Piéu tri 68 bénh nhén ung thw da day khdong phéu thuét triét can duoc bang phac dé héa
chét c6 chira TS-1 (TS-1 don thuén, TS-1 két hop Oxaliplatin va TS-1 két hop Cisplatin) cé ti & kiém
soét bénh, thoi gian séng thém bénh khéng tién trién twong dwong véi cac thir nghiém pha 3 da céng
bé. Béng thoi, kiém soét duoc cac tac dung khéng mong mudn.

T khéa: Ung thw da day, di can, TS-1, ung thw da day khéng phau thuét triét can dwoc.
ABSTRACT

Objectives: To evaluate the effectiveness and associated side effects of chemotherapy containing TS-
1 in patients with inoperable gastric cancer.

Subjects and methods: Prospective study, cross-sectional description, longitudinal follow-up in 68 patients
with inoperable gastric cancer treated with systemic chemotherapy using the chemical regimens TS-1
alone, TS-1 combined with Oxaliplatin and TS-1 combined with Cisplatin at Central Hospital 108 from
10-2019 to 6-2023. Treatment response was assessed using the RECIST, while survival time was
estimated via the Kaplan-Meier method. Adverse effects were evaluated based on the CTCAE v.3.0.

Results: The average age of disease was 63.5 + 10.68. Common metastatic organs included
peritoneum (47.1%), liver (36.8%) and lymph nodes (29.7%). Most patients (89.7%) had metastases in
multiple organs, with 47.1% affecting two or more sites. The partial response rates and disease control
rates were 38.2% and 82.3%, respectively, with no patients achieving complete response. The median
progression-free survival was 6.5 months. The median overall survival was 10.9 months. The most
common adverse event was neutropenia in 55.9% (22.1% grade 3 or higher). Hand-foot syndrome and
neuropathy were uncommon and mostly mild.

Conclusions: The treatment 68 patients of inoperable gastric cancer with chemotherapy containing
TS-1 had disease control rates and progression-free survival times comparable to those in published
phase 3 trials, and controlled adverse events.
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1Bénh vién Trung wong Quan déi 108.



1. DAT VAN DE

Ung thw da day (UTDD) la mét trong nhirng
ung thw hay gap. Tai Viét Nam, ti mac méi UTDD
ding ther 5, ti 1é t&r vong do UTDD dirng the 3
trong sé cac bénh ung thw [1]. Nguyén nhan
chinh dan dén t&r vong & UTDD la do di can. Tai
thoi diém chan doan, phan tich sé lieu SEER giai
doan 1973-2014, trong sb 157.258 bénh nhan
(BN) UTDD, c6 24,6% giai doan tai ché, 37,9%
giai doan tai vung va 34,4% giai doan di can [2].

Nh& sw phat trién cta cac phwong phéap chan
doan, ti Ié phat hién UTDD di can ngay cang tang
lén. O Ha Lan, ti 1& BN c6 biéu hién bénh di cin
tai thoi diém chan doan tang tr 24% n&m 1990
lén 44% nam 2011 [3]. Nghién ctu cla Jing Xu
va coéng sw (2020) cho thay, trong sé 300 BN tai
phat sau diéu tri triét cadn UTDD, c6 191 BN (63%)
di can xa hoac di can phuc mac [4].

Céac huwong dan diéu tri déu khuyén céo két
hop diéu tri dich va héa chét toan than déi véi BN
UTDD giai doan di can [5], [6], [7]. Mac dd i 18 BN
UTDD c6 chi dinh diéu tri dich, diéu tri mién dich
khong thap (ti 1& Her-2 (+) tir 3,8% dén 36,6% [8];
ti & CPS = 5 khoang 29,1% [9]; ti 16 MSI cao
khodng 6,74% [10]), nhwng do nhiéu nguyén
nhan (chi phi cao, khéng cé diéu kién xét nghiém,
khéng cung rng dwoc thube...), sé6 BN dwoc st
dung thyc té tai Viét Nam con rat thp. Hoa chat
toan than van 1a phuwong phap diéu tri chinh cho
hau hét cac BN UTDD di cin. Cac huwéng dan
diédu tri ddu khuyén cao két hop mot héa chét
nhém cisplatin (cisplatin, carboplatin, oxaliplatin)
vdi mot héa chat nhdm  Fluouracin (5-FU,
Xeloada, Tegafur...) [5], [6], [7].

TS-1 14 thudc chéng ung thw dwdng ubng két
hop tegafur (mét tién chat cla fluorouracil) v&i 5-
chloro-2,4-dihydropyrimidine (CDHP) va kali
oxonate, do Céng ty Dwoc phdm Taiho (Tokyo,
Nhat Ban) cung cap. CDHP dbi khang thuan
nghich v&i hoat déng clia dihydro pyrimidine
dehydrogenase (DPD), enzyme gi¢i han tbc do
phan huy fluorouracil 1am cho fluorouracil duy tri
ndng dd cao trong huyét thanh va khéi u trong
thoi gian dai. Kali oxonate ngan chan qua trinh
phosphoryl héa fluorouracil trong dwdng tiéu héa,
lam giam tac dung ddc hai trén dwong tiéu hoa,
doc tinh gi¢i han liéu 1&n nhat cda fluorouracil
[11]. Nhiéu th&r nghiém |am sang giai doan 3 cho
thdy TS-1 cé nhiéu wu viét trong diéu tri UTDD
[11], [12], [13]. TS-1 gbp phan lam tang thdi gian
séng thém khong bénh, thoi gian sbng thém toan
bd va gidm cac dung khéng mong muébn (nhét 1a
hdi chirng ban tay - ban chan va bénh li than kinh
it). Tai Viét Nam, con it théng bao vé van dé nay.

Chung t6i thwc hién nghién clru nay nham

danh gia két qua didu tri va mot sbé tac dung
khéng mong muon cda cac phac dd TS-1 don
thuan (TS1-DT), TS-1 két hop Oxaliplatin (SOX)
va TS-1 két hop Cisplatin (Cis-TS1) trong diéu tri
cac BN UTDD khéng phau thuat triét can dwoc.

2. bOI TUQNG, PHUONG PHAP NGHIEN CUU
2.1. Béi twong nghién ctru

68 BN chan doan xac dinh UTDD khéng phau
thuat dwoc, didu tri bang cac phac dd TS1-BT,
SOX, Cis-TS1, tai Bénh vién Trung wong Quan
doi 108, tir thang 10/2019 dén thang 6/2023.

- Tiéu chuén Iwa chon: BN = 18 tudi, chwa diéu
tri hda chat cho tai phat di can; tinh trang toan
than ECOG tir 0-2 diém; chirc ndng cac co quan
chinh bdo dam (sb lwong bach cau = 3,5G/ L; sb
lwong bach cau trung tinh = 2,0G/I; s lwong tiéu
cau = 100 G/I; néng d6 hemoglobin = 90 g/l; néng
do creatinine huyét thanh < 106,8 pol/l; ndng do
AST va ALT trong huyét thanh < 150 U/L); BN
ddng y tham gia nghién ctu.

- Tiéu chuan loai trir: BN dang c6 nhiém trung,
c6 cac bién chirng nghiém trong ctia UTDD; mac
kém theo bénh li man tinh nang (nhw dai thao
duong, tdng huyét ap khéng kiém soat...), mac
ddng thoi bénh i ung thuw khac.

2.2. Phwong phap nghién ctru
- Thiét ké nghién ctru: nghién ctru tién ciru, mo
ta cat ngang, theo déi doc.

- Cach chon mau, c& mau: chon mau toan bo,
c® mau thuan tién.

- Cac budc tién hanh:

+ Khém‘ bénh, lam géc xét nghiém va thu thap
thong tin vé cac dac diém lam sang, xét nghiém.

+ Lwa chon phac dd diéu tri: can ci vao tinh
trang toan than, bénh két hop, ddc tinh clia phac
dd va mong muén ctia BN dé lwa chon mét trong
cac phac d6 TS1-DT, SOX, Cis-TS1. Khéng lwa
chon phac dd két hop dbi voi cac BN suy than,
BN co tinh trang toan than 2 diém ECOG, BN co
nhiéu bénh két hop. Khéng lwa chon phac d6 Cis-
TS1 v6&i BN trén 65 tudi. Khdng lwa chon phac dé
SOX vé&i BN trén 75 tudi. Cac phac dbd cu thé:

* Phac d6 TS1-DT: liéu TS-1 twong ng theo
dién tich b& mat co thé BN (80 mg véi BN < 1,25
m?; 100 mg v&i BN tr 1,25-1,5 m?, 120 mg véi
BN > 1,5 m?). Thuéc dung dwéng ubng theo chu
ki 3 tudn, méi ngay 2 lan, trong 2 tuan lién tiép,
sau dé nghi 1 tuan. Diéu tri dén khi bénh tién
trién, tac dung khdng mong muén qua mirc hodc
BN ttr chéi diéu tri..

* Phac d6 SOX: liéu TS-1 ubng nhw phac d6
TS1-DT. Oxaliplatin: lieu 100 mg/m?, pha Vv&i



dung dich Glucose 5%, truyén tinh mach vao
ngay 1. Chu ki 3 tun. Didu trj dén khi banh tién
trién hoac dén khi BN xuét hién tac dung khéng
mong mudn.

* Phac db Cis-TS1: TS-1 ubng 2 14n/ngay trong
3 tuan lién tiép cha chu ky 5 tuan. liéu TS-1 twong
tw phac d6 TS1-DT. Cisplatin: liéu 60 mg/m2, pha
v&i dung dich Natriclorid 0,9%, truyén tinh mach
vao ngay 8. Piéu tri cho dén khi bénh tién trién
ho&c BN xuét hién tac dung khéng mong muén.

+ X tri tinh huéng trong qua trinh diéu tri:

* Tam dirng diéu tri hoa chat: khi bach cau < 2
G/I; bach cau hat < 1 G/I; tiéu cau < 70 G/I; ban,
dat do 3 tr& 1én.

* Tam dirng TS-1: khi creatir]ine > 1,5 mg/ml;
BN tiéu chay hoac viém miéng cap do 2 tré Ién.

* Dirng han diéu tri hoa chat: khi BN khong
thuyén giam sau 4 tuan ngirng diéu tri.

* Cac BN sbt gidm bach cau hat; giam bach
cau, bach cau hat, tiéu cau, hodc ban - dat do 3
tré 1&n khi hdi phuc, & chu ki diéu tri tiép theo
gidm lidu con 80%.

* Cac BN sbt gidm bach cau hat; giam bach
cau, bach cau hat, tiéu cau, creatinine > 1,5
mg/ml; viém loét miéng do 3 tré [&n khi héi phuc &
diéu tri tiép theo giam bt 20 mg/ngay liéu TS-1.

+ Cham soéc gidm nhe véi tat cad cac BN. O
buwéc 1, khdng dwoc diéu tri dac hiéu khac ngoai
phac dd nghién clru. Khi bénh tién trién, diéu tri
bwéc 2 hodc chdm séc gidm nhe tuy BN cu thé.

- Céc chi tiéu nghién ctru: dic diém BN (gi6i
tinh, tudi, bénh két hop, tinh trang toan than, moé
bénh hoc); két qua thuc hién ké hoach diéu tri (s6
chu ki héa chat); tinh trang khong phau thuat
dwoc (xam l4n rong, di cdn xa déng thoi, di can
xa khéng dong thoi), ti 1& dap trng, thoi gian sbng
thém toan bg, thoi gian song thém bénh khdng
tién trién va mot sb tac dung khong mong muén.

- Thoi diém danh gia: ghi nhan triéu chirng lam
sang, két qué xét nghiém mau trwéc mdi chu ki
diéu tri hodc khi BN cé bat thwong. Chup cét I6p
vi tinh hodc cong hwéng tr mdi 6 tudn dén khi
bénh tién trién.

- Céc tiéu chuan ap dung trong nghién ctu:
danh gia tinh trang toan than theo ECOG [14].
Phan loai m6é bénh hoc theo WHO 2019 va hé
théng phan loai 3 cdp (Three-tier grading syste
[15]. Panh gia dap (rng diéu tri theo tiéu chuan
RECIST version 1.0 [16]. Banh gia tac dung
khéong mong mudbn theo tiéu chudn CTCAE
version 3.0 [17]. Cha&n doan xac dinh UTDD dwa
trén két qua md bénh hoc. Xac dinh ph3u thuat

triét can khong thuc hién dwoc theo khuyén céo
cua Mang lwdi ung thw Hoa Ky [6]. Banh gia mic
dd xam lan rong khi u da xam nhap vao gbc mac
treo rudt hodc hach bach huyét quanh déng mach
chi, xam l4n hodc bao boc cac clu truc mach
mau chinh. Danh gia di can dong thoi khi phat
hién di can trong vong 6 thang ké tir khi phat hién
ung thw nguyén phat. Banh gia di can khéng déng
thoi khi phat hién di cin sau hon 6 thang ké t
khi phat hién ung thw nguyén phat.

- X Ii s6 liéu: sb liéu thu thap dwoc nhap vao
phadn mém Excel, phan tich di liéu bang phan
mém SPSS 20.0. Két qua duwoc hién thi dudi
dang gia trj trung binh + dd Iéch chuan va ti I&
phan tram. Uéc lwong thoi gian sbng thém theo
phuong phap Kaplan-Mayer.

- Dao dirc: moi théng tin ca nhan BN chi duoc
st dung cho muc dich nang cao chét lwgng cham
séc, diéu tri va dwoc bao mat. Cac ddi twong
nghién ctu déu hiéu rd muc dich nghién ctu va
dong y tham gia.

3. KET QUA NGHIEN clru
3.1. Pac diém BN nghién ctru
Bang 1. Dic diém BN nghién ctru (n = 68)

DPic diém S6BN| Tilé
Gidi Nam 55 |80,9%
tinh NG 13 |19,1%
.. Khoang 31-81
Tuodi -
Trung binh 63,5+ 10,68
Khoéng 42 |61,7%
Bénh Co 26 |38,3%
két Tim mach 12 |17,6%
hop Pai thao dwong 7 [10,3%
Khac 17 25%
Tinh trang |0 diém 17 | 25%
toanthan |1 diém 45 166,2%
(ECOG)  [2 giém 6 |88%
Biét héa cao 1 1,5%
MO Biét hoa vira 24 [35,3%
bénh - P o
hoc Kém biét héa 26 |38,2%
Khac 17 25%
‘ Xam l4n rong 2 2,9%
Tinhtrang - o ddng thoi 48 |70.6%
khong phau | —— .
thUét dU’Q’C D‘l can khong 18 26.5%
dong thoi '
S6 vij tri 1 vij tri 7 10,3%
di can =2 vijtri 61 |89,7%




Phuc mac 32 [47.1% Ti 1&é BN nam/nir = 4,2/1; tubi mac bénh trung
binh 1a 63,5 + 10,68 tudi; bénh két hop hay gap la
0, 2
Coquan o 25 |368%| g4 thao duong (10,3%) va tang huydt ap
di can Phdi 13 |191%| (17,6%). Gap di can déng thoi & 70,6% BN. CO
Hach 27 129,7%| 75% BN tinh trang toan than 1-2 diem ECOG.
. Cac co quan di can hay gap la: phdc mac (47,1%)
0, N
: Khac 16 |23,6%) 5 gan (36,8%). BN thuong di cin nhidu vi tri
Sé co quan |1 co quan 36 |52,9%| (89,7%) v&i 47,1% di can tir 2 co quan tré lén.
di can >2 co quan 32 |47,1%] 3.2, Két qua thwe hién ké hoach diéu tri
Bang 2. Két qua thwc hién ké hoach diéu tri
sé chu ki Phac dé TS1-BT Phac dé SOX Phac dé Cis-TS1
dieu tri S6 BN Tile S6 BN Tile S6 BN Tile
1-3 chu ki 4 44, 4% 19 34,6% 1 25%
3-6 chu ki 3 33,3% 10 18,2% 1 25%
6-9 chu ki 1 11,5% 15 27,2% 1 25%
> 9 chu ki 1 11,5% 11 20% 1 25%
Tong 9 100% 55 100% 4 100%

Két qua thie hién ké hoach diéu trj & 68 BN nghién ctru cho thay s6 chu ki diéu tri thuc hién dwoc it
nhét lIa 1 chu ki, nhiéu nhat la 25 chu‘ ki. Trong d6, 35,3% (24 BN) diéu tri tq’ 1-3 chu ki, 20,6% (14 BN)
dieu tri tr 3-6 chu ki, 25% (17 BN) dieu trj tir 6-9 chu ki va 19,1% (13 BN) dieu tri trén 9 chu ki.

3.3. Pap trng v&i diéu tri va tac dung khéng mong muédn

Bang 3. Pap rng v&i diéu tri

Mirc do Phac d6 TS1-DT Phac d6 SOX Phac d6 Cis-TS1 Téng

dap tng S6BN | Tile | S6BN | Tile | S6BN | Tilée | S6BN | Tilé
Hoan toan 0 0 0 0 0 0 0 0
Mét phan 0 0 24 43,6 2 50 26 38,2
Bénh gi nguyén 5 55,6 24 43,6 1 25 30 44,1
Bénh tién trién 4 44.4 07 12,8 1 25 12 17,7
Téng 9 100% 55 100% 4 100% 68 100%

Khong BN nao dat dap (rng hoan toan. Ti 1& kiém soat bénh (dap '’ng mot phan + bénh gi® nguyén)

dat 82,3%; bénh tién trién chiém 17,7%.

Bang 4. Mét sé tac dung khéng mong muén

Tac dung Tt ca cac mirc do Do 3trélén
khong mong muon S6 BN Tile S6 BN Tilé

T vong lién quan dén diéu tri 0 0% 0 0

Sét gidm bach cu hat 13 19,1% 10 14,7%
Giadm bach cau 31 45,6% 2 2,9%
Giadm bach cau hat 38 55,9% 15 22,1%
Thiéu mau 41 60,3% 5 7,3%
Giam tiéu cau 5 7,3% 0 0

Hoi chirng tay - chan 5 7,3% 2 2,9%
Bénh than kinh cadm giac 7 10,3% 2 2,9%




Khong BN nao tir vong lién quan dén diéu tri. Tac dung khdng mong mudn vé huyét hoc chu yéu 1a
giam bach cau hat (chiém 55,9%; v&i 22,1% tir 36 3 tré 1én) va 19% BN sot giam bach cau hat (14,7%
tlr @6 3 tre Ién). Ti Ié hdi chirng ban tay - chan chiém 7,3% va bénh than kinh cadm giac chiém 10,3%.

3.4. Thoi gian séng thém

BN theo doi ngép nhét 1a 3 thang, BN theo doi dai nhét 14 21 thang, thoi gian theo doi trung binh 1a 9
thang. Thoi gian sbng thém bénh khéng tién trién (PFS) trung vi la 6,5 thang va thoi gian song thém
toan bo (OS) Ia 10,9 thang. Théi gian PFS va OS thé hién & hinh 1 va 2.

Survival Function

Survival Function
Censored

Cum Survival

PFS(month)

Number at risk
68 53 48 29 14 11 9

Hinh 1. Bwong cong Kaplan-Mayer woc tinh thoi
gian song thém bénh khéng tién trién.

Survival Function

Survival Function
Censored

Cum Survival

0 5 10 15 20 2

0S(month)
Number at risk
68 52 23 18 16 0

Hinh 2. Buong cong Kaplan-Mayer woc tinh thoi
gian song thém toan bo.

4. BAN LUAN
4.1. Dac diém BN nghién ctru

BN nghién clru cd ti 1& gio¢i tinh nam/nkr =
4,2/1; tubi tr 31-81 tudi (trung binh 63,5 + 10,68
tudi). Két qua nay tuwong ddng v&i mot sd nghién
clvu da cong bd, nhw nghién ciu SPIRIT nam
2008 (ti 1& nam/n@ la 3,0/1; tudi BN tir 28-74,
trung binh la 62 tudi [11]), nghién céu cia Y
Yamada (ti & nam/n&r = 2,9/1; tudi BN tir 21-85,
trung binh 1a 65 tudi [18]).

Trong 68 BN nghién clru, ti 1€ BN c6 bénh i
két hop 1a 38,2% (bénh tim mach 17,6%, dai thao
dudng 10,3%). Bénh két hop anh hwéng dén tinh
trang toan than, do d6 anh hwéng dén quéa trinh
diéu tri. Hau hét BN cd tinh trang toan than tw 0-1
diém ECOG (91,2%), phu hop véi chi dinh diéu tri
héa chat (BN co tinh trang toan than < 2 diém
ECOG) va twong dong véi két qua nghién ciru
SPIRIT nam 2008 (tinh trang toan than BN tw 0-1
diém ECOG chiém 97% & nhém TS-1 don tri va
98% & nhém TS-1 két hop Cisplatin [11]).

Nghién cu cta Vi Van Thé (2015) thay
UTDD biét héa kém va khong biét hoa chiém ti &
cao nhat (72,9%), biét héa trung binh chiém 25%,
biét héa cao chiém 2,1% [13]. Chang téi ciing

thay loai biét héa cao chiém ti 1& thap (1,5%),
nhung loai biét hda kém (38,2%) thap hon so Vo
nghién ctru cta Vi Van Thé. Sy khac biét nay co
thé do mau nghién ctu cla chung tdi con nhd.

O nghién ctru SPIRIT, ¢4 80% la BN di can (di
can déng thoi) + xadm 14n rong, sb BN tai phat di
can (di can khéng dong thei) chiém 20%. Céac chi
tiéu nay & nghién clru cla chung t6i twong tng la
75% va 26,5%. Chung t6i gap cac vi tri di can lan
lwot la: phdac mac (47,1%), gan (36,8%), hach
(29,7%), phéi (19,1%). C6 dén 47,9% BN cdé di
can tlr 2 co quan tré 1én va 89,7% di can tir 2 vi
tri tré Ién. Di can phuc va di can gan la hai vij tri di
can phd bién cla giai doan muén, cé tién lwong
x4u dang ké trong phan tich gop cta lan Chau va
cong sw (2004) [19]. Nghién clu cia Nguyén
Minh Phwong (2020) ciing cho thay trong cac BN
UTDD di can, cac vi tri di can hay gap nhét 1a
phic mac (47,6%), gan (31%) va phéi (23,8%);
dong thei, ¢ 53,7% BN di can 2 vi tri tré 1én [12].
4.2. Thwe hién ké hoach diéu tri

V&i BN ung thw giai doan di can xa khong diéu
tri triét can dwoc, chi dinh diéu tri toan than dwoc

kéo dai dén khi bénh tién trién hoac BN khong
chiu dwoc cac tac dung khong mong muébn. O




nghién ctu SPIRIT (2008), sé chu ki Cis-TS1
thwe hién trén BN tir 1-11 chu ki (trung binh 4 chu
ki); s6 chu ki TS1 don tri tir 1-12 chu ki (trung
binh 3 chu ki) [11]. O nghién ctu Yamada (2015),
s6 chu ki SOX tir 1-43 chu ki (trung binh 7 chu
ki); sb chu ki Cis-TS1 tlr 1-19 chu ki (trung binh 7
chu ki) [18]. Trong nghién ctru nay, c6 22,3% BN
nhom TS1-DT, 47,2% BN nhom SOX va 50% BN
nhém Cis-TS1 nhan trén 6 chu ki hoa chét.
Chung tdi cho rang BN nhém TS1-DT thwong cd
thé trang yéu nhat nén sb chu ki héa chat nhan
dwoc cling it nhat. M&t khac, tac dung khéng
mong mudn ndng né nhat déi véi BN diéu tri héa
chat c6 TS1 |4 tén thwong tdy xwong. Sw xuét
hién cGa ngay cang nhiéu yéu té kich thich tao
mau cling nhw cac thé hé khang sinh dw phong
va diéu tri sbt gidm bach cau hat gitp cho viéc st
dung hoa chét thuan lgi hon.

4.3. Dap (rng v&i diéu tri

Nghién clru ctia chuing tdi cho thay, trong 9 BN
diéu tri phac @6 TS1-DT, c6 5 BN bénh én dinh
(gitr nguyén), khéng BN dap wng hoan toan hoac
dap wng 1 phan ti 1& kiém soat bénh 1a 55,6%;
trong 55 BN diéu tri phac d6 SOX, khéng BN nao
dap wng hoan toan, 24 BN (43,6%) dap ung 1
phan, 24 BN (43,6%) bénh gil» nguyén, ti I& kiém
soat bénh la 87,2%; trong 4 BN diéu tri phac dé
Cis-TS1, co6 2 BN dap wng 1 phan (50%), 1 BN
bénh gitr nguyén, ti & kiém soat bénh 1a 75%.
Trong nghién ctru SPIRIT, nhém diéu tri Cis-TS1
co ti 1é dap ng toan bd (dap ng hoan toan va
dap &ng 1 phan) la 54%, nhém diéu tri TS1-DT ¢
ti 16 dap wng toan b la 41% [11]. Trong nghién
clru G-SOX cla Y Yamada vé SOX diéu tri bwéc
1 UTDD giai doan tién xa tai Nhat Ban, nhém
SOX dap tng toan boé la 54,2%, ti Ié kiém soat
bénh la 85,2%; nhém Cis-TS1 dap tng toan bd la
52,2%, ti 1& kiém soat bénh |a 81,8% [18].

Nhw vay, & nghién clru clia chung toi, ti 1€ dap
rng toan bd & nhém diéu tri Cis-TS1 twong tw
nhw nghién ctru SPIRIT, & nhém TS1-BT thap
hon so v&i nghién ciru SPIRIT, & nhém SOX thap
hon so v&i nghién cru G-SOX (43,6% so voi
54,2%). Sw khac biét nay cé thé do sé lwgng BN
trong nghién cu cta chung téi con it. Tuy nhién,
ti 1& kidm soat bénh & nghién clru cla ching toi
twong dwong voi cac két qua cha 2 nghién ciru
trén.

4.4. Tac dung khéng mong muén

Trong nghién ctu SPIRIT, tac dung khéng
mong muén hay gap nhat la & hé tao huyét. O
nhém diéu tri Cis-TS1, i 1& gidm bach cau hat la
74% (cé 40% gidm do 3 trd lén va 3% sbt giam
bach cau hat), hdi chirng tay - chan gap & 9%
(khéng c6 do 3 tré 1én), triéu ching than kinh
ngoai vi l1a 4% (khéng c6 dod 3 tré 1én). O nhom

TS1-DT, i & gidm bach ciu hat 1a 42% (11% d6 3
tré 1én va 1% sét gidm bach cau hat), hoi chirng
ban tay - chan gap & 12% (khéng c6 d6 3 tré 1én),
triéu ching than kinh ngoai vi & 0,7% (khéng co
doé 3 tr¢ 1én) [11]. Trong nghién ctu cua chung
t0i, tac dung khong mong muodn huyét hoc chi
yéu |a gidm bach cau hat (chlem 55,9%, trong d6
c6 22,1% dd 3 tré 1én) va 19% sbt gidm bach cau
hat (14,7% d6 3 tr& 1én); ti 1é hdi chirng ban tay -
chan chiém 7,3% va bénh than kinh cam giac
chiém 10,3%. Ti 1& sét giam bach ciu hat d6 3 tr&
lén va bénh than kinh cdm giac & BN cla chung
t6i cao hon so v&i nghién clru SPIRIT, tuy nhién
trong pham vi quan |i dwoc; khéng co6 BN tlr vong
lién quan dén diéu tri.

4.5. Thoi gian sdng thém

Trong nghién clru nay, trung vi thoi gian séng
thém bénh khéng tién trién (PFS) la 6,5 thang
(95%Cl: 5,6-7,4). O nghién ctru SPIRIT, trung vi
thoi gian sdéng thém bénh khoéng tién trién bénh
nhém Cis-TS1 la 6 thang (tr 3,3-12,9 thang),
nhém TS1-DT la 4 thang (tr 2,1-6,8 thang) [11].
Trong nghién ctru G-SOX, trung vi thoi gian sbng
thém khong tién trién bénh la 6,9 thang (t 5,5-
8,3 thang [16]. Thoi gian sbng thém bénh khéng
tién trién & nghién clru cGa chung tdi twong
dwong véi hai nghién ciru pha 3 da céng bd trén.

Thoi gian séng thém toan bd (OS): trung vi OS
& nghién clru clia chang téi 1a 10,9 thang (95%
Cl: 9,1-12,6). O nghién ctu SPIRIT, trung vi thoi
gian séng thém toan boé nhém Cis-TS1 & 13
thang (tr 7,6-21,9 thang), nhom TS1-BT la 11
thang (tr 5,1-19,8 thang) [11]. Trong nghién clru
ctia Y Yamada va cdng sw, trung vi thoi gian sdng
thém toan b6 nhom SOX la 14,1 thang (t&v 13,0-
15,8 thang) [18]. Thoi gian séng thém toan bd &
nghién ctru clia ching toi thap hon so v&i két qua
¢ 2 nghién ciu trén. Tuy nhién, thoi gian song
thém gdm ca hiéu qua cla diéu tri cac budc tiép
theo (bwdc 2, bwdc 3...), & nghién clru cla chung
t6i, phan I&n bénh nhan khi bénh tién trién dwoc
cham so6c gidam nhe, khéng dwoc diéu tri bworc 2,
bwéc 3.

5. KET LUAN

Diéu tri bang cac phac d6 hoéa chét cé chira
TS-1 (TS1-BT, SOX va Cis-TS1) trén BN UTDD
khéng phau thuat triét can dwoc, tai Bénh vién
Trung wong Quan doi 108 cho thay ti 1& kiém soat
bénh, thdi gian sbng thém bénh khong tién trién
twong dwong v&i cac thlr nghiém pha 3 da cong
bd; ddng thei, cac tac dung khéng mong mudn coé
thé kiém soat dwoc.
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