UNd "THU HOC_Sé 76.2024 UNG THU HOC

Viét Nam

KET QUA HOA XA TRI PONG THOI UNG THU PHOI TE BAO NHO
GIAI POAN KHU TRU TAI BENH VIEN K

Pham Van Thang™, Nguyén Céng Hoang?,
Vi Hong Thang', Pham Quang Pao?

TOM TAT:

Muc tiéu: Danh gia két qua hoa xa tri dong thoi phac d6 Etoposide- Cisplatin, sir dung k§ thuat
xa di€u bién li€u ung thu phoi t€ bao nho giai doan khu tru.

Poi twrong nghién ciru: 45 bénh nhan ung thu phéi t& bao nho giai doan khu tra duoc hoa xa tri dong
thot Etoposide-Cisplatin voi ky thuat xa diéu bién liéu tai Bénh vién K tir 6/2018 dén thang 6/2023.

Phwong phap nghién ctru: Mo ta c¢6 theo doi doc.

Két qua: Theo tiéu chuan RECIST 1.1, ty 1¢ dap img toan b, hoan toan 12 91,1%, 51,1%. Thoi
gian trung vi thoi gian song thém khong tién trién 1a 14,2 thang, thoi gian song thém benh khong
tién trién tai thoi diém 12 thang 1a 61,1%. Thoi gian trung vi séng thém toan bo 1a 22,4 thang. Poc
tinh xa tri: Cq 33,3% bénh nhqn viém ph01 3,7 7 % bénh nhan viém thuc‘quan trong do chi do I, II.
Doc tinh huyét hoc, ha bach cau hay gip nhat véi ty 1€ 73,3%; ha bach cau d6 Il va IV gap 42,2%.
Doc tinh trén gan than, ndn, mét mai it gap, chi ¢ do I, 1.

K&t luan: Phac d6 khong nhimg cho két qua kha quan vé dap tng va song thém khong tién
trién, song thém toan by ma con giam dang ké doc tinh lién quan dén xa tri so voi nhitng k¥ thuat
xa tri trude day.

Tir khéa: Ung thu phoi té bao nho, hoa xa tri ddng thoi, xa tri diéu bién lidu, ty 18 dap tng, doc tinh
THE RESULTS OF CONCURRENT CHEMORADIOTHERAPY
WITH ETOPOSIDE - CISPLATIN REGIMEN AND INTENSITY-
MODULATED RADIOTHERAPY USE IN LIMITED - STAGE
SMALL CELL LUNG CANCER

"Trwong Dai hoc Y Ha Noi

2Bénh vién K

*Chiu trach nhiém chinh: Pham Van Théng
Email: thangtls1215@gmail.com

Ngay nhan bai: 06/08/2024

Ngay phan bién khoa hoc: 28/08/2024
Ngay duyét bai: 30/09/2024

45



% i 7ap chi
LUNG THUHOC S6 76.2024

Viét Nam

UNG THU HOC

ABSTRACT:

Aims: Evaluation of the treatment results of the in limited-stage small-cell lung cancer.

Patients and Methods: The longitudinal descriptive study on 45 patients limited - stage small
cell lung cancer at K hospital from June 2018 to June 2023.

Results: According to RECIST 1.1, the respone rate and complete response rate were 91.1%
and 51.1%. Median progression-free survival was 14,2 months, 1 - year progression-free survival
was 61.1%. Median overall survival was 22,4 months. Radiotherapy toxicities: 33.3% pneumo-
nitis patients, 37.7 % esophagitis patients only in grade I and grade II. On hemotopoietic system,
neutropenia was the most common toxicity with the rate of 73.3%; 42.2% patients appeared grade
IIT and grade IV. Toxicities on liver, kidney, vomiting and fatigue were uncommon, only grade |
and grade II.

Conclusions: The regimen not only resulted in a positive outcome in terms of response and pro-
gression-free survival, overall survival but also significantly reduced radiation-related toxicities.

Keywords: Small cell lung cancer, concurrent chemoradiotherapy, intensity-modulated radio-

therapy, respone rate, toxicity.

1. DAT VAN DE

Ung thu phdi té bao nhé (UTPTBN) c6 thoi
gian tién trién nhanh, sém di cin xa theo duong
mach mau, dugc chia ra giai doan khu tri va
giai doan lan tran, nhay cdm cao v6i hoa chét
va xa tri [1]. Hoa xa tri dong thoi 1a phuong
phap diéu tri triét can dbi v6i ung thu phdi té
bao nho giai doan khu tra [2]. Hoa xa tri phac
dd hoa chat EP da duoc chimg minh hiéu qua
cao boi ting ty 18 dap tmg, han ché tai phat
som, kéo dai thoi gian song thém bénh khong
tién trién cung nhu thoi gian song thém toan bo.
Hoa chat phdi hop voi xa tri, lam tang tac dung
cua xa tri va co tac dung tiéu diét cac 6 vi di can
ma cac phuong tién chan doan ¢ thé chua phat
hién dugc. Phac d6 EP tir 1au da 14 tiéu chuan
trong diéu tri UTPTBN giai doan khu tra. Su
phat trién ctia khoa hoc ki thuat, nhiéu k¥ thuat
xa tr1 mdi duge dua vao s dung, nhu xa 3D,
4D 16i dén xa tri diéu bién lidu (IMRT), xa tri
diéu bién liéu theo thé tich hinh cung (VMAT),
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xa tri dinh vi than (SBRT), xa tri dudi hudng
dan hinh anh (IGRT) di mang lai hiéu qua cao.
Ky thuat xa tri diéu bién liéu di nang cao hiéu
qua kiém soat tai chd va giam doc tinh véi co
quan lan cén tir d6 do d6 cai thién két qua diéu
tri [3].

Tai Bénh vién K, diéu tri UTPTBN giai
doan khu tr bang hoa xa tri ddng thoi phac dd
EP, str dung xa tri diéu bién lidu da duge thuc
hién tir nam 2018 va cho thay hiéu qua trén lam
sang cho nhiéu bénh nhan. Tuy nhién hién chwa
c6 nghién ctru danh gia hiéu qua diéu tri phéc
d6. Vi vay, chung t6i tién hanh nghién ctru dé
tai nay voi muc tiéu: Panh gia két qua hoa xa
tri dong thoi phac dd Etop051de Cisplatin su
dung k¥ thuat Xa diéu bién lidu trén bénh nhan
ung thu phdi té bao nho giai doan khu tru.

2. bOI TWQNG VA PHUYONG PHAP
2.1. B6i twong
Nghién ctru trén 45 bénh nhan ung thu phoi
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té bao nho giai doan khu tru dugc héa xa tri
dong thoi Etoposide-Cisplatin voi ky thuat
xa tri diéu bién lidu tai Bénh vién K tir thang
6/2018 dén thang 6/2023.

Tiéu chuén lwra chon bénh nhéan:

- Chan doan: Ung thu phéiNté bao nho
giai doan khu tri theo hudéng dan phan loai
VALSG [4].

- Puoc hoa xa tri déng thoi voi phac dd
Etoposide - Cisplatin va xa tri diéu bién liéu
(IMRT). Xa tri can duoc bit dau cung thoi
diém hoa trj.

- C6 ton thuong dich c6 thé do va danh gia
duoc trén chan doan hinh anh theo tiéu chuan
RECIST v1.1.

- Thé trang chung t6t (ECOG 0 - 1).

- Chuc nang gan théan trong gidi han cho
phép diéu tri phac d6

- C6 ho so luu trir day du.
Tiéu chudn loai trir:

- M6 bénh hoc thé }}5n hop ung thu phoi té
bao nho va ung thu phoi khong t€ bao nho.

- Bénh nhan di duogc diéu tri phiu thuat,
dién cat R2 hodc N2 duoc dieu tri HXDT.

- Tién st xa tri nguc, trung that trudc do.

- Co6 cac bénh cép tinh va man tinh trdm
trong khac: Suy gan, suy than, hoac di ing véi
cac thanh phan cua thudc.

- Bénh nhan c6 két hop bénh ung thu khac.
2.2. Phwong phap nghién ciru
2.2.1. Thiét ké nghién ciru

Mo ta co6 theo doi doc.

2.2.2. C6/ mau
C& mau thuan tién.
2.2.3. Cédc bwérc tién hanh

Thu thap s6 liéu theo mdt miu bénh an
nghién ctru théng nhét. Cac bién sb tudi, gidi,
chi s6 toan trang PS, tinh trang hut thudc, giai
doan bénh, kich thudc u va hach trudc va sau
khi diéu tri, thoi gian bat dau diéu tri, thoi gian
phat hién tai phat, thoi diém ta vong, cac doc
tinh x4y ra trong qua trinh diéu tri.

2.2.4. Xur ly va phan tich sé liéu

Céc sb licu thp thap ﬁuqq ma h,(’)a trén may
vi tinh va xtr Iy bang phan mém thong ké SPSS
phién ban 20.0.
2.2.5. Phédc dé6 diéu tri

Hoa xa tri QSng thoi phac dd EP két hop xa
tri diéu bién lieu.

Hoéa tri:

- Cisplatin 80mg/m? da, truyén TM ngay 1.

- Etoposide 100mg/m? da, truyén TM ngay
1-3.

- Chu ky 21 ngay, 04 chu ky.

Xa tri: Bat ddu ngay tir chu ky dau cua hoa
tri va ti€p tuc xa tri‘dén khi du liéu. Tong liéu
xa la 60 Gy, phan lieu 2 Gy/ngay.

Hoéa tri (EP): EP EP EP EP
Xatri (XT):

XT: 60 Gy
Hinh 1. Phéc dé diéu tri

2.2.6. Panh gia dap wng diéu tri

- Thoi diém danh gia dap tng: Sau khi két
thuc diéu tri xa tri 2 tuan va sau ket thuc hoa tri.
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- Panh gia thoi gian song thém khong tién
trién, thoi gian séng thém toan bo theo phuwong
phap Kaplan- Meier.

- Panh gia cac doc tinh diéu tri theo CTCAE
4.0. Ghi nhan ddc tinh trong qua trinh diéu trj
dén khi két thic theo dai.

3. KET QUA NGHIEN cU’U
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Biéu db 1: Bap tng diéu tri
Nhén xét: Ty 1 dap mg hoan toan chiém
51,1%, mot phan 1a 40%, bénh tién trién 1a
4,4%. Ty 1¢ kiém soat bénh 14 95,6%.
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Biéu db 2: Thoi gian séng thém bénh khéng
tién trién
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Nhan xét: Thoi gian song thém bénh khong
tién trién (PFS) trung vi la 14,2 thang. Séng
thém khong tién trién tai thoi diém 6 thang 1a:
88,9%, tai 12 thang 1a 61,1%.
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Biéu db 3: Thoi gian séng thém toan b

Nhdn xét: Thoi gian séng thém toan b (OS)
trung vi 1a 22,4 thang. Séng thém toan b tai
thoi diém 24 thang 1a: 57,4%, tai 36 thang la
30,9%.
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Bang 1: Péc tinh cép
. Moi do Do | Do ll Do Il Do IV
Doc tinh
n % n % n % n % n %
Viém da 18 39,9 15 33,3 2 4.4 0 0 0 0
Viém thuc quan 17 37,7 13 28,9 4 8,8 0 0 0 0
Viém phdi 15 33,3 13 28,9 2 4,4 0 0 0 0
Giam Hb 20 44,4 13 28,9 6 13,3 1 2,2 0 0
Giam BC 33 73,3 8 17,8 6 13,3 13 28,9 6 13,3
Giam tiéu cau 5 1,1 5 1,1 0 0 0 0 0 0
Tang men gan 5 11,1 4 8,9 1 2,2 0 0 0 0
Tang creatinin 1 2,2 1 2,2 0 0 0 0 0 0
Nhdén xét: diém nhay cam véi hoa cht va tia xa ctia bénh

- Viém da gdp & 39,9% céc truong hop, do 1
1a 33,3%. Ty 1€ viém thuc quan 1a 37,7%, trong
d6 @6 11 28,9%, do 11 chiém 8,8%. Ty 1 viém
phéi 1a 33,3%, trong d6 do I 1a 28,9%, do 11
chiém 4,4%.

- Ha bach cau 1a hay gip nhét véi ty 18
73,3%; ha bach cau do III va IV gip 42,2%.
Ha huyét sic t, ha tiéu cau gip it hon véi ty
1€ twong ung 1a 44,4%, 11,1%, chu yéu do 1, II.
Doc tinh trén gan than 1a it gap, ting men gan
11,1%, tang creatinine 2,2%.

4. BAN LUAN

Trong nghién curu, ty 1¢ dap ing toan bo la
91,1%, dap Gmg hoan toan chiém 51,1%, mot
phan 1 40 %. Nghién ciru ciia VS Vin Xuan va
cs (2008) st dung phac dd hoa xa tri tuan tu,
ty &€ dap tng toan bd 1a 96,7% [4]. Nghién cuu
Corinne F.F va cs(2017), ty 1¢ dap tng hoan
toan va toan bd tuong ing 1a 80,3% va 97% [5],
cao hon chung t6i. Theo tac gia Hoang Trong
Tung (2022), ty 1¢ kiém soat bénh 1 98,4% [6],
twong tu ching t6i. Nhu vay, phac d6 hoa xa
trj dong thoi cho ty 18 dap ung rat cao va dap
{rmg hoan toan cao. Piéu nay phu hop véi dic

UTPTBN. Ty 1€ dap tmg trong nghién ctru cua
ching t6i thip hon so véi cac tac gia ké trén co
thé 1y giai boi nhém bénh nhan nghién ctru cia
chung t6i co nhiéu bénh nhan giai doan mudn
hon, kich thuéc u va hach 16n hon, mot s6 bénh
nhan khong hoan thanh du 4 chu ky hoa chét do
dung nap kém, tinh hinh dich bénh Covid 19.

Vi thoi gian theo doi trung vi 21,4 thang,
ching t6i ghi nhan trung vi séng thém khong
tién trién bénh 1a 14,2 thang. Song thém khong
tién trién tai thoi diém 6 thang 1a: 88,9%, tai 12
thang 1a 61,1%. Trong nghién ctru Faivre-Finn,
trung vi thoi gian séng thém bénh khong tién
trién & nhom dugc xa trj lidu 2Gy/ngay 1a 14,4
thang, khong co6 sy khac biét gitra nhom bénh
nhan xa tri 3D va xa tri diéu bién liéu [5]. Trong
nghién ctru cuia Hoang Trong Tung (2022) véi
tat ca cac bénh nhan str dung ky thuat xa 3D,
thoi gian sdng thém bénh khong tién trién 1a
14,3 thang [6], twong tu chung toi.

Vé thoi gian séng thém toan bg, trung vi dat
duoc 1a 22,4 thang. Song thém toan bo tai thoi
diém 24 thang 1a: 57,4%, tai 36 thang 14 30,9%.
Trong nghién ctru cua Faivre-Finn, thoi gian
séng thém toan bo & nhoém duoc xa tri lidu 2Gy/
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ngay 1a 23,4 thang. Séng thém toan bo tai thoi
diém 24 thang 13: 51% [5]. Trong nghién ctru
cua T.Zhan, séng thém tai thoi diém 24 thang
& 2 nhom sir dung k§ thuat diéu bién lidu ting
cuong diéu dong thi va diéu bién liéu thuong
quy lan luot 1a 73,5%, 60,9%, tuy nhién su
khac biét khong c6 y nghia thong ké [7].

Nhu vay, so voi ky thuat xa tri 3D, xa tri
di€u bién liéu cho thay hi€u qua tuong tu vé cai
thién thoi gian song thém.

Danh gia cac doc tinh cap lién quan dén tia
xa nhu viém phoi chiém 33,3%, trong d6 do
I 1a 28,9%, do II chiém 4,4%. Theo David A.
Palma, ty 1& viém phoi do xa tri 1a 29,8% [8].
Két qua nghién ctru cua Hoang Trong Tung
cho thdy, ty 1& viém phoi ¢ moi do 1a 48,4%,
trong d6 chi gap do I, d6 I1 [6]. Két qua nghién
ctru ctia V& Van Xuan (2008), ty 18 viém phoi
do 111, IV 1a 8,6% [4].

Ty 1¢ viém thyc quan cua chuing t6i Ia
37,7%, trong d6 chi do I, 11, thap hon nghién
ctru cua Hoang Trong Tung va cs (59,4%,) [6].
Trong nghién cttu CONVERT, ty 1¢ viém thuc
quan d6 3,4 1a 19% [5], cao hon ching toi.

Nhu vay, ty 1€ viém phéi, viém thyc quan
trong nghién ctru cua ching t61 da giam so voi
cac nghién ctu trudc day. Sy khac biét nay Ia
do nghién ctru ctia chung t61 st dung ky thuat
xa IMRT - k¥ thuat da dugc chung minh la
giam doc tinh so véi k¥ thuat 3D qua nhiéu
nghién ctru. Ty 18 viém phdi va viém thuc quan
khi st dung k¥ thuat IMRT giam di dang ké,
nhat 1a & d6 3.4, gop phan nang cao hi¢u qua
diéu tri va chét luong séng cho bénh nhén.

Vé d’(_)C tinh huyet hoc, ha bach cqu 1a hay
gdp nhat voi ty 1€ 73,3%; ha bach cau do III
va IV gap 42,2%. Nghién cdiu CONVERT cho

o0

thdy, ty 1& ha bach cau d¢ III, IV trong 2 nhém
1a74% va 65% [5]. Diéu nay cho thiy rang, ha
bach cdu rat thuong gip, trong d6 ha bach cau
nang (do I, do 1IV) gip ty 1€ tuong dbi cao
trong qua trinh diéu tri. Viéc ha bach cau khong
nhitng 1am ting nguy co nhiém tring, ma con
dan dén tri hodn viéc diéu trj hoa trj 13n xa tri,
dan dén bénh nhan c6 thé khong hoan thanh du
4 chu ky héa chat. Pay ciing 12 nguyén nhan c6
thé khién bénh nhan gap bién chung, dac biét
1a viém phoi.

Ha huyét sic t0, ha tiéu cau gip it hon voi ty
1¢ twong tng 14 44,4%, 11,1%, chu yéu do 1, II.
Doc tinh lén gan than 1a it gap, ting men gan
11,1%, tang creatinine 2,2%.

5. KET LUAN

Ty I¢ dap img toan bg 91,1% trong d6 51,1%
dap tng hoan toan va 40% dap (mg mot phan.
Ty 1é kiém soat dugc bénh dat 95,6%. Thoi
gian séng thém khong tién trién bénh trung vi
la 14,2 thang, séng thém toan bd trung vi la
22.4 thang. K¥ thuat xa tri diéu bién liéu cho
hiéu qua tuong tu cac nghién ctru trude do st
dung k¥ thuat xa tri 3D.

Ddc tinh cép do xa tri su dung k¥ thuat xa
diéu bién liéu giam so v4i cac nghién ciru trude
do str dung xa tri 3D.

TAI LIEU THAM KHAO

[1]. JettJR, Schild SE, Kesler KA, Kalemke-
rian GP (2013). Treatment of small cell
lung cancer: Diagnosis and management
of lung cancer, 3rd ed: American College
of Chest Physicians evidence-based clin-
ical practice guideline Chest;143:e400S-
419S.



L3/ 7ap ehi

UNGTHU HOC_S6 76.2024

[2].

[3].

UNG THU HOC

Viét Nam

Bo'Y té (2020). Huéng dan chan doan va
diéu tri mot s6 bénh ung thu. Vol 1. Ha
Noi: BO Y té.

Boyle J, Ackerson B, Gu L, Kelsey CR
(2017). Dosimetric advantages of inten-
sity modulated radiation therapy in lo-
cally advanced lung cancer. Adv Radiat
Oncol. 2017;2(1):6-11. doi:10.1016/].
adro.2016.12.006

Vo Van Xuan (2008). Nghién ctru phac
d6 két hop hoa-xa tri ung thu phdi té bao
nho va danh gia doc tinh cua phac do.
Tap chi ung thu hoc Viét Nam, 2008;
Phuy ban 12(4 - Chuyén d& ung bué6u).

Faivre-Finn C, Snee M, Ashcroft L, et
al (2017). Concurrent once-daily versus
twice-daily chemoradiotherapy in pa-
tients with limited-stage small-cell lung
cancer (CONVERT): an open-label,
phase 3, randomised, superiority trial.
The Lancet Oncology. 2017;18(8):1116-
1125.

[6].

[7].

[8].

Hoang Trong Tung (2022). Panh gia két
qua hoa xa tri dong thoi ung thu phodi
té bao nho giai doan khu trG phac d6
Cisplatin - Etoposide tai Bénh vién K.
Luén 4n tién sy y hoc, Truong dai hoc Y
Ha Noi

T.Zhan, Z.Zhou, et al (2022). Simul-
taneous Integrated Boost vs. Routine
IMRT in Limited-Stage Small-Cell Lung
Cancer: An Open-Label, Non-Inferior-
ity, Randomized, Phase 3 Trial-Interim

Analysis. International Journal of Radi-
ation Oncology.2022; Vol114.

A.Palma, Senan S.( 2013) Predicting ra-
diation pneumonitis after chemoradiation
therapy for lung cancer: an international
individual patient data meta-analysis. Int
J Radiat Oncol Biol Phys. 2013; 85(2):
444-450.doi:10.1016/jrobp.2012.04.043

51



