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Tém tit

Mouc tiéu: Dénh gid mot sé yéu td du bdo két qua diéu tri ung thu vom mii
hong (UTVMH) giai doan II - III bang Cisplatin liéu hang tuan phdi hop véi xa
tri diéu bién liéu. Pdi twong va phwong phdp: Nghién ctru can thiép 1am sang
khong dbi chting trén 68 bénh nhan (BN) UTVMH giai doan II - III. BN thoa
man tiéu chuan lya chon duoc diéu tri béng phéc dd: Hoa xa tri (HXT) déng thoi
bang Cisplatin liéu 40 mg/m” da co thé hang tun két hop xa trj diéu bién liéu, c6
hoic khong c6 héa chit b tro. Két qua: Thoi gian séng thém toan bo trung binh
trong nghién ctru: 34,4 + 9,15 thang. Ty 1é séng thém toan bo: 12 thang, 24 thing
va 36 thang 1an luot 12 97%, 91,1% va 88%. Két ludn: Gian doan HXT 1a yéu t6
tién luong cho thoi gian séng thém toan bd. Thé tich u va luong EBV trudce diéu
tri c6 su khac biét, tuy viy chiing khong phai 1a yéu td tién luong két qua diéu trj
trong nghién ctru nay.

* Tir khéa: Ung thu vom miii hong, Héa xa tri; Xa tri diéu bién liéu; Yéu 16
tién lirong; Séng thém toan bé.

STUDY ON SEVERAL PROGNOSTIC FACTORS FOR
CHEMORADIOTHERAPY OUTCOME OF NASOPHARYNGEAL
CANCER STAGE II - III

Summary

Objectives: To evaluate several prognostic factors treatment outcome of
nasopharyngeal cancer stage II-III with a weekly dose of Cisplatin in combination
with Intensity Modulated Radiation Therapy. Subjects and methods: An uncontrolled
clinical interventional study on 68 nasopharyngeal cancer (NPC) patients with
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stage II-III. These patients received Intensity Modulated Radiation Therapy
combination with Cisplatin 40 mg/m”> body skin weekly for 6 weeks of
radiotherapy, with or without adjuvant chemotherapy added. Results: The
average overall survival time of the study: 34.4 £ 9.15 months. Overall survival
rates: 12 months, 24 months, and 36 months were 97%, 91.1%, and 88%,
respectively. Conclusion: Interruption of chemoradiotherapy is a prognostic
factor for the overall survival time. Tumor volume and EBV reactivation before
treatment were different, but they were not prognostic factors of treatment

outcome in this study.

*  Keywords: Nasopharyngeal

cancer;

Chemoradiotherapy; Intensity

Modulated Radiotherapy,; Prognostic factors; Overall survival time.

PAT VAN PE

UTVMH 12 su bién ddi 4c tinh cua
16p biéu md pha vom miii hong. Viét
Nam nim trong ving c6é ty 1& mic
UTVMH trung binh, bénh dung thtr 9
trong cic loai ung thu néi chung va
hay gip nhét trong cdc khdi u & ving
dau c6 [9]. Vom hong nam khuét sau
cac co quan nhay cam nhu mét, mui, tai,
tuyén mang tai, ndo, lién quan truc tiép
v6i nén SO va mot ) day than kinh SO
ndo nén xa tri 1a phuong phép diéu tri
chinh. O Viét Nam, thé mé bénh hoc cua
UTVMH chu yéu 1a ung thu biéu md
khong simg héa khong biét héa, thé mod
hoc nay khd nhay cam voéi diéu tri héa
chat va tia xa. Hién nay, HXT dong
thoi v6i cdc phuong thice két hop voi
Cisplatin c6 (hodc khong) héa chit bd tro
hodc tin bd tro 12 phuong phdp diéu
tri tiéu chuan cho UTVMH giai doan
tién trién [5]. K¥ thuat xa tri diéu bién
liéu tao ra phan bé liéu theo hinh dang
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khéi u tot hon k¥ thuat xa tri 3D-CRT,
dic biét 1a cdc hinh dang 16i, 16m, cho
phép nang lidu diéu tri tai khéi u va
giam liéu dbi voi céc to chic lanh
xung quanh, tor d6 lam tdng kha nang
kiém soét u, dong thoi lam giam céc
bién ching nghiém trong do xa tri dbi
v&i mo lanh nhu khit ham, hoai tr thuy
thai duong, kho miéng. Tt nam 2015,
Bénh vién K da tién hanh HXT cho
bénh nhan UTVMH giai doan II - IV
bang Cisplatin va xa tri diéu bién liéu.
Két qua budc dau cho thay ty 1é kiém
sodt bénh tai chd kha tot [1]. Hién nay
chua c6 nghién ctru ndo vé dyu bdo két
qua diéu tri cho BN UTVMH giai doan
II - III bang Cisplatin liéu hang tuin
két hop xa tri diéu bién liéu. Ching t6i
thyc hién nghién ctru nay nham: Xdc
dinh mét s6 yéu té dnh hrong dén két
qua diéu tri UTVMH giai doan II - III
bang Cisplatin liéu hang tudn phoi hop
véi xa tri diéu bién liéu.
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POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. Poi twong nghién ciu

68 BN UTVMH giai doan II - III c6
chi dinh HXT, ddng y tham gia nghién
cuu, thoi gian nhap vién tu 01/2017 -
12/2019 tai Bénh vién K. Thoi gian két
thic nghién ctu la 30/4/2022.

*  Tiéu chudn lvua chon: BN
UTVMH duoc chian dodn giai doan
II(NT) - IIT (AJCC-2010), md bénh hoc
1 ung thu biéu mo khong stng héa,
khong biét hoa; tudi < 75; chi sé toan
trang Karnofsky > 80; khong c6 chong
chi dinh hoa chat, xa tri.

* Tiéu chuan logi trir: BN ¢6 hai
ung thu dong thoi. Pang mic bénh
phéi hop anh huong dén thuc hién
diéu tri; Phu nir dang mang thai hoic
dang cho con bu; BN bo diéu tri ngoai
ly do chuyén mon; BN khong dong y
tiép tuc tham gia nghién ciru voi bat cir
ly do nao.

2. Phwong phap nghién ctiru

* Thiét ké nghién ciru: Nghién ctru
can thiép 1am sang khong dbi chung.

* C& mdu va chon mau: BN ddp
mg du tiéu chuén lwa chon trong thoi
gian nghién ctru. Tong cong co 68 BN
du tiéu chuin tham gia nghién ciu.
Cic BN thoa man tiéu chuan nghién
ctru dugc diéu tri bang phic d6: HXT
déng thoi bang Cisplatin mdi tuin
40 mg/m’ dién tich da co thé, truyén
ngay dau tién ctia moi tudn xa tri trong

6 tuan. Toan bd BN duoc xa tri du lidu
k¥ thuat diéu bién liéu bang mdy xa tri
gia toc chuin collimator da 14 véi lidu
2,12 Gy/lan/ngdy, 5 ngay/tuan, xa tri
da 33 lan chia 1am 6 tudn va 3 ngay
theo RTOG 0615 [3]. Thoi gian nghi
sau xa tri 12 4 tuan, sau d6 BN c6 thé
duoc truyén héa chét bo trg véi phéc
dd CF 3 chu ky (Cisplatin 80 mg/m” da
co thé ngay 1, 5FU 1000 mg/m*® da
ngay 2 - 5) néu ching minh dugc con
tén thuong ung thu trén 1am sang hoic
can lam sang.

BN duogc theo doi trong qué trinh
diéu tri: 3 thang/lan trong 2 nim dau tién,
6 thang/lan trong nhitng nam tiép theo.
BN téi phat, di can xa dugc tiép tuc
diéu tri phu thudc vao tinh trang thuc té.

* Cdc bién s6 nghién ciru, cong cu
va phuong tién nghién cru: Ghi nhan
tudi, gidi tinh, dinh luong EBV-DNA
huyét tuong trudc diéu tri (dwong tinh
khi EBV > 100 copies/mL), do thé tich
u trude diéu tri bang chup cit 16p vi
tinh hodc cong hudng tur, ghi nhan tuan
thii diéu tri, thoi gian gian doan HXT.
Pénh gid dap ung diéu tri chung cua
phic d6 theo RECIST (c6 4 muc do:
Pép tng hoan toan, mot phan, khong
déap Gmg va bénh tién trién).

Udc lugng thoi gian song thém toan
bo theo phuong phip Kaplan- Meier,
sit dung phan mém SPSS 20.0. Bénh
4n nghién ctru duoc st dung dé ghi
toan bo cdc thong tin lién quan dén
bién s6 nghién ctru. Cdc hé théng mdy
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xa tri gia tbc chuan collimator da 14
hién co6 tai Bénh vién K véi thong )
ky thuat, tinh nang, suét licu duoc hiéu
chuan hang tuan twong ty nhau. Céc
budc tién hanh tir kham tuyén BN dén
lap ké hoach diéu tri, diéu trj, theo ddi
déu tudn tht theo quy trinh chuyén
mén cia BO Y té dd ban hanh.

* Pao duc nghién cuu: Nghién clru
nay nam trong dé tai “Panh gid két qua
diéu tri ph6i hop Cisplatin lidu thap va
xa tri diéu bién liéu bénh ung thu vom
hong giai doan IIB - III” da dugc Hoi
dong Pao duc Truong Pai hoc Y Ha
No6i chip thuan ngay 06/01/2017, s
ching nhan 14/HDDDDHYHN.

KET QUA NGHIEN CUU VA BAN LUAN

Bang 1: Pic diém chung.

Pic diém S6 BN (n = 68) Ty 18 (%)

Trung vi tudi 47,4
Giéi tinh
Nam 42 61,8
Nir 26 38,2
Hoan thanh phac dé diéu tri
HXT déng thoi v6i 6 dot Cisplatin 53 77,9
HXT déng thoi véi 5 dot Cisplatin 7 10,3
HXT ddng thoi véi 1 - 4 dot Cisplatin 8 11,8
Gian doan HXT
Khong gian doan 15 22,1
Gian doan < 1 tuan 23 33,8
1 < gian doan < 3 tuan 20 29,4

> 3 tuan 10 14,7
Lwong EBV truéc PT (copies/mL)
Am tinh (EBV < 100) [4] 15 22,1
Duong tinh (EBV > 100) 53 77,9
Thé tich khéi u (diém cut-off = 14,18 cm”’)
V<14,18 15 22,1
V> 14,18 53 77,9

7+ SD=11,08 8,33
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- Trung vi tudi ciia BN nghién ciru
la 47,4. Ty 1€ nam gidi/nir gidi 1a 1,62.
Theo nhiéu nghién ctru vé dich té hoc,
day 1a khoang tudi thuong gip nhat
cia UTVMH tai cic nudc nam trong
ving dich t&. Tudi trung binh trong
nghién ctu nady cling phu hop vdi céac
nghién ctu dugc thuc hién trudc day ¢
trong va ngoai nudc.

- S6 BN hoan thanh di 6 chu ky
HXT 1a 77,9%, 5 chu ky la 10,3%,
hoan thanh 1 - 4 chu ky 13 11,8% néu
tinh tr > 4 chu ky thi ty 1¢ 1én dén
98,5%. So véi phac do twong ty nhung
xa tri k¥ thuat 3D-CRT cua Chen va
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CS [3] thyc hién HXT ddng thoi voi
Cisplatin 40 mg/mz/tuﬁn x 7 chu ky, thi
ty 16 hoan tit hon 4 chu ky trong
nghién ctru chi 1a 78%. Ciing v4i phac
dd twong ty nhu cua ching téi nhung
BN duoc xa tri bang mdy cobalt va liéu
Cisplatin hang tuan 1a 30 mg/m” da, tac
gia Pang Huy Qudc Thinh [2] ¢ két
qua voi 103 BN (85,1%) hoan tat du 6
chu ky Cisplatin 30 mg/m*/tudn nhu
theo ké hoach diéu tri. C6 10 BN
(8,3%) nhan 05 chu ky Cisplatin va
8 BN (6,6%) nhan 4 chu ky Cisplatin.
Ty 1¢ BN nhan hon 4 chu ky Cisplatin
12 93,4%.

™ Survival Function
= Censored

B
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Biéu db 1: Pudng cong thoi gian séng thém toan bo.
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Thoi gian song thém trung binh:
344 + 9,15 thang. Ty 1& séng thém
toan bo (OS): 12 thiang (97%), 24
thang (91,1%), 36 thing (88%), 48
thang 12 82,2%. S6 BN xay ra cdc bién
cd tir vong hau hét trong khoang thoi
gian 29 thang ké tir khi diéu tri. Khi so
sanh v6i xa tri don thuan, ching toi
thiy xa trj don thuan tuy két qua ddp
tmg khd tot nhung chua du voi
UTVMH giai doan nay khi cho cic két
qua song thém thip hon. Ping Huy
Quédc Thinh (2012) nghién ctru so séanh
phic dd HXT dong thoi NPC II theo
huéng dan cua Dién dan hop tac hat
nhan chau A (FNCA) véi xa tri don
thuan cho két qua: Séng thém toan bo
3 ndm & nhém HXT cao hon nhém xa
tri don thuan: 80,6% so véi 72,9%. Su
khéc biét nay 1a ¢6 ¥ nghia thong ké (p
= 0,0097). Song thém toan bd 5 nam &
nhém HXT cao hon nhom xa tri don
thuan: 64% so v&i 47,1%, su khac biét
nay 1a ¢6 y nghia thong ké (p = 0,0032)
[2]. Khi so sanh v&i cac phac dd hoa Xa
tri chung t6i thay hau hét cdc nghién
clru ctia cac nudc chiu Au, chau My dp
dung HXT dbng thoi lidu cao, xen k&
mdi 3 tuan. Tuy nhién, thich thic 16n
cua cac nghién ctu nay la ty I¢ doc
tinh cip gia ting, s6 BN hoan tat duoc
toan b liéu trinh diéu tri tuong ddi
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thép. Téc gia Wee va CS (2005) NC tai
Singapore so sanh pha III diéu tri phdi
hop HXT va xa tri don thuan trén BN
UTVMH giai doan IIL, IV nhu phdc do
trén (thtr nghiém 9901). Tong sd c6
221 BN duoc nghién ctru. Két qua, ty
1€ séng thém 2 nam, 3 nam toan bd &
nhém HXT va nhém xa tri don thuan
tuong tng 1a 78%, 85% va 65%, 80%,
ty 16 séng thém 2 nam, 3 nim khong
bénh ¢ 2 nhém tuong tng 1a 57% va
75%, 53,7% va 72% [10]. So sanh diéu
tri IMRT va xa tri 2D, Du va CS
(2019) [6] cong bd nghién ctru trén
13304 BN trong phan tich gdp, trong
d6 5212 nguoi nhan xa tri diéu bién
lidu va 8092 ngudi duge phan bd cho
nhém xa tri 2D-CRT don thuan. So véi
diéu tri 2D-CRT, nhém xa trj diéu bién
lidu c6 sy kiém sodt trong 5 niam tot
hon (OR = 1,70; 95%CI = 1,36 - 2,12),
song thém khong tii phdt tai chd tai
vung (OR = 2,08; 95%CI = 1,82 -
2,37) va sdng thém khong bénh (OR =
1,40; KTC 95% = 1,26 - 1,56). Nhirng
két qua cia cic tic gia trén déu cho
thdy viéc phdi hop HXT dic biét 1a xa
tri v6i k¥ thuat didu bién liéu ludn
mang lai két qua t6t hon so véi xa tri
don thuan trong cai thién ty 18 khoi
bénh, thoi gian sdng thém ciing nhu

muc d¢ dap ung diéu tri.
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Biéu d6 2: Thoi gian séng thém toan bo lién quan dén gian doan diéu tri.

Thoi gian song thém toan bd trung
binh cua nhitng BN bi gidn doan < 3
tudn va > 3 tudn lan luot 12 47,4 thang
va 34,1 thiang, su khéc bi¢t c6 y nghia
thdng ké véi p = 0,006. Viéc gidn doan
diéu tri da dugc khang dinh c6 anh
huong x4u t6i két qua diéu tri ung thu,
do lam ting su tdi sinh luong té bao
ung thu din d&én giam ty 1& kiém sodt
tai viing va ty 1¢ song thém toan bo cua
cdc BN. Theo mot sd nghién ctru cho
thdy hodn diéu tri > 40 ngay 12 yéu td
tién luong x4u cho cdc BN ung thu dau
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) giai doan som; thoi gian xa tri kéo
dai trén 12 tudn 1a yéu t6 tién luong
xau cho két qua kiém sodt bénh trong
UTVMH giai doan sém. Theo nghién
ciu cua Angela L. Mazul (2020) [8]
séng thém toan bd 5 nam la 59,7%
(59,1% - 60,3%) trong sd nhitng nguoi
c6 gidn doan diéu tri 47 - 53 ngay,
giam dang ké sau mdi tuan tiép theo
cho dén khi hoan thanh (81 + ngay:
38,4% [36,2% - 40,7%]). Cac phan
tich da bién cho thay nguy co tir vong
gia ting khi ting gian doan diéu tri.

PLVkhoiU
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Biéu do 3: Puodng cong sdng thém toan b lién quan dén thé tich u.
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Thoi gian séng thém toan bd trung binh cia nhitng BN ¢6 thé tich u < 14.18
cm’ va nhitng BN ¢6 thé tich u > 14.18 cm’ 14n luot 12 46,9 thang va 39,7 thang
(p = 0,061). Thé tich khéi u trung binh trong nghién ctru cta ching t6i 1a 16,5
cm’. Khi phén tich da bién ching t6i thiy diém cut-off cua thé tich khdi u lién

quan dén thoi gian sdng thém khong bénh 1a 14,181 cm’. Tuy nhién, thé tich u
khong phai 12 yéu t6 du bao két qua sdng thém trong nghién ctru ctia chung toi do

p>0,05.
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Biéu db 4: Puong cong sdng thém toan bo lién quan dén luong EBV.

DPuong cong thé hién luong EBV-
DNA huyét twong c¢6 xu huéng dy bdo
sng thém toan bo, séng thém toan bd
3 ndm trung binh cua BN c6 lugng
EBV-DNA < 100 va > 100 lan luot la
47,1 va 44,4 thang, tuy nhién yéu td
nay chua dii dé anh huong dén dy bao
két qua song thém toan bd trong
nghién cuu nay (p = 0,152). Theo
nhiéu nghién ctru, néng d6 EBV-DNA
trong huyét trong trudc va sau diéu tri
cO vai tro quan trong trong tién luong
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bénh va dinh gid diéu tri. Nong do
EBV-DNA huyét tuong cao trudc diéu
tri 12 yéu td tién luong x4u, lam giam
kha ning dap tung véi diéu tri va ti 18
song thém & BN UTVMH. Nguoc lai
néng d6 EBV-DNA huyét tuong thip
trude diéu tri 1a yéu to tién lugng tot,
lam ting kha nang dap tng voi diéu tri
va cai thién thoi gian séng thém cua
BN. Trong nghién ctru cua chung to1,
s6 BN c¢6 luong EBV-DNA huyét
turong > 100 copies/ml trude diéu trj 12
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77,9%, < 100 copies/mL la 22,1%
(ndéng do trung binh trong nghién ctru
12 9995 + 16,374 copies/mL). Két qua
nay kha twong dong véi két qua nghién
cuu cua Chen (2015) tai Trung Quéc
v6i 77% BN c6 ndng d6 EBV-DNA
huyét twong > 100 copies/mL trudc
diéu tri [4)].

KET LUAN

Gidn doan HXT 1a yéu t tién luong
cho két qua diéu tri cho BN UTVMH
giai doan II - III dugc HXT diéu bién
liéu két hop Cisplatin liéu thdp hang
tuan. Thé tich u va luong EBV trude
diéu tri co sy khac biét, tuy vay khong
co gia tri tién luong trong nghién clru nay.
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