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Tom tat

Muc tiéu: Danh gia két qua budc dau clia phac d6 hoéa tri dan dau gemcitabin-cisplatin (GP) theo sau
la héa xa tri dong thai & bénh nhan ung thu vom mii hong (UTVMH) giai doan lII-IVA. Béi tuong va
phuong phdp: Can thiép lam sang khoéng déi ching trén 41 bénh nhan UTVMH giai doan IlI-IVA (N3
chiém 46,3%), dugc hoda tri dan dau 3 chu ky méi 3 tuan gemcitabin 1000mg/m? ngay 1, 8; cisplatin
80mg/m?ngay 1, theo sau la hda xa tri dong thai vai cisplatin 40mg/m? hang tuan, tir thang 3/2020 dén
thang 2/2023 tai Bénh vién Trung uang Quan doi 108. Két qua: Tai thai diém 1 thang sau xa tri, ty 1& dap
Uing hoan toan va dap (ng mét phan tuong Ung la 92,7% va 7,3%. Thaoi gian theo doéi trung binh 16
thang (6-33 thang). Ty lé song thém khong tai phat tai cho - tai vung, séng thém khéng bénh, séng thém
khoéng di can xa va séng thém toan bd 2 nam 1a 85,2%, 66,9%, 82,9% va 92,3%. Doc tinh dé 3-4 phé bién
xdy ra trén hé tao huyét (51,3%), trong d6 chl yéu la gidm bach cau hat. Két ludn: Héa tri dan dau phac
dé gemcitabin-cisplatin theo sau la héa xa tri déng thoi diéu tri UTVMH giai doan tién trién budc dau
cho ty I& kiém soat tai cho - tai vung va séng thém khéng di can xa tuong déi cao. Tuy nhién, phac do
nay cé ty lé doc tinh cao trén hé tao huyét.

Tirkhéa: Ung thu vom mai hong, hoa tri dan dau, gemcitabine-cisplatin.

Summary

Objective: To evaluate the preliminary results of induction chemotherapy regimen gemcitabin-
cisplatin followed by concurrent chemoradiotherapy in stage Ill-IVA nasopharyngeal carcinoma patients.
Subject and method: The uncontrolled clinical intervention was conducted on 41 stage IlI-IVA
nasopharyngeal carcinoma patients (with N3 accounting for 46.3%) who underwent induction
chemotherapy with 3 cycles of gemcitabin 1000mg/m? on day 1 and 8 plus cisplatin 80mg/m? on day 1,
followed by concurrent radiotherapy with weekly cisplatin 40mg/m? from March 2020 to February 2023
at the 108 Military Central Hospital. Result: At 1 month after radiotherapy, the complete and partial
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response rates were 92.7% and 7.3%, respectively. The median follow-up time was 16 months (range: 6-
33 months). The rates of locoregional relapse-free survival, disease-free survival, distant metastasis-free
survival, and overall survival at 2 years were 85.2%, 66.9%, 82.9%, and 92.3%, respectively. Grade 3-4
hematologic toxicity occurred commonly (51.3%), mainly manifested as neutropenia. Conclusion: The
induction chemotherapy with gemcitabine-cisplatin followed by concurrent radiotherapy for the
treatment of advanced-stage nasopharyngeal carcinoma initially achieved relatively high rates of
locoregional control and distant metastasis-free survival. However, this regimen was associated with a

high incidence of hematologic toxicity.

Keywords: Nasopharyngeal carcinoma, induction chemotherapy, gemcitabine-cisplatin.

1.Pat van dé

& Viét Nam, ung thu vom mi hong |4 bénh ung
thu phé bién ding hang tha 10, véi ty 1&€ méc bénh
chuén theo tudi 5,3/100.000 dan [10]. Trong thap ky
qua, cac th nghiém lam sang pha 3 tai Trung Quéc
vé hoa xa tri dong thdi c6 héa tri dan dau giup cai
thién dang ké cac két qua séng thém & bénh nhan
UTVMH giai doan tién trién [4, 6, 7]. Hién nay, héa xa
tri dong thai vai cisplatin st dung ky thuat diéu bién
liéu c6 héa tri dan dau dugc khuyén cdo cho UTVMH
giai doan IlI-IVA [3]. Phac d6 gemcitabin-cisplatin
(GP) 1a mot trong nhitng phac d6 héa tri dan dau
dugc st dung phé bién trong thuc hanh lam sang.
Tai nudc ta, chua c6 nhiéu nghién clu bao céo két
qua clia phac d6 héa tri dan dau GP theo sau la hoa
xa tri dong thoi st dung ky thuat diéu bién liéu.
Chang téi tién hanh nghién cttu nham muc tiéu:
Ddnh gid két qua budc ddu va déc tinh cda phdc doé
héa tri dan dau GP theo sau la héa xa tri déng thdi
trong ung thu'vom mdai hong giai doan IlI-IVA.

2. Péi tugng va phuong phap
2.1.Déi tuong

Tiéu chudn lua chon: Bénh nhan UTVMH méi
dugc chan doan c6 giai phau bénh la ung thu biéu
mo, giai doan bénh IlI-IVA theo AJCC 2017, tudi tu
18-70 tudi, chi s6 toan trang ECOG 0-1. Chuc nang
gan, than, tay xuong cho phép diéu tri héa xa tri
déng thai: Bach cau > 4G/L, hemoglobin > 100g/L,
tifu cdu = 100G/L, creatinine < 132umol/L,
SGOT/SGPT < 2 lan gidi han binh thuong. Bénh nhan
dugc hoa tri 03 chu ky GP theo sau la héa xa tri dong
thai vai cisplatin hang tuan.
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Tiéu chudn loai tror: Bénh nhan c6 bénh nang két
hap khéng cho phép hda tri dan dau, phu ni ¢ thai
hodc cho con bu, bénh nhan da diéu tri ung thu
trudc dé.

2.2, Phuong phdp

Thiét ké nghién clu: Can thiép lam sang khong
déi ching.

C8 mau va cach chon mau: Mau thuan tién bao
g6ém 41 bénh nhan du tiéu chuan lua chon

Quy trinh tién hanh nghién cuu:

Bénh nhan dugc héa tri dan dau 3 chu ky méi 3
tuan gemcitabin 1000mg/m’ ngay 1, 8; cisplatin
80mg/m’ ngay 1, theo sau la héa xa tri dong thoi Vi
cisplatin 40mg/m” hang tuan. Xa tri diéu bién thé
tich: 70Gy/33 phan liéu cho u nguyén phat va hach
di can; 59,4Gy/33 phan liéu cho ving cé nguy ca di
can cao; 54Gy/33 phan liéu cho viing ¢é nguy co di
can thap; 5 phan liéu/tuan ti tha 2 dén thu 6. Bénh
nhan dugc theo ddi trong qua trinh diéu tri, sau dé 3
thang/lan trong 2 nam dau tién, 6 thang/lan trong
nhiing nam ti€p theo. Bénh nhan tai phat, di can xa
dugc tiép tuc diéu tri phu thudc giai doan tai phat.

Chi s6 nghién cdu

Ty lé song thém: Ngay bat dau nghién cdu la
ngay hoa tri dau tién. Sy kién cho séng thém khong
bénh la tai phat hoac tién trién tai chd, tai vung, di
can xa hoac ti vong do bat ky nguyén nhan nao;
cho séng thém khéng di can xa la di can xa; cho
song thém toan bd la t& vong do bat ky nguyén
nhan nao; cho séng thém khoéng tai phat tai cho-tai
vlng la tai phat hoac tién trién cla u nguyén phat
va/hodc tai phéat hoac tién trién cda hach.



TAP CHI'Y DUGQC LAM SANG 108

HOI NGHI KHOA HOC XA TRI UNG THU NAM 2023

DOL....

DPanh gia ty 1é dap ung sau két thuc diéu tri 1
thang dua trén hinh anh MRI theo tiéu chuin danh
gia dap ung khéi u ran (RECIST 1.1). Danh gia ty lé
gidm thé tich u va hach sau hoéa tri dan dau. Muc do
gidm thé tich tuong déi dugc dinh nghia: (thé tich
trudc hoa tri - thé tich sau hoa tri) x 100%/thé tich
truéc hoa tri. Danh gid ty 1& déc tinh cap tinh va
muodn theo tiéu chuan thuat ngl chung cho céac
bién c6 c6 hai CTCAE 5.0.

Phuong phdp xily sé liéu

Ty lé séng thém dugc tinh theo phuong phap
Kaplan-Meier. Su khac biét thé tich u va hach truéc
va sau héa tri dan dau theo kiém dinh Wilcoxon. Gia
tri p < 0,05 dugc xem cé y nghia thong ké. X ly s6
liéu bang phan mém SPSS 26.0.

Nghién ctu dugc thuyc hién tai Bénh vién TWQD
108 tlr 3/2020 dén 02/2023.

2.3.Dao dirc nghién ciu

Phac d6 diéu tri da dugc khuyén cdo theo Hoi
ung thu Hoa Ky, chau Au va Trung Quéc; da duoc

thong qua Vién Ung thu - Bénh vién TWQD 108.
Bénh nhan hoan toan tu nguyén diéu tri va tham gia
nghién cdu.

3.Két qua
3.1. Ddc diém bénh nhdn nghién ciu

Pic diém chung bénh nhan nghién clu dugc
liét ké trong Bang 1. Trung vi tudi ctia bénh nhan la
47 (giéi han 30-69), nam gidi chiém da s6 (78%).
Bénh nhan giai doan IVA chiém 63,4%, véGi T3-4 la
60,9%, N2-3 la 90,2% va trong dé N3 chiém 46,3%.

Ty lé hoan thanh phac d6: 39 bénh nhan hoan
thanh 3 chu ky héa tri GP, 2 bénh nhan héa tri 1 dgt
GP; héa xa tri déong thdgi: 100% bénh nhan hoan
thanh xa tri, vi 5-7 chu ky cisplatin chiém 58,5%, 2-4
chu ky cisplatin chiém 41,5%. Thai gian trung binh
tu ngay dau chu ky cudi hoa tri GP dén ngay dau xa
tri la 53 ngay (17-137 ngay).

Bang 1. Pac diém bénh nhan

Dac diém S6 BN (n=41) %
Trung vi tudi (nam) 47 (30-69)
Nam 32 78
N 9 22
Chi s6 toan trang ECOGO
ECOG1 16 39
25 61
Giai phau bénh (WHO 2005) Ung thu té bao vay khong sting héa 3 7,7
Ung thu biéu mé khong biét héa 38 92,3
T1 13 31,7
GiaidoanT 12 3 73
T3 14 34,1
T4 11 26,8
NO 0 0
Giai doan N N1 4 9,8
N2 18 43,9
N3 19 46,3
Giai doan bénh 11l 15 36,6
IVA 26 63,4
Chup PET chdn doén giai doan 32 78
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3.2. Miirc dé giam thé tich tuong déi truéc va sau héa tri dan dau, ty 1é ddp ing

Thé tich u nguyén phat va hach di can c6 su khac biét gilia thai diém trudc hoa tri va sau hoa tri GP
(p<0,0001, kiém dinh Wilcoxon) (Bang 2). Tai thai diém 1 thang sau xa tri, ty I& dap (ng hoan toan va dap
ting mot phan tuong ting la 92,7% va 7,3%. Khong c6 bénh 6n dinh va bénh tién trién.

Bang 2. Thé tich u nguyén phat, thé tich hach di can truéc va sau héa tri dan dau GP

Trung binh thé tich Trung binh thé tich Giam thé tich tuong
trudc hoa tri sau héa tri P daéi (%)
., 436 £37,2 29,3+339
Thé tich u (cm?3) <0,0001 39,8+279
(5,1-164,2) (0,3-147,5)
Thé tich hach di ca 41,8+38,3 18,4 £ 20,2
€ fieh hach dican <0,0001 513 +27,2
(cm?) (2,0-211,8) (1,7-91,3)

3.3. Ty Ié séng thém

Thdai gian theo déi trung binh 16 thang (6-33). Ty |é song thém khong tai phat tai ché - tai vung, séng
thém khong bénh, séng thém khong di can xa va song thém toan b 2 nam la 85,2%, 66,9%, 82,9% va 92,3%.

Séng thém khéng tii phat tai chd tai ving va sng thém khéng di ciin xa Séng thém toan bd va sdng thém khong bénh
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Hinh 1. Cac dudng cong song thém
3.4.Déc tinh cdp cua phdc dé

Doc tinh cap dé 3-4 phd bién xay ra trén hé tao huyét (51,3%), trong dé chd yéu la gidm bach cau hat.
Khong c6 doc tinh cap dé 5. Doc tinh d6 3, 4 gidm bach cau hat tuong Uing la 29,3% va 22%.

Bang 3. Ddc tinh cap trén hé tao mau va chiic ndng gan than

S8 bénh nhan theo dé ddc tinh
Poc tinh

' P61 D62 D63 P64 P65

Huyét hoc 5 (12,1%) 15 (36,6%) 12(29,3%) 9(22%) 0 (0%)
Giadm bach cau 4 23 9 4 0
Giam bach cau hat 3 15 12 9 0
Giam huyét sac té 12 3 2 0 0
Gidm tiéu cau 16 6 2 1 0
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Péc tinh S8 bénh nhan theo dé ddc tinh
' P61 D62 P63 P64 P65
S6t giam bach cau hat - - 3 0 0
Tang creatinine mau 31 10 0 0 0
Tang GOT, GPT mau 25 2 1 1 0
Viém niém mac 16 21 1 0 0
Budn nén 17 1 0 0 0
No6n 10 1 0 0 0
Sut can 12 2 0 0 0

(*) BN c6 HBsAg (+) va chiic ndng gan binh thudng trudc diéu tri.

4. Ban luan

Nghién ctru cGa ching téi da chi ra sy gidm thé
tich c6 y nghta sau hoa tri dan dau GP trong 41 bénh
nhan ung thu vom mdi hong giai doan llI-IVA, véi
muc gidam trung binh 39,8% cho u nguyén phat va
51,3% cho hach di can (p<0,0001). Két qua nay cao
hon vai 2 nghién cttu khac cling diéu tri phac dé GP
[2], [8]. Nghién cu cla Chen va céng su trén 192
bénh nhan UTVMH giai doan tién trién cho mtuc
giam thé tich trung binh 29,7% va 31,7% tuong ing
cho u nguyén phat va hach di can [2]. Zheng va
céng su bao cdo muc do gidm thé trung binh 31,9%
va 46,1% cho u nguyén phat va hach di can trén 44
bénh nhan UTVMH [8]. Mtc gidm thé tich u va hach
di can trong nghién ctu clia ching t6i cao hon 2
nghién cdu trén c6 thé do thsi gian trung binh tu
ngay dau chu ky cudi GP dén ngay bat dau xa tri la
53 ngay (17-137 ngay). Trong khi d6, khodng thai
gian nay dugc Hoi ung thu Hoa Ky va Héi ung thu
Trung Quoc khuyén cdo tir 21-28 ngay [3]. Pay ciing
la mét trong nhirng han ché 16n nhat cba nghién
cdu nay.

Nghién cdu cta chuing t6i trén nhém bénh
nhan giai doan IlI-IVA c6 dac diém tién trién véi 63%
& giai doan IVA, trong d6 T4 la 27%, N3 la 46%.
Trong khi cac nghién ctu pha 3 gan day vé héa tri
tan bd trg theo sau la hoa xa tri déng thdi tai Trung
Quéc cb giai doan IV la 44-50%, vGi T4 chiém 35-
43%, N3 chiém 10-20% [4, 6, 7]. Pan va cong su da
chi ra rang su tién trién cta u nguyén phat (T) lién
quan dén gidm kiém soét tai vung, trong khi su tién

trién tai hach (N) lién quan dén tang nguy ca di can
xa [5]. Nghién ctiu nay cé ty lé song thém thap hon
nhiéu so véi nghién clu pha 3 véi phac dé tuong tu
cla Zhang va cdng su, trong doé ty 1&é song thém
khéng tai phat tai cho-tai ving, s6ng thém khong
bénh, séng thém khong di can xa va séng thém toan
bé 3 nam tuong uUng la 91,8%, 85,3%, 91,1% va
94,6% [7]. Nguyén nhan cho ty lé s6ng thém cla
nghién clu nay thap hon so véi nghién clu cua
Zhang c6 thé: (1) Nghién clru nay c6 bénh nhan N3
chiém 46% so véi 11,2% trong nghién ciu Zhang, (2)
Thai gian tu ngay dau chu ky cudi clia héa tri GP dén
ngay bat dau xa trung binh la 53 ngay (17-137 ngay)
so VGi 25 ngay (22-28 ngay) trong nghién ctu cla
Zhang, (3) Ty 1& bénh nhan c6 téng liéu cisplatin t&i
thi€éu 200mg/m? trong hoa xa tri déng thai 1a 58,5%
so véi 80% trong nghién ctu cla Zhang [7]. Tuy
nhién, nghién cldu cdia Zhu va céng su phan tich
dudi nhém 15 bénh nhan N3 diéu tri theo phac dé
tuong ty cho ty lé s6ng thém khong bénh, séng
thém khéng di can xa va s6ng thém toan bd 2 nam
tuong ung la 73,3%, 73,3% va 92% [9]. Nghién ctu
cla chuiing t6i ¢6 ty 1é bénh nhan N3 gan 50% véi ty
[é s6bng thém 2 nam gan tuong déng vdéi nghién cdu
clta Zhu.

Nghién ctu nay c6 ty |é doc tinh cap do 3-4 phd
bién xay ra trén hé tao huyét (51,3%), trong dé chu
yéu la gidm bach cau hat. Doc tinh d6 3, 4 giam bach
cau hat tuong tng la 29,3% va 22%. So sanh véi hau
hét cac nghién cltu cé phac d6 tuong tu, nghién cdu
clia ching t6i co ty lé doc tinh trén hé tao mau cao
xap xi 2 lan, trong khi cac déc tinh cap do 3-4 khac
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gan tuang tu. Cac nghién ctru pha 2, 3 str dung phac
d6 GP cho ty & doc tinh giam bach cau hat d6 3-4 tu
14-28% [7, 9]. Trong khi d6, mét nghién clu trong
nudc bdo cao ty |1é doc tinh rat thap trén hé tao mau
véi do 3 la 2,6%, khong cé doc tinh do 4-5 [1].

5. Két ludn

Héa tri dan dau phac dé gemcitabin-cisplatin
theo sau la hoa xa tri dong thai diéu tri UTVMH giai
doan tién trién budc dau cho ty 1é kiém soat tai ché -
tai vung va séng thém khong di can xa tuong déi
cao. Tuy nhién, phac d6 nay cé ty 1é doc tinh cao
trén hé tao huyét. Do ¢& mau nghién ctiu con nho va
thai gian nghién ctu ngan cho nén van dé nay ciing
dang can dugc nghién ctiu thém.
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