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TOM TAT

D4t van dé: Ung thu vom hong 1a bénh ly &c tinh cta té bao biéu mé ving vom
hong va la loai ung thu thuong gép nhét & vung dau cé. Véi ung thu vom giai doan
mudn, tai phat/ di can, héa tri dong vai tro chd dao. Phac dé gemcitabine/cisplatin
duoc coi la phac dé buéc 1 trong didu tri ung thw vom giai doan di cdn hodc tai
phat khéng con khé ndng diéu tri tai ché, tai ving. Nghién ctru ching toi c6 muc
tiéu danh gia két qua séng thém va phan tich mét sé yéu té tién lwong trén bénh
nhan ung thw vom giai doan muén duwoc diéu tri buwéc moét phéc db gemcitabin/
cisplatin tai Bénh vién K.

Déi twong va phwong phép: Hoi ctru két hop tién ctru 56 bénh nhén (BN) ung
thw vom giai doan mudn dwoc chén doan va diéu tri buéc mét hoa chat gemcitabin/
cisplatin tai Bénh vién K tir 01/2018 dén 30/10/2021.

Két qua: Thoi gian séng thém bénh khong tién trién trung binh 7,81 + 2,2 thang,
ty 16 séng thém bénh khéng tién trién tai thoi diém 1 ndm uéc luong la 19,5%. Thoi
gian séng thém toan bé trung binh 30,12 * 1,98 théng, ty 1é séng thém toan bé tai
thoi diém 1 ndm, 2 ndm, 3 ndm wéc luong Ian luot 1a 83,2%; 70,5% va 49,3%. Thoi
gian séng thém bénh khong tién trién & nhém bénh nhan c6 sé luong di cén xa < 2 co
quan cao hon nhdm c6 trén 2 co quan di cdn xa. Tudi, gi6i tinh, chi s6 toan trang, tinh
trang hut thubc, mé bénh hoc, giai doan bénh tai phat/di cdn khéng dnh hudng dén
thoi gian séng thém

Két luan: Gemcitabine/cisplatin cho thay két quéa séng thém kha quan trén céc
bénh nhéan ung thw vom giai doan muén. Sé lwong co quan di can xa la yéu té quan
trong dnh huéng dén thoi gian séng thém.

Ter khéa: Ung thu vom, giai doan mudn, hoa chét gemcitabin/cisplatin, thoi gian
séng thém.

ABSTRACT

SURVIVAL OUTCOMES AND EVALUATING RISK FACTORS OF RECURRENT/
METASTATIC NASOPHARYNGEAL CARCINOMA TREATED WITH FIRST-LINE
GEMCITABIN/CISPLATIN CHEMOTHERAPY AT NATIONAL CANCER HOSPITAL

Do Hung Kien!™, Nguyen Van Tai*

Background: Nasopharyngeal cancer is a malignant tumor of the nasopharynx
and is one of the most common cancers of the head and neck region. Chemotherapy
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plays a key role for the treatment of recurrent/metastatic nasopharyngeal cancer.
Gemcitabine/cisplatin regimen was considered the first - line chemotherapy for the
treatment of metastatic/recurrent nasopharyngeal cancer that was no longer capable
of local treatment. This study aimed to assess survival outcomes and analyze the
risk factors of first - line gemcitabin/cisplatin chemotherapy in metastatic/recurrent
nasopharyngeal carcinoma.

Methods: Retrospective and prospective analyses of 56 patients with
metastatic/recurrent nasopharyngeal carcinoma diagnosed and treated with first -
line gemcitabin/cisplatin chemotherapy at National Cancer Hospital from 01/2018
to 30/10/2021.

Results: Mean progression - free survival (PFS) time was 7,81 * 2,2 months,
the at 1 - year PFS rate was estimated at 19,5%. Mean overall survival (OS) time
was 30,12 *+ 1,98 months, the estimated OS rates at 1 year, 2 years and 3 years
were 83,2%; 70,5% and 49,3%, respectively. Mean PFS time in the group of patients
with the number of distant metastases < 2 organs was higher than the group with >2
distant organs. Age, sex, performance status, smoking status, pathology, and stage
recurrence / metastasis were not affected survival outcome.

Conclusion: First - line gemcitabine/cisplatin chemotherapy has shown
positive survival results in patients with metastatic/recurrent nasopharyngeal
cancer. The number of metastatic organs has been an important factor affecting

survival outcome.

Keywords: Nasopharyngeal carcinoma, metastatic/recurrent, gemcitabin/cisplatin,

survival outcome.

I. PAT VAN PE

Ung thu vom hong 1a bénh Iy 4c tinh coa té
bao biéu md ving vom hong. Pay 14 loai ung thu
thuong gip nhat & ving dau c¢d. V6i ung thu vom
giai doan mudn, tai phat di can, hda tri dong vai
tro chi dao. Cac phac dd két hop 3 thube khong
lam tang hiéu qua diéu tri ma doc tinh ctia phac do
cao hon. Nhom hoéa chét diéu tri ung thu vom hong
bao géom platinum (cispaltin hodc carboplatin),
5FU, taxan (paclitaxel, docetaxel), gemcitabine,
methotrexate, irinotecan, vinorelbine,... [1 - 3].
Phac do c6 ty 1& dap Gmg cao nhit duoc béo co
la cac phac d6 két hop c6 nhém platinum, céc
nghién ciru hdi ciru cho thay ty 18 dap Gng tur
60 - 74%. Phac d6 gemcitabine - cisplatin duoc
coi 1a phac dd budc 1 trong didu tri ung thu vom
giai doan di can hoac tai phat khéng con chi
dinh diéu tri tai chd, tai vang [1 - 4]. Theo béo
cao nghién ctru pha Il trén 362 bénh nhan ung
thu vom giai doan di cian dugc lya chon ngau
nhién diéu tri voi phac d6 gemcitabine (1000mg/
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m? ngay 1, 8) két hop cisplatin (80mg/m? ngay
1) hoic phac d6 5FU (4g/m? truyén tinh mach
lien tuc trong 96 gio) két hop cisplatin (80mg/
m? ngay 1), ca 2 phac do diéu tri téi da 6 chu
ki. Tac gia Zhang L va CS (2016) cho thiy tai
thoi diém 19 thang theo d&i sau diéu tri, phéc
d6 gemcitabin/cisplatin cho thoi gian séng thém
bénh khéng tién trién 1a 7,0 thang cao hon so véi
5, 6 thang cuia phac d6 CF [2]. Thoi gian sbng
thém toan by ciia nhom bénh nhan dugc didu tri
bang phac do gemcitabine/cisplatin 1a 29,1 thang
cao hon so véi 20,9 thang cia nhdm bénh nhan
diéu tri bang phac do CF. Phac d6 gemcitabin/
cisplatin ciing dung nap t6t hon mic diu cic tac
dung phy ha tiéu cau cao hon so vé&i phéc dd CF.
Vi hiéu qua ciing nhu sy an toan cua phéc do
nén NCCN di khuyén céo phac do gemcitabin/
cisplatin cho diéu tri giai doan mudn budc 1 cho
BN ung thu vom. Tuy nhién, tai Viét Nam chua
c6 nhiéu nghién ctru danh gid vai trd cia phac
dd nay, nén ching toi thuc hién dé tai v6i 2 muc
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tiéu: (1) Panh gia két qua sdng thém cia bénh
nhan ung thu vom giai doan muédn duoc diéu tri
phac d6 budc mot gemcitabin/cisplatin tai bénh
vién K. (2) Phan tich mot s6 yéu t6 tién luong
lien quan séng thém bénh khong tién trién cua
nhom d6i twong nghién ctru trén.

I11.POI TUQNG VA PHUONG PHAP NGHIEN
CcUU

2.1. Péi twgng nghién ciru

Bao gdm 56 BN chan doan xac dinh ung thu
vom giai doan mudn va dugc diéu tri hod chat
gemcitabin/cisplatin budc 1 tai Bénh vién K tir
01/2018 dén 30/10/2021.

Tiéu chuan lua chon BN: Chan doan xac dinh
bang xét nghiém mé bénh hoc 13 ung thu biéu mé
vay simg héa va ung thu biéu mé vay khong simg
hoa theo WHO 2016. Khong ké gi6i, tudi > 18. BN
duogc chan doan giai doan tai phat va/hodc di can
theo AJCC phién ban 8th. Chi s toan trang (PS)
theo thang diém ECOG = 0; 1; 2. C6 c4c ton thuong
¢6 thé do duge bang cac phuong tién chan doan
hinh anh: CT, MRI va dinh lugng EBV - DNA...
Chtre nang gan than, tiy xuong trong gidi han cho
phép diéu tri. Diéu tri hoa chat gemcitabin/cisplatin
bude 1, it nhat 3 chu ky.

Tiéu chuén loai trir BN: Méc bénh ung thu th
2, di cin hé than kinh trung wong. Méc cac bénh ly
méan tinh: suy tim, suy than. Pa duogc diéu tri hoa
chit giai doan muon trude d6. Khong co hd so luu
trir day du.

2.2. Phwong phap nghién ciru

Nghién ciru md ta cit ngang, hdi ctru két hop
tién clru v6i ¢& mau thun tién, lua chon 56 BN du
tiéu chuan.

Quy trinh nghién ctu:

Bwéce 1: Lua chon bénh nhan theo cac tiéu
chuan nghién ciru: Trong vong 14 ngay trude diéu
tri, bénh nhan dugc thuc hién cac xét nghi€ém co
ban, danh gi4 trudc diéu tri bao gom: Khai thac
tién sir va bénh str. Xét nghiém mau: Cong thirc
mau, sinh héa mau. Xét nghiém chan doan hinh
anh danh gia tén thuong trudc diéu tri: Noi soi
tai miii hong, MRI ving dau cd, chup CLVT nguc
bung, EBV - DNA...

138

Budée 2: Diéu tri hoa chat phac do gemcitabin/
cisplatin: Gemcitabine 1000mg/m? da, truyén
TM ngay 1,8. Cisplatin 80 mg/m? da, truyén TM
ngay 1. Chu ky 21 ngay, trong 6 chu ky.

Bude 3: Danh gia két qua diéu tri:

Thoi diém va phuong phap danh gia: Kham 1am
sang, xét nghiém mau: mdi 3 tuan 1 lan hodc khi
bénh nhén c6 triéu chimg 1am sang bat thuong.

Xét nghiém chan doan hinh anh: sau mdi 3 dot
diéu tri hodc khi bénh nhan c6 tridu ching 1am sang
bat thudng.

Phuong phép danh gi4 dap ung: tiéu chuan
RECIST 1.1 (2009).

Panh gia két qua séng thém: Séng thém bénh
khong tién trién: Thoi gian tinh tr khi diéu tri
cho dén khi ghi nhan bénh tién trién hodc tir vong
hodc dén thoi diém két thic nghién ciru ma bénh
nhan van chua tién trién. Séng thém toan bo:
Thoi gian tinh tir thoi diém chan doan cho dén
khi bénh nhan tir vong vi bat ky ly do nao hoic
dén thoi diém két thiic nghién cru ma bénh nhan
van chua tir vong.

2.3. Xir 1y sb liéu

Céc s6 liéu thu thap dugc ma hoa va xu ly béng
phan mém SPSS 22.0. Cac thuét toan thong ké: M6
ta: trung binh, d6 1éch chuén, gié tri max, min. Kiém
dinh so sanh: sir dung test so sanh y?, cac so sanh
c6 y nghia thong ké véi p < 0,05. Trong truong hop
mau nho hon 5 thi sir dung test ¥? c6 hiéu chinh
Fisher. Tinh song thém theo Kaplan - Meier
2.4. Van dé y dic

Phac d6 gemcitabine - cisplatin di dugc dong
thuan v&i nhiéu bang chimg cho két qua diéu tri
tdt, an toan trén ddi twong ung thu vom giai doan
mudn. Cac thdng tin thu thap chi dung vao muc dich
nghién ctru, khong tiét 10 thong tin ca nhan, bénh
tinh ctia ddi twong tham gia nghién ctru.

I11. KET QUA

Qua thoi gian nghién ctu tir 01/2018 dén
30/10/2021, chung tdi tién hanh nghién ciu trén
56 BN chan doan xac dinh ung thu vom giai
doan mudn va duoc diéu tri hoa chit gemcitabin/
cisplatin budc 1 tai Bénh vién K thu dugc mot s6
két qua nhu sau:
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Biéu @0 1: Thoi gian séng thém bénh khéng tién trién theo Kaplan - Meier
Thoi gian sdng thém bénh khong tién trién trung binh 7,81 2,2 thang, ty 1é sdng thém bénh khéng tién
trién tai thoi diém 1 nim u6c luong 1a 19,5%.
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Biéu d 2: Thoi gian séng thém toan bo theo Kaplan - Meier
Thoi gian séng thém toan bo trung binh 30,12 + 1,98 thang, ty 1 séng thém toan b tai thoi diém 1 nam,
2 nam, 3 nam udc lugng lan luot 1a 83,2%; 70,5% va 49,3%.
Bang 1: Phan tich yéu té tién luong song thém toan bo

Yéu t6 tién lwong Thoi gian OS trung binh (thang) | Giatrip

: <50 tudi 8,7+1,19

Tudi q 0,313
> 50 tudi 7,2+2,63
Nam 6,7+2,21

Giéi tinh 0,631
Nir 7,8+311
) ECOG 0 8,18 + 1,34

Chi s0 toan trang 0,283
ECOG 1 6,9+ 3,14
, Khéng 8,6 + 1,39

Tinh trang hat thude - 0,771
Cé 8,1+2,18
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Yéu t6 tién lwong Theéi gian OS trung binh (thang) | Gia trip
Khong biét hoa 9,8 +3,25
M6 bénh hoc 0,175
Khac 7,2+331
o Di can xa ban dau 9,2+2,26
Giai doan bénh - 0,612
Tai phat 8,4 +3,13
) <2 co quan 10,5+2,28
S6 lugng co quan di can xa 0,045
> 2 co quan 6,9+3,14

Phan tich so sanh vé thoi gian song thém bénh
khong tién trién va mot sd yéu té cho thdy: Thoi
gian séng thém bénh khong tién trién & nhom bénh
nhan c6 s luong di can xa > 2 co quan cao hon
nhom > 2 co quan di can xa (10, 5 £+ 2,28 thang so
v6i 6,9 + 3,14 thang), khéac biét cd ¥ nghia thong
ké v6i p = 0,045. Khong khéac biét c6 ¥ nghia thong
ké khi so sanh thoi gian song thém bénh khong tién
trién khi phan tich cac yéu to: nhom tudi, gidi tinh,
chi s6 ECOG, tinh trang hut thudc, mé bénh hoc,
giai doan bénh.

IV.BAN LUAN
4.1. Thoi gian song thém

Theo nghién clru cua tac gia Zhang Li 2016 voi
thoi gian theo ddi trung vi 19,4 thang, thoi gian sng
thém bénh khong tién trién trung vi ctia bénh nhan
ung thu vom giai doan mudn duge diéu tri phac do
gemcitabine/cisplatin 1a 7 thang (95% ClI, 3 - 7,6).
Khi so sanh v6i nhom diéu tri phac do CF cho thoi
gian séng thém cao hon & nhom diéu tri gemcitabine/
cisplatin, trong khi nhém diéu tri CF chi c6 trung vi
PFS 14 5,6 thang, khéac biét c6 ¥ nghia thong ké véi
p < 0,001. Biéu dd Kaplan Meier u6c luong ty 18
PFS giita hai nhom tai cac thoi diém 6 thang (66%
S0 vGi 45%); 12 thang (20% so vai 6%) va 18 thang
(11% so véi 2%), khac biét c6 y nghia thong ké [2].
Két qua nay tuong dong véi két qua cua nghién ctu
ching tdi, thoi gian song thém bénh khdng tién trién
trung binh 7,81 + 2,2 thang, ty 1é séng thém bénh
khong tién trién tai thoi diém 1 nam u6c luong la
19,5%. Ngoai ra, trong nghién ctru cia ching toi
c6 thoi gian PFS cao hon khong dang ké, c¢6 thé do
trong nghién ctru thir nghiém 1am sang, viéc danh
gi4 tién trién va dép tng chat ché hon so véi thuc
hanh Iam sang.

Véi thoi gian theo d6i OS trung vi 22 thang, tac
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gia Zhang Li ghi nhan thoi gian trung vi séng thém
toan bd cua nhém didu tri gemcitabine/cisplatin
cao hon so v&i nhom diéu tri phac dd CF, cu thé
29,1 thang so voi 20,9 thang, khac biét c6 y nghia
thong k& voi p = 0,0025. Két qua cudi cing vé
song thém toan bd duwoc cong bd nam 2021 cho
thdy voi thoi gian theo doi trung vi 69,5 thang, thoi
gian séng thém toan bo trung vi ciia nhom diéu trj
gemcitabine/cisplatin dat 22,1 thang (95% CI, 19,2
- 25 thang), va udc luong ty 1é song thém toan bo tai
thoi diém 1, 3, 5 nam lan luot 1a 79,9%; 31,0% va
19,2%, cao hon so v6i nhom diéu tri phac d6 CF c6
¥ nghia thong ké [6]. Trong nghién ctru ciia chung
t6i, thoi gian séng thém toan bo trung binh 30,12
+ 1,98 thang, ty 1¢ séng thém toan bd tai thoi diém
1 ndm, 2 nam, 3 nim wéc lwong lan luot 1a 83,2%;
70,5% va 49,3%. Két qua nay tuong tu voi két qua
ban dau ma tac gia Zhang Li cong bd, va cao hon
s0 voi két qua cudi cung cua thir nghiém, c6 thé do
thoi gian theo dai va sb lwong bénh nhéan tuong ddi
it nén c6 su khac biét nay.

Nghién ctru ctia Wang J hoi ciru trén 75 bénh
nhan ung thu vom diéu trj phac d6 gemcitabine/
cisplatin voi thoi gian theo doi trung vi 12 thang,
thoi gian song thém bénh khong tién trién 1a 5,6
thang (95% Cl, 3,1 - 8,1 thang) va ty 1 séng thém
toan bo tai thoi diém 1 nam 1a 33,9% [3].

Nghién ciru hdi ctru trén 55 bénh nhan ung thu
vOm giai doan tai phat, di can tai Trung Quéc ciia tac
gia Qiao Yang nam 2021 cho thy ty 1& séng thém
toan bo thoi diém 1 nam dat 69,09% cho nhom diéu
tri gemcitabine - cisplatin, cao hon so nhém diéu
tri phac d6 CF [7]. Mot nghién ciru khéac cua tac
gia Xue - Song Sun nim 2020 hdi ciru trén 89 bénh
nhan diéu tri phac d6 gemcitabine - cisplatin va 186
BN diéu tri TCF, két qua cho thay ty 1 song thém
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3 nam cta 2 nhém lan luot 13 52,6% so véi 50,3%,
khac biét khong ¢ y nghia thong ké véi p = 0,929
[8]. Mot nghién ctru pha II hoa chit gemcitabine -
cisplatin trén bénh nhan ung thu vom giai doan muén
tai Dai Loan cho thay thoi gian song thém PFS trung
vi 9,8 thang va trung vi OS la 14,6 thang [9].
4.2. C4c yéu to tién lwgng dén song thém

Nghién ctru ciia Zhang Li nam 2016 khi so sanh
hai phac d6 gemcitabine/cisplatin va phac d6 CF
cho thdy tat ca duéi nhom déu co loi ich vé& phéc
dd gemcitabine [2]. Trong nghién ciru cia ching
t6i, thoi gian séng thém bénh khong tién trién &
nhom bénh nhan c6 sb luong di cin xa < 2 co quan
cao hon nhom > 2 co quan di cén xa (10,5 + 2,28
thang so vdi 6,9 + 3,14 thang), khac biét c6 y nghia
thong ké v6i p = 0,045. Ngoai ra, khong khac biét
c6 y nghia thong ké khi so sanh thoi gian séng thém
bénh khéng tién trién khi phan tich cac yéu té nhém
tudi, gidi tinh, chi s6 ECOG, tinh trang hut thudc,
mo bénh hoc, giai doan bénh. Két qua nay da phﬁn
tuong dong voi két qua ciia tac gia Zhang nam 2016.
Tac gia ghi nhan thoi gian trung vi song thém khéng
tién trién & nam gidi 1a 6,9 thang so voi nir gidi 12 7,
4 thang. Thoi gian trung vi PFS ¢ nhém dudi 50 tudi
va trén 50 tudi lan luot 1a 7, 3 thang va 6, 7 thang.
Thoi gian trung vi PFS ¢ nhéom ECOG 0 cao hon
nhém ECOG 1 diém (7, 8 thang so v&i 6, 5 thang).
DP6i v6i nhém di can xa tai thoi diém chan doan,
trung vi PFS 1a 7, 0 thang; ddi voi nhém tai phéat thi
trung vi PFS dat 7, 3 thang. Ngoai ra, tac gia con so
sanh trung vi thoi gian PFS gitta nhém di can phoi
(6, 9 thang) va khong di can phdi (7, 0 thang); giira
nho trude d6 da diéu tri voi fluorouracil (7, 3 thang)
va chua diéu tri 5FU (7, 0 thang). Nghién ctru tai
bai loan cua tac gia Jason Chia - Hsun Hsieh khi
phan tich cac yéu té anh huong dén sdng thém cho
thy, sé lwong co quan di can 13 yéu t6 anh huéng
dén song thém PFS va OS trong ci phan tich don
bién va da bién. Diém ECOG c6 anh huong dén PFS
trong phan tich don bién, nhung da bién khong co
su khac biét. Cac yéu té khac khong anh huong dén
song thém bao gém tudi, gidi tinh, BMI, di can gan,
phéi, xuwong [9]. ,

Nghién ctru cuia Wang J nam 2008 cho thay thoi
gian song thém bénh khong tién trién dai hon &
nhom chua diéu tri hoa chét truée do, 6 thang so
va6i 3 thang, tuy nhién khac biét khdng c6 y nghia
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thong ké voi p = 0,77. Trong nghién clru tic gia
cling so sanh thoi gian séng thém khong tién trién
giltta nhom bénh nhéan tai phat tai chd, tai vung so
v6i nhom di cin xa cho thiy trung vi PFS cua 2
nhom 1an luot 12 5, 0 thang so voi 5, 5 thang, va 6,
0 thang trong nhom c6 ca tai phat tai chd, tai ving
va di can xa. Tuy nhién khac biét khong c6 y nghia
thdng ké vai p > 0,05 [3]. Nghién ctru ciia Wang J
nam 2008 cho thay thoi gian sdng thém toan bo dai
hon & nhém chua diéu tri hda chat trude do, 9 thang
S0 vai 8 thang, tuy nhién khac biét khdng co y nghia
thong ké voi p = 0,69. Tuong tu khi so sanh thoi
gian séng thém toan bo giita cac nhom tai phat va
di can xa, trung vi OS cta 3 nhom lan luot 1a 7, 6
thang; 10, 0 thang va 9, 0 thang, khéc biét khéng co
¥ nghia thong ké véi p > 0,05.

Nghién ctru hoi ciru cua tac gia Nabil Toumi nim
2020 cho thay nir gidi, thé trang xau (ECOG > 1) va
di can nhiéu thoi diém 12 yéu t6 tién lugng doc lap
[10] va thoi gian sdng thém toan bo trung vi 1a 13
thang. Nghién ctru ctia Khanfir nam 2007 cho thay
cac yéu tb tién lugng x4u trong phén tich don bién
bao gdm thé trang x4u (PS > 0), di cin nhiéu co
quan, di can xuong nhiéu vi tri, tién st diéu tri hoa
chét trude do, di can tang hoac di can hach. Trong
phan tich da bién, cac yéu té tién luong xau bao
gbm thé trang kém, di cin nhiéu vi tri va diéu tri hoa
chat truée do [11].

V.KET LUAN

Thoi gian song thém bénh khong tién trién trung
binh 7,81 + 2,2 thang, ty 1 song thém bénh khong
tién trién tai thoi diém 1 nam udc luwong 14 19,5%.
Thoi gian sdng thém toan bd trung binh 30,12 +
1,98 thang, ty 1& séng thém toan bo tai thoi diém
1 ndm, 2 nam, 3 nim wéc lwong lan luot 1a 83,2%;
70,5% va 49,3%. Thoi gian song thém bénh khong
tién trién & nhém bénh nhan c6 sé luong di cin xa
<2 co quan cao hon nhém > 2 co quan di can xa.
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