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ABSTRACT

Objective: To assess survival outcomes and safety of single-agent Gemcitabine maintenance
in patients with metastatic nasopharyngeal carcinoma who achieved disease control after
Platinum-based chemotherapy.

Subjects and methods: This longitudinal descriptive study combined retrospective data
collection with prospective follow-up and included 46 patients treated at Nghe An Oncology
Hospital between January 2018 and June 2026. Patients with complete response, partial response,
or stable disease after Platinum-based chemotherapy received Gemcitabine 1250 mg/m2 on days
1 and 8 of a 21-day cycle until disease progression or unacceptable toxicity. Tumor response and
adverse events were evaluated using RECIST 1.1 and CTCAE 5.0, respectively; PFS and OS was
estimated by the Kaplan-Meier method.

Results: The mean age of the patients was 52.80 + 13.76 years; 78.3% were male and 93.5% had
undifferentiated histology. Recurrent metastatic disease accounted for 69.6% of cases, while 87%
had multiple metastatic lesions. The objective response rate after induction chemotherapy was
78.3%. The median number of maintenance cycles was 3.5 (range, 3-20). Median PFS was 17.45
months, with 6-, 12-, and 24-month PFS rates of 89.1%, 73.9%, and 42.4%, respectively. Median
OS was not reached; the corresponding OS rates were 97.8%, 93.5%, and 82%. Grade 3-4 toxicity
occurred in 41.3% of patients, mainly neutropenia (37%); no grade 3-4 non-hematologic toxicity
was recorded.

Conclusion: Single-agent Gemcitabine maintenance was associated with favorable observed
survival outcomes and manageable toxicity in patients with recurrent or metastatic
nasopharyngeal carcinoma who had achieved disease control after Platinum-based
chemotherapy.
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TOM TAT

Muc tiéu: Danh gia k&t qua séng thém va tinh an toan clia Gemcitabine don chéat dung duy tri &
bénh nhan ung thu vom mii hong di cdn da dat kiém soat bénh sau héa tri chira Platinum tai Bénh
vién Ung Budu Nghé An.

D4i twgng va phuong phap: Nghién clru mo ta hoi clru, co theo déi doc, thuc hién trén 46 bénh
nhan ung thu vom mii hong di can dugc diéu tri tai Bénh vién Ung Budu Nghé An ti thang 1/2018
dén thang 6/2026. Sau khi dat dap u’ng hoan toan, dap &ng mot phan hoac benh 8n dinh véi héa tri
chra Platinum, bé&nh nhan ti€p tuc diéu tri bang Gemcitabine liéu 1250 mg/m vao ngay th& 1 va
ngay thir 8 ctia chu ky 21 ngay, cho dén khi bénh tién trién hoac xuat hién déc tinh khéng thé chap
nhan dugc. Bap Uing clia khéi u va cac bién c6 bat lgi lan lugt dugc duge danh gia theo tiéu chuan
RECIST 1.1 va CTCAE 5.0; PFS va OS dugc udc tinh bang phuong phap Kaplan-Meier.

K&t qua: Tudi trung binh clia bénh nhan 4 52,80 * 13,76; nam gidi chiém 78,3% va md bénh hoc
thé khong biét héa chiém 93,5%. Tai phat di cén gap & 69,6% trudng hap; 87% cé di cén da 8. Sau
héa tri tdn cong, ty l& dap ing khach quan dat 78,3%. Trung vi s6 chu ky Gemcitabine duy tri &
3,5 (3-20). Trung vi PFS dat 17,45 thang; ty l& PFS tai 6, 12 va 24 thang lan luot la 89,1%, 73,9% va
42,4%. Trung vi OS chua dat; ty & OS tuong ing la 97,8%, 93,5% va 82%. Doc tinh d6 3-4 xuét hién
341,3% bénh nhan, chyéu la giam bach cau trung tinh (37%); khdng ghi nhan déc tinh ngoai huyét
hoc d6 3-4.

K&t luan: Gemcitabine don chat duy tri cho thay két qua séng thém kha quan va doc tinh cé thé
kiém soéat d bénh nhan ung thu vom mi hong di cadn da kiém soéat bénh sau héa tri chira Platinum.

Ttr khéa: Ung thu vom mii hong, di can, Gemcitabine don chét, diéu tri duy tri.

1. DAT VAN BE

Ung thu vom mdi hong cé dac diém dich t& va sinh hoc
khac vai phan l6n ung thu dau c6, voi ganh nang bénh tap
trung taiDong Avabong Nam A. Theo GLOBOCAN 2022,
Viét Nam udc tinh c6 5613 truong hdp mac mdi va 3453
trwong hgp t&rvong do ungthuvom mdi hong (UTVMH) [1].

Mac du bénh tuong doi nhay véi hoa tri va xa tri, tai phat
va di can xa van la nguyén nhan quan trong lam han ché
két qua diéu tri. O’glal doan tai phat hoac dican, cac phac
do chira Platinum la nén tang diéu tri toan than. Phéan
tich séng con cudi cung cua thir nghiém GEM20110714
cho thdy Gemcitabine-Cisplatin kéo dai trung vi thoi gian
sOngthémtoan b (overall survival - 0S) 1én 22,1 thang so
véi 18,6 thang vdi Fluorouracil-Cisplatin, twong ing ty &
nguy ca (hazard ratio - HR) t&r vong 0,72 [2]. Tuy vay, viéc
ti€p tuc hoda tri phdi hgp trong thai gian dai thudng bi gidi
han bé&i ddc tinh tich L0y, dac biét tir Platinum.

Diéu tri duy tri dugc xem la mot huéng ti€p can nham
kéo dai thoi gian kiém soat bénh sau hda tri budc mét ma
khéng duy tri toan bd cudng dd clia phac dé phdi hop.
Trong thir nghiém cuia Liu G.Y va cong su, Capecitabin
duy tri lam tang trung vi thoi gian séng thém bénh khéng
tién trién (progression-free survival - PFS) tir 8,2 [én 35,9
thang (HR = 0,44) & bénh nhan UTVMH di can da dap ung
hoac én dinh sau hda tri tdn cong [3]. Nghién clfu cla
Lu Y va cong sy cling ghi nhan lgi ich va&i S-1, khi trung vi
PFS tang tir 9,3 lén 16,9 thang va trung vi OS tang tur 20,6
lén 33,6 thang [4]. C4c th& nghiém JUPITER-02 va CAP-

*Tac gia lién hé

TAIN-1st ti€p tuc khang dinh vai trd cta chién lugc duy
tri trong ky nguyén mien dich, véi viéc ph6i hop thudc tc
ché PD-1 cung Gemcitabine-Cisplatin r6i ti€p tuc duy tri
thudc mién dICh[5 6]. Tuy nhién, chi phldleutrl kéo daiva
kha nang ti€p can thudc van la rado can ddi vdi nhiéu bénh
nhén tai Viét Nam, nhat la & cac co sd tuyén tinh.

Gemcitabine don chat c6 hoat tinh chdng u trong UTVMH
tién trién va it déc tinh ngoai huyét hoc. Nghién ctru pha ll
cliaZhang L va céng su & bénh nhan da that bai véi héa tri
chra Platinum ghi nhan ty 1& dap ing khach quan 43,8%,
trung vi thdi gian dén tién trién 5,1 thang va trung vi OS
16 thang; doc tinh nang chu yéu la (e ché tay [7]. Nhirng
dir liéu nay cho thdy Gemcitabine cé thé duoc can nhic
nhu mot lwa chon duy tri @ bénh nhan con nhayvo’l héa tri
nhung chu’a co diéu kién tlep can liéu phap miendich. Do
dirliéu vé chién luge nay con han ché, chung téi thuc hién
nghién cttu ndy nham moé ta két qua séng thém va tinh
an toan clia Gemcitabine don chéat duy tri & bénh nhan
UTVMH di c&n diéu tri tai Bénh vién Ung Budu Nghé An.

2. DOI TUQONG VA PHUONG PHAP NGHIEN CU'U
2.1. Thiét ké nghién ciru
Nghién ctru mé ta hoi cifu co theo ddi doc.
2.2, Thoi gian va dia diém nghién ctu
- Thoi gian: tir thang 1/2018 dén thang 6/2026.
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- Pia diém: Khoa Nai 1, Bénh vién Ung Budu Nghé An.
2.3. Béi twgng nghién ciru
Nghién cttu tuyén chon toan bd bénh nhan UTVMH dican
duoc diéu tri Gemcitabine don chat duy tri tai Khoa Noi
1 trong thai gian nghién cttu. Nhém bénh bao gdm bénh
nhan di can ngay khi chdn doén va bénh nhan tai phat di
can sau diéu tri trude do.

- Tiéu chudn lva chon: Bénh nhan UTVMH dican dugc
xéc dinh theo AJCC phién ban 8 va dat kiém soat bénh
sau héa tri chira Platinum, gdm dép &ng hoan toan, dap
ng mot phan hodc bénh én dinh; t,uc“ii tlr 18 trd lén; cé
chan doan mo bénh hoc ung thu biéu md vom hong; chi
s0 toan trang ECOG 0,1,2; chirc nang gan, than va tay
xuaong dap ing diéu kién diéu tri hda chat; c6 hd sa bénh
an luu trir day du.

- Tiéu chuén loai trir: C6 ung thu th hai; 6 di can hé
than kinh trung wong; ngling diéu tri vi nguyén nhan khong
lién quan dén chuyén mén; cé bénh ndi khoa néng co kha
nang anh hudng dén qua trinh diéu tri hoac danh gia két qua.
2.4. C& mau nghién ctiu
C&mau thuan tién. Tat ca trudng hop dap tng tiéu chuan
lwa chon va khdng thudc tiéu chuén loai trir trong khoang
thai gian nghién cliru déu dugc dua vao phan tich; téng
cong cd 46 bénh nhan.

2.5. Bién s8, chi sé nghién ciru

- Pac diém di cdn va thong tin lién quan dén phéac do
diéu tri.

- K&t qua diéu tri, gom PFS va OS.

- Céc tac dung khong mong mudn trong qua trinh duy
tri Gemcitabine.

2.6. Tiéu chuén s dung trong nghién ciru
- Dap tng khéi u dugc phéan loai theo RECIST 1.1.

- Doc tinh dugc phéan dd theo Common Terminology
Criteria for Adverse Events (CTCAE) phién ban 5.0.
2.7. Xt ly va phan tich sé liéu
Bién dinh lugng dugc mé ta bang trung binh, dé léch
chuén, trung vi va khoang gia tri tly theo phan bg; bién
dinh tinh du’gc trinh bay bang tan s6 va ty & phan tram.
Phép ki€m x~ dugc sir dung khi so sanh cac ty l&. PFS va
OS dugc udc tinh theo Kaplan-Meier; sy khac b[ét gilra
cac duong cong séngthém dugc danh gia bang kiém dinh
log-rank. Ngu&ng y nghia thong ké dugc xac dinh khi p <
0,05.
2.8. Pao durc nghién ciru
Peé tai da dugc H6i dong DPao dirc va Hoi déng Khoa hoc
clia Bénh vién Ung Budu Nghé An chép thuan. Thong tin
bénh nhan dugc méa hoda, bdo matva chistrdung cho muc
dich nghién ctru.

3. KET QUA NGHIEN cU'U

Qua nghién cttu trén 46 bénh nhan théa man tiéu chuén
chon bénh, chung tdi ghi nhan tudi trung binh ctia nhém
nghién cltru la 52,80 = 13,76; nam gidi chiém 78,3%,
ECOG 0-1 chi€m 100%. M6 bénh hoc thé khéng biét héa
chiém wu thé, vdi ty & 93,5%.

Bang 1. Pac diém di can ctia nhém nghién ciru

Pac diém Phan nhém n %
Tinh trang di can Dicaéntaichdndoan| 14 | 30,4
(n =46) Tai phat di can 32 | 69,6
Thoi gian téi phét =2 nam 24 1750
(n=32) >2nam 8 |250

Pac diém Phan nhém n %
Phaéi 19 |41,3
Gan 20 | 43,5
Vitridican Xuong 20 | 43,5
(n=46)* ..
Hach ngoai hach
S 3 6,5
vung
Khéac 3 6,5
S8 coquan dican 1coquan 31 1674
(n=46) >2coquan 15 | 32,6
(n=46) Paéd 40 | 87,0
= 4000 copies/mL 9 64,3
EBV DNA (n=14)
<4000 copies/mL 5 35,7

*1 bénh nhan c6 thé cé nhiéu hon 1 vi tri di cdn
Tai phat di can chiém 69,6%; trong nhém nay, 75% xuét
hién tai phat trong vong 2 nam dau. Gan va xuong a 2 vi
tri di can thudng gap nhat, cung chiém 43,5%, tiép dén la
phéi(41,3%).Da sé bénh nhan cé dicén da 8 (87%), trong
khi 32,6% c6 tén thuong tai tir 2 co quan tr& lén. Trong 14
trudng hop dugc dinh luong EBV DNA, 64,3% c6 nong do
tlr 4000 copies/mL tr@ lén.
Bang 2. Pac diém diéu tri
va dap &ng trwdc Gemcitabine duy tri

Tiéu chi Phan nhém n %
Gemcitabine-Ci§platin/ 42 913
. Carboplatin
Héa tri tan
cong Cisplatin/ 5 4.3
(n=46) Carboplatin -5FU ’
TCF/PC 2 4,4
S6 chu ky tén < 4 chu ky 24 | 52,2
cong
(n=46) >4 chuky 22 | 47,8
CR 1 2,2
Dép rng sau PR 35 | 76,1
tan cong
(n = 46) SD 10 | 21,7
ORR 36 |78,3
i Trung vi (khoan 3,5(3-20
S6 chu ky duy gvi( g ( )
tri <4 chuky 24 | 52,2
(n=46) R
>4 chu ky 22 | 47,8
Giam liéu R
Gemcitabine Khong 46 | 100
e Khéng 5 10,9
Tri hoan diéu
tri <7 ngay 13 | 28,3
(n=46) R
27 ngay 28 |60,9
Ly do tri hodn Doc tinh huyét hoc 30 | 65,2
ghinhan
(n=41) Ly do ngoai chuyén mén | 11 | 23,9
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T4t ca bénh nhan déu dugc héa tri t4n céng bang phac
do chira Platinum, trong dé Gemcitabine két hgp Cis-
platin hoac Carboplatin dugc st dung & 91,3%. Sau giai
doan tan cong, ty l&é dap ‘ng khach quan dat 78,3% va cé
21,7% 6n dinh bénh. Trung vi s6 chu ky Gemcitabine duy
tri la 3,5 (3-20); khéng co trudng hop phai giam ligu. Tri
ho&n diéu tri xay ra & 89,2% bénh nhan, cht yéu lién quan
dén doc tinh huyét hoc.

xac suat PFS tich Iy

@ 7 = ®
Thoi gian PFS (thang)

Biéu dd 1. Th&i gian sdng thém bénh khéng ti€n trién
Trung vi PFS la 17,45 thang; ty & séng thém bénh khong
tién trién tai cac thdi diém 6 thang, 12 thang, 24 thang lan
luot la 89,1%, 73,9% va 42,4%.

@c suat OS tich Iy

» . @ 7 o %

Thoi gian OS (thang)

Trung log-
Yéu t8 Nhém n | viPFs |P o8
(thang)
Khoéng 26 15,74
Dican gan 0,56
Co 20 22,60
Khéng 26 22,60
Di can xuong 0,24
Co 20 15,08
. x Boné 6 | 10,02
S6 6dican - 0,90
baod 40 17,45
S6chukytan | S4chuky 24 | 15,08
cong - 0,25
>4chuky | 22 | 20,60
Dép Ung tan CR/PR 36 | 20,60
cong 0,09
SD 10 14,82
= 4000 9 14,49
EBV DNA copies/mL 060
=t < 4000 5 15,74 ’
copies/mL ’

Chua ghi nhan su khéac biét cé y nghia théng ké vé PFS
gilta cac nhom yéu t6. PFS c6 xu hudng thap hon & nhom
didutrihoda chattan cong dudi4 dgt, nhom cé déap rng SD
va c6 EBV DNA = 4000 copies/mL, t4t ca so sanh log-rank
déucé p>0,05.

Bang 4. Tac dung khéng mong mudn (n = 46)

Biéu db 2. Th&i gian séng thém toan bd Poc tinh
Trung vi OS chua dat tai thdi di€ém phan tich. Ty (& séng D50 D61 D6 2 P63 D64
thém toan bd tai 6, 12 va 24 thang [an lugt la 97,8%, : : : : :
93,5% va 82,0%. Thiéu mau
Bang 3. Lién quan giira mot sé yéu td va PFS 25 13
0, 0, -
Trung 5(10.9%) | (54 306) | (28,30%) | 3(6:5%)
R ) . log-
Yeuto Nhém n viPFs | f Giam bach cau trung tinh
(thang) rank ; g
15 10 15
Nam 36 | 16,43 (32,6%) | @79 | (21,79%) | (32,6%) | 2(43%)
Gidi 0,27
NG 10 20,37 Giam tiéu cau
<60tusi | 31 | 20,37 30 121 24,3%) | 12.2%) | 1(2,2%)
Tudi 0,98 (65,2%) | (26,1%) ’ ’ ’
> 60 tudi 15 16,43 Tang men gan
» 25 14
Tinhtrangdi | Bandau | 14 | 13,67 as%) | @04 |7 (15:2%) ; ;
can 0,66 , ,
Tai phat 32 24,84 Budn nén
<2nam 24 20,37 460 - - - -
Thoi gian tai - ’ 0.15 (100%)
phat ’ "
>2nam 8 | 34,60 Nén
46 ) ) . .
S6 co quan 1coquan 31 26,48 (100%)
dican 0,22 j
=2 coquan 15 14,82 Co6 19 bénh nhan (41,3%) gap it nhat mot déc tinh d6 3-4.
R Giam bach cau trung tinh & doc tinh nang thudng gap
o Khong 27 | 24,84 nhét (37%); thiu mau va giam tiéu cau do 3-4 [an luot
Dican phdi o6 19 | 1574 0,08 chiém 6,5% va 4,3%. Khong ghi nhan budn nén, nén hoéc
0 9, doc tinh ngoai huyét hoc do 3-4.
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4. BAN LUAN

Quan thé nghién ctu chd y&u la bénh nhan tai phat di
can (69,6%), trong d6é 75% tai phat trong vong 2 nam. Co
cau nay gan vdi bédo cdo clia Truang Thu Hién va cong
sy tai Bénh vién Ung Budu Ha Noi, noi nhédm tai phat di
cén chiém 64,5% [8]. Gan va xuong la nhirng vi tri di cén
thudng gap nhéat trong nghién cltu clia chung toi, trong
khi Liu GY va cong su ghi nhan xuong (a vi tri néi tréi hon,
tiép theo la gan va phai [3]. Trong 14 bénh nhan dugc xét
nghiém EBV-DNA, nghién cltu cua chung t6i cé 64,3%
bénh nhan c6 tai lwgng EBV DNA = 4000 copies/mL, cao
hon nghién ctu cta Liu G.Y va cdng su'la 55,8%; tuy nhién
do xét nghiém nay thudng bi gian doan, do dé khéng thé
dai dién cho quan thé.

Phan l6n bé&nh nhan dugc diéu tri tdn céng béng
Gemcitabine ph6i hgp Cisplatin ho&dc Carboplatin
(91,3%), va ty l&é dap ng khach quan sau giai doan nay
dat 78,3%. K&t qua dap ing tuong d6i gan vaGi thir nghiém
Capecitabin duytrictaLiu G.Y va céng su, trong d6 81,7%
bénh nhan dat CR hoac PR sau hda tri ban dau [3]. S6
chu ky Gemcitabine duy tri trung vi chi dat 3,5 chu ky, dao
dong 3-20 chu ky; 22 bénh nhan (47,8%) diéu tri trén 4
chu ky. Trong khi dé, nghién cu ctia Lu Y va cong su ghi
nhan trung vi 23 chu ky S-1 duy tri, dao déng 8-71 chu
ky va trung vi 24 chu ky Capecitabin trong nghién ctu
clia Liu GY va cong su [3-4]. Khong bénh nhan nao trong
nghién clru clia ching tbi phai giam liu, 41/46 bénh nhan
(89,1%) bi tri hoan diéu tri, trong d6 28 trudng hop (60,9%)
tri hoan it nhat 7 ngay. Doc tinh huyét hoc dugc ghi nhan
365,2% va ly do ngoai chuyén mén & 23,9%; céc nguyén
nhan co thé dong thai xuat hién. Ty L& gian doan cao va sd
chu ky duy tri ctia chiing t6i thdp hon nghién cltu cla Liu
GY va Lu Y c6 thé do thudc dudng udng thuén tién hon
hodac lién quan dén lich truyén hoa chat ctia Gemcitabine
ngay 1 va 8, cung nhirng khé khan vé di lai va tuan thu
trong diéu tri kéo dai.

Trung vi PFS clia nghién cltu dat 17,45 thang va trung vi
OS chua dat tai thoi diém khoa sé liéu. K&t qua PFS gan
véimuirc 16,9 thang ciia nhanh S-1 duy tri trong nghién clru
Lu Y va cong su, nhung thap hon trung vi 35,9 thang dugc
béao céo vdi Capecitabin duy tri trong thr nghiém cutia Liu
G.Y va cong su [3-4]. PFS trong nghién cltu clia chung toi
thap hon nghién cltu Capecitabin nhung khéng thé suy
luén thudc nao uvu viét hon, bdi cac nghién ctru khac nhau
Vvé quan thé, phac do tan cong, thoi gian duy tri va diéu
tri tai cho. So véi cac phac dé mién dich, JUPITER-02 ghi
nhan PFS 21,4 thang & nhanh Toripalimab - héa tri so vdi
8,2 thang & nhanh gia dugc; trung vi OS chua dat so véi
33,7 thang, HR tir vong 0,63 [5]. Tuy nhién, day la chién
luge didu tri budc mét két hgp mién dich, khéng tuong
duaong truc ti€p vdi duy tri Gemcitabine don chat.

Phén tich don bién khong phat hién yéu té nao lién quan
c6y nghia thong ké vdi PFS. Mot s6 phan nhém cé trung vi
PFS khac nhau, gobm so chu ky hda tri tdn cong, dap ing
sau tdn congvanong do EBV DNA, nhung céc gia tri p déu
vugt ngudng 0,05. CE mau nho, s6 bién c6 conhan chéva
viéc chi cé 14 bénh nhan dugc xét nghiém EBV DNA lam
giam kha nang phat hién méi lién quan. Do do6, cac chénh
léch quan sat dugdc chicd tinh ggiy va chua du dé sirdung
trong phan tang tién luong.

Poéc tinh dé 3-4 gap & 41,3% bénh nhan va tap trung
cht yéu & hé tao huyét. Giam bach cau trung tinh d6 3-4
chiém 37%, trong khi thi€u mau va giam tiéu cau nang it
gap hon. M6 hinh nay phu hgp vdi dac tinh (e ché tay clia
Gemcitabine va tuong dong vdi nghién ctu pha Il cla
Zhang L va cong su, trong dé doc tinh nang cling chu
yéu la huyét hoc [7]. So vdi Capecitabin hoac S-1,
Gemcitabine it gdy hdi chirng ban tay - ban chén va viém
niém mac, nhung doi hdi theo déi cong thirc mau chat
ché va diéu chinh lich truyén khi giam bach cau trung tinh

tai dién [3-4]. Viéc khong ghi nhan déc tinh ngoai huyét
hoc do 3-4 va khong phai giam liéu cho thay phac doé cé
kha nang dung nap chép nhan dugc, du ty & tri hoan diéu
tri con cao.

5. KET LUAN

o bénh nhan UTVMH tai phat hodc di can da dat kiém
soat bénh sau hda tri chira Platinum, Gemcitabine don
chat duy tri cho thay két qua séng thém kha quan va doc
tinh nhin chung c6 thé kiém so4t. Gidam bach cau trung
tinh 1a doc tinh ndng ndi bat va can dugc theo dbi trong
qua trinh diéu tri. Cac nghién ctu c6 nhém chirng va quy
md l&n hon la can thiét dé xac dinh rd vai trd cua chién
luwoc nay.
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