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TOM TAT

Muc tiéu: Danh gié két qua diéu tri va tinh an toan cta phac db Paclitaxel -
Carboplatin (PC) két hop déng thoi xa tri trén bénh nhén ung thuw phdi khéng té bao
nhé (UTPKTBN) giai doan Ill khéng mé duorc.

DPéi twong, phwong phép: Nghién ctru mé ta héi ctru, 41 bénh nhdn UTPKTBN
giai doan Il khéng mé tai Bénh vién K duoc hoéa chét 5 chu ki PC (Paclitaxel 45mg/m?
két hop Carboplatin AUC 2 truyén tinh mach chu ki 1 tuén) két hop déng thoi véi xa tri.
Déanh gia ty 1é dap tng, séng thém bénh khéng tién trién, tinh an toan ctia phac dé PC
khi két hop v6i xa tri trén nhém bénh nhén nay.

Két qua: T thang 1/2018 dén thang 7/2019, 41 bénh nhan dworc lwa chon vao
nghién ctru. 71,7% bénh nhédn khéng con hodc thuyén giam cac triéu chimg co ndng
sau diéu tri. Ty Ié dap ting 65,7%, ty 16 kiém soat bénh 85,4%. Trung vij séng thém
bénh khéng tién trién la 11 théng. STKTT 3 thédng dat 95,1%; 6 thang: 78,7%, 3 ndm
dat 47,6%. Péc tinh cua phac dé thép, thuong gép la mét mai chén &n, nén budn nén,
viém thuc quén, ha bach céu, ha bach céu trung tinh véi ty 16 Ian Iuot Ia 60,9%, 53,6%,
43,9%, 26,8%, 21,9%.

Két luan: Phac dé PC két hop héa xa tri dong thoi trén bénh nhén UTPKTBN giai
doan Il khbng mé duoc I3 hiéu qua va an toan.

Ttr khéa: Ung thw phéi giai doan I, héa xa tri déng thoi, phéc db PC.

ABSTRACT

EVALUATION OF THE EFFICACY AND SAFETY OF CONCURRENT
CHEMORADIATION BY PACLITAXEL - CARBOPLATIN REGIMEN IN STAGE Il
NON - SMALL CELL LUNG CANCER AT K HOSPITAL

Tran Thang', Nguyen Van Huy', Nguyen Thi Hoa'

Objective: Evaluation of the efficacy and safety of concurrent chemoradiation by
Paclitaxel - Carboplatin (PC) regimen in inoperable stage Il non - small cell lung cancer

Methods: Restrospective descriptive study. 41 patients with inoperable stage
Il non - small lung cancer received 5 PC cycles (weekly Paclitaxel 46mg/m? and
Carboplatin AUC 2) with thoracic radiation therapy 60 - 66Gy. Overall response rate
(ORR), progression - free survival (PFS), side effects of regimen were identified.

Results: From january 2018 to july 2019, 41 patients were enrolled in the trial.
71,7 % patient no longer or remision of symptoms after treatment. Response rate was
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65,7%. Disease control rate was 85.4% Median progression - free survival was 11

months. The side effects of regimen was low and mostly grade 1 and 2 including
fatigue anorexia, nausea and vomiting, esophagitis, leukopenia, neutropenia. These
percentages were 60,9%, 53,6% 43.9%, 26.8%, 21.9% respectively.

Conclusion: PC regimen with thoracic radiation therapy in inoperable stage Ill non

- small cell lung cancer is effective and safe
Keywords: Stage Il non - small cell lung cancer, Concurrent chemoradiation

therapy, PC regimen.

I. PAT VAN PE

Ung thu phdi (UTP) 1a nguyén nhén tir vong
hang dau trong cac bénh ung thu thuong gip tai Viét
Nam ciing nhu trén thé giéi. Theo GLOBOCAN
2018 ¢ 2,1 triéu ca mic mai ung thu ph6i mdi nam.
Tai Viét Nam, ung thu phdi dimg hang thir 2 trong
cac bénh ung thu ¢ nam va thir 3 & nit vé sd ca mac
mdi mdi nam.

Theo phan loai cua T6 chire Y té thé gioi, mo
bénh hoc cua UTP dugc chia lam 2 tuyp chinh
1a ung thu phéi té bao nho (UTPTBN) va ung
thu phdi khong té bao nho (UTPKTBN), trong
d6 UTPKTBN chiém khoang 80%. Xap xi 40%
UTPKTBN duoc chin doan & giai doan IIIA va
giai doan ITIB [1]. Xa tri dugc coi la diéu tri tiéu
chuan cho nhitng bénh nhan ung thu phdi giai
doan I1TA khong md duogc va giai doan I11B. Mac
du xa tri dem lai hi€u qua cai thién triéu chung
va gop phan kiém soat tai chd tai ving nhung ty
1& séng thém 5 nam cua xa tri don thudn thap [2
-4]. Hoa chat két hop xa tri cho théy loi ich vuot
troi hon so voi xa tri don thuan [5 - 7]. Belani
va cong su (2005) nghién ctru cac hinh thuc phbi
hop gitta hoa chét va xa tri: hoa tri trude 2 dot
PC, sau do6 xa tri 63 Gy; hoa chét trude 2 dot PC
sau do6 hoa xa tri déng thoi; hoa xa tri déng thoi
63 Gy sau d6 hoa chit cing cd. Két qua nghién
ctru cho thay, nhém hoa xa dong thoi sau d6 hoa
tri cing ¢b cho két qua diéu trj tot nhat [8].

Tai Viét Nam, phac dd hoa chit PC két hop xa
tri da duoc ap dung thuong quy tai cac trung tdm
ung budu nhung hién nay chua c6 nhiéu nghién ctru
danh gia két qua va tinh an toan. Do vay chung toi
tién hanh nghién ciru dé tai nay véi 2 muyc tiéu: (1)
banh gia két qua hoa xa tri déng thoi triét can phac
d6 PC trén bénh nhan ung thu phdi khong té bao
nho giai doan III tai Bénh vién K. (2) DPanh gid mot
s6 tac dung khong mong mudn cua phéac do.

IL. POI TUQNG VA PHUONG PHAP NGHIEN
CcUU
2.1. P6i twong nghién ciru

41 bénh nhan dugc chan doan ung thu phoi
khong té bao nho giai doan IIT dwoc didu tri hoa xa
tri dong thoi triét can phac d6 PC tai Bénh vién K tir
1/2018 - 7/2019.

Tiéu chuan lua chon: Bénh nhan dugc chan doan
xac dinh ung thu phoi khong té bao nho bang mo bénh
hoc. Giai doan I1IB hoéc giai doan IIIA khéng con kha
ning phau thuat theo phan loai AJCC 2017. Thé trang
chung t6t: Chi s6 toan trang tir 0 - 2 theo thang diém
ECOG, hoic chi sb Karnofski > 60%. Pugc diéu tri
HXT triét cin bang phac do Paclitaxel Carboplatin + xa
tri 60 - 66Gy. Chirc nang gan than, huyét hoc trong gidi
han binh thudng. C6 ho so luu trit day di

Tiéu chuén loai trir: Bénh nhan méc cac ung thu
khéac kém theo. Bénh nhan khong hoan thanh du
liéu trinh diéu tri. Bénh nhan méc cac bénh noi khoa
tram trong nguy co tir vong gan. C6 chdng chi dinh
v6i hoa chat hodc xa tri. Bénh nhan da duoc diéu tr
héa chit trude do
2.2. Phwong phap nghién ciru.

Thiét ké nghién ctru: Nghién ciru mé ta hdi ctru.

Cac bude tién hanh:

Budc 1: Lya chon, danh gia bénh nhan theo dung
céc tiéu chuén lua chon va loai tri, thu thap thong
tin trude diéu tri: LAm sang, can lam sang.

Budc 2: Panh gia két qua diéu tri

- bap ung chu quan: dua trén tri€u chung co
nang nhu ho, dau nguc, kho thé... cia nguoi bénh
trude va sau diéu tri

- Pap ung khach quan: Két hop tham kham 1am
sang, CT 1dng nguc dé danh gia dap tmg theo tiéu
chuin danh gia dap ung cho khéi u dic RECIST
(Response Evaluation Criteria in Solid Tumors).

+ Ty 1¢ dap ung toan by = Ty 1€ dap ung hoan
toan + Ty 1¢ dap tmg mot phan
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+ Ty 18 kiém soat bénh = Ty 1& dap tmg toan bd
+ Ty 1é bénh 6n dinh

- Séng thém bénh khong tién trién (PFS:
Progression Free Survival): 1a thoi gian tinh tr khi

Téng

Giai phiu bénh

eSS R ) e R UTBM tuyén 24 (58,5%)
bat dau di€u tri cho dén thoi diém bénh tién trién
hodc tir vong vi bat ki nguyén nhéan nao. UTBM vay 13 (31,7%)
- Thoi gian song thém toan bd (OS: Overall | | i khac 4 (9,8%)
Survival): tur thoi di€ém bénh nhan dugc chan doan D
xéc dinh bénh cho t6i thoi diém rat khoi nghien | Vi triton thuong
ctu (ngdy chét do bénh, hodc ngay mét theo ddi, Thuy trén phai 12 (29,3%)
ngay kham bénh cudi cting con song, sau d6 khong L = )
con thong tin nao khac, hodc ngay chét do nhimng Thuy giita phai 3 (7,3%)
nguyén nhan khac). ‘ Thiy duéi phai 9 (21,3%)
- Panh gia cac doc tinh: Cac ddc tinh cua dieu Thiv trén (i 11 (26.8%
tri dugc danh gia dua theo tiéu chudn Common Uy tren frai (26,8%)
Terminology Criteria for Adverse Events version Thuy dudi trai 6 (14,6%)
>0 (CTC{XE? [?] Kich thwée u trén CLVT
2.3. Xir ly so liéu
Cac thong tin thu thdp dugc ma hoa va st 1y trén <3cm 6 (14,6%)
phan mém - SPSS v26.0. Phan tich tl}(‘fi gian song 3-<5cm 14 (34.1%)
thém theo phuong phap Kaplan - Meier. Cac thuat
toan thong ké: Mo ta: trung binh, do léch chuin, 5-<7cm 13 (31,7%)
gia tri max, min. Kiém dinh so sénh': st dung test > 7em 8 (19,6%)
so sanh %2, cac so sanh c6 y nghia thong ké véi p < —
0,05. Trong trudng hop mau nhé hon 5 thi str dung | Giaidoan T
test x2‘ co hiél,} chinh Fisher. T1 2 (4,9%)
III. KET QUA )
3.1. Dic diém chung nhém nghién ciru 12 10(24,4%)
41 bénh nhan UTPKTBN giai doan I1I khong md T3 8 (19,5%)
duoc, dugce tién hanh hoa chat phac dd Paclitaxel - T4 21 (51.2%
Carboplatin mdi 1 tuan x 5 chu ky, phdi hop véi xa (51,2%)
tri dong thoi tai bénh vién K tir thang 1/2018 dén | Giai doan N
thang 7/2019. Bac diém bénh nhan trong bang 1.
: i NI 7 (17,1%
Bang 1: Bac diém bénh nhan ( %)
Téng N2 22 (53,7%)
Trung binh 61 (41 - 74) N3 12 (29,2%)
> 60 26 (63 4%) Giai dogn TNM
Giéi Giai doan IITA 19 (46,3%)
Nam 29 (70,7%) Giai doan I1IB 22 (53,7%)
Nit 12 (29,3%) Chu ki héa chit dong thoi xa tri
ECOG PS 4 4 (9,7%)
0 30 (73,2%) 5 28 (68,3%)
1 11 (26,8%) 6 9 (22%)
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3.2. Pap tng diéu tri

71.7%
80%
60%
40%
17.1% 12.2%
0% ] (
cai thién on dinh xau di

Biéu d6 1: Ti 1¢ dap tng chi quan
Phan 16n bénh nhan khong con hodc thuyén giam cac triéu ching co ning sau diéu tri, chiém 71,7%.
17,1% bénh nhan khéng c6 cai thién va 12,2% trudong hop cam thy tinh trang ning 1én.
Bang 2: Ti 1€ dap tiing khach quan

n Ty 1€ %
Dap ting hoan toan 2 4,8%
Pép tmg mot phan 25 60,9%
Bénh 6n dinh 8 19,7%
Bénh tién trién 6 14,6%
Téng 35 100%

Ty 1& dap tng 65,7%, ty 1¢ kiém soat bénh 85,4% trong d6 4,8% bénh nhan dap tmg hoan toan vai diéu
tri, 14,8% bénh tién trién.
3.3. Thoi gian song thém khéng tién trién

0.8

0.6-

0.4

Ti lé séng thém khéng tién trién

0.29

0.0+

T T T T T
.00 10.00 20.00 30.00 40.00

Théi gian s6ng thém khéng tién trién (thang)

Biéu do 2: Thoi gian song thém khong tién trién
Thoi gian séng thém khong tién trién (STKTT) trung binh 1a: 12,387 + 0,843 (thang), trung vi la: 11
(thang) STKTT 3 thang dat 95,1%; 6 thang: 78,7%, 3 nam dat 47,6%
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Bang 3: Phan tich don bién cac yéu t6 lién quan dén séng thém bénh khong tién trién

Trung vi STKTT (thang) 6 thang (%) 1 nam (%) p
Tudi
< 60 tudi 12,4 80,7% 51,4%
. 0,587
> 60 tuoi 11,7 78,6% 43,5%
Gioi
Nam 12,6 71,1% 59,6%
0,385
Nir 13,5 73,8% 43,4%
Toan trang ECOG PS
PS=0 12,6 80,3% 43,6%
0,203
PS=1 9,5 67,4% 47,2%
Giai phiu bénh
UTBMT 12,8 79,8% 52,6% 0.847
UTBMV 10,8 70,4% 44.7% '
Giai doan truéc didu tri
1A 12,7 76,8% 41,5%
0,363
1B 12,1 74,6% 52,1%
Pip tng diéu tri
Co6 dap ing 13,7 81,6% 56,5% 0.03
Khong dép tng 9,1 70,4% 39,7% ’

Khi phén tich don bién cac yéu td lién quan dén song thém bénh khéng tién trién cho thiy bénh c6 dap
ung kéo dai STBKTT hon so vdi bénh khong dap ung véi p < 0.05
3.4. Poc tinh didu tri
Bang 4: Doc tinh trén hé tao huyét

Poc tinh Moi do bo1 bo 2 bo3 bo4
Giam BC 11(26,8%) 4(9,8%) 4(9,8%) 2(4,9%) 1(2,4%)
Giam BCTT 9(21,9%) 2(4,9%) 4(9,8%) 2(4,9%) 1(2,4%)
Giam Hb 5(12,2%) 0 5(12,2%) 0 0
Giam TC 1(2,4%) 0 1(2,4%) 0 0
SGOT 5(12,2%) 2(4,9%) 2(4,9%) 1(2,4%) 0
SGPT 5(12,2%) 1(2,4%) 2(4,9%) 2(4,9%) 0
Creatinin 2(4,9%) 2(4,9%) 0 0 0
Non/budn nén 22(53,6%) 16 (39%) 5(12,2%) 1(2,4%) 0
Mét moi/chan an 25(60,9%) 18(43,9%) 7(17,1%) 0 0
Viém thyc quan 18(43,9%) 14(34,1%) 2(4,8%) 1(2,4%) 1(2,4%)
Viém phdi sau xa 9(21,9%) 3(7,3%) 3(7,3%) 2(4,8%) 1(2,4%)

Doc tinh cua phac dd thép cht yeu do 1, 2, thuong gap 1a mét moi chan an, noén budn nodn, viem thuc ban,
ha bach ciu, ha bach cdu trung tinh véi ty 18 1an luot 1a 6019%, 53,6%, 43,9%, 26,8%, 21,9%.
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IV. BAN LUAN
4.1. Pap ung diéu tri

Pap tng chu quan hay cai thién triéu chung
cua bénh nhan la mot tiéu chi danh gid quan
trong ddi voi cac phuong phap diéu tri ung thu
n6i chung, dic biét doi véi ung thu phdi giai
doan mudn nodi riéng.

Trong nghién ctu nay, chung t6i danh gia dap
ung chui quan dua trén cac triéu chung thuong
gap nhét cta bénh nhu dau nguc, ho, khé tho. Két
qua cho thy, phan 16n bénh nhan khong con hodc
thuyén giam cac tridu ching co ning sau diéu tri
(chiém 71,7%). 17,1% bénh nhan khong co cai thién
va 12,2,% truong hop cam thay tinh trang ning 1én.
Két qua nay tuong ty voi nghién ctru cla tic gia
Lé Thu Ha (2016) va Lé Tuan Anh (2014) [10, 11].
(Biéu dd 1)

Ty 1¢ kiém soat bénh 1a 85.4% , ty 1& dép tng la
65,7%, trong do, 4,8% dap ung hoan toan va 60,9%
dap tng mot phan (Bang 2). Nghién ctru ciia ching
t6i trong dong véi mot sb nghién ctru trong va ngoai
nude. Lé Tuén Anh va cong sy (2015) khi danh gia
két qua hoa xa dong thoi trén 60 BN giai doan III
cho thay ty 1¢ kiém soat bénh dat 84% trong d6 dap
ung hoan toan 5,4%,dap tng mot phﬁn 51,7%,bénh
6n dinh 26,8% [11].

Choy va cong sy (1998) nghién ciru 37 bénh
nhan UTPKTBN giai doan

tién trién tai ving bang hoa xa dong thoi, hoa
chat phac d6 Pacltiaxel - Carboplatin hang tuan, xa
tri 66 Gy. Két qua cho théy, ti 1¢ dap ung 75,7%,
trong do, 16,2% bénh nhan dap ung hoan toan,
59,5% dap tng mot phan, 10,8% c6 bénh tién trién
va 13,5% c6 bénh 6n dinh [12].

4.2. Thoi gian song thém khong tién trién

Thoi gian séng thém khong tién trién trung binh
1a 12,3 + 0,843 thang, trung vi la 11thang (it nhat
3 thang; dai nhat 17 thang). Sng thém khong tién
trién 3 thang dat 92%; 6 thang 78,2%, 1 nim dat
47,6%, 3 nam 1a 47,6%. (Biéu do 2)

Lé Tuén Anh (2015) nghién ctru 60 bénh nhan
diéu tri HXTDT két qua trung vi thoi gian séng con
khong bénh tién trién 1a 10,8 thang [11].

Két qua nay tuong ty voi cac nghién ciru trén
thé gidi.

Bang 5: Thoi gian song thém toan b
trong cac nghién ctru HXTDT

Sé Trung vi song
Nghién ciru BN thém khong tién
trién (thang)
Belani [§] 92 8,7
Choy [12] 39 9,0
Yamamoto [13] 147 9,5

Khi phan tich don bién cac yéu to lién quan dén
song thém bénh khong tién trién cho thay bénh dap
ung c6 ty 1€ STBKTT 1 nam cao hon so voi bénh
khong dap tng, su khac biét c6 y nghia thong ké véi
gia tri p <0.05 (Bang 3).

4.3. Pjc tinh diéu tri

Ha bach ciu va giam huyét sdc t6 1a 2 doc tinh
thuong gip trong nghién ctru chiém ty 16 1an luot 1a
26.8% va 21.9%. 3 bénh nhan (7.3%) ghi nhan ha
bach cdu dd 3 tré 1én. Khéng cé bénh nhan nao Xuét
hién giam tiéu cau hay giam huyét sic t6 & mirc do
nang (do 3 va do 4). V& doc tinh ngoai hé tao huyét,
chung t6i cling ghi nhan cac bénh nhan gap ddc tinh
trén gan, than 1an lugt 1a 12,2% va 4.9% cha yéu la
doc tinh do 1 va2

Trong nghién ctru cua tac gia Bui Cong Toan va
cong sy, ti 1€ giam bach cau va bach ciu da nhan
trung tinh ning (d6 3 va do 4) lan luot 1a 20% va
26%. Ti 1¢ giam tiéu cau va huyét sic t& muc do
ning 13 6% va 18%. Ton thuong than ciing gip trong
16% cac truong hop va ton thuong gan 1a 20% céc
truong hop [14]. Két qua nay ching to doc luc cao
hon hin ctia nhom thude héa tri thé hé 2 nhu cisplatin
- etoposide khi phdi hop dong thoi voi xa tri so voi
phac d6 nghién ctru paclitaxel - carboplatin.

So sanh véi cac nghién clru cua cac tac gia nudc
ngoai cung st dung phac dd nay, chung toi nhan
thiy doc tinh huyét hoc ciing c6 xu huéng nhe
nhang hon. Tuy nhién, tri¢u chiing viém thuc quan
cap tinh nhu nudt nghen/ nudt dau va doc tinh viém
phdi do xa cao hon .

Nghién ctru tai Burc cia Huber va cong sy, viém
thuc quan d¢ 3 va 4 chiém ti 1& 12,8% trong nhém
hoa - xa tri dong thoi va chi gip 6,5% nhiing bénh
nhan trong nhanh xa tri. Tuong ty nhu ddc tinh
huyét hoc, phac d6 Paclitaxel don chét co 18 giai
thich xuat d6 viém thyc quan kha thap & thir nghiém
lam sang nay [15]. Triéu chung kho nudt mic do
3 dugc Vokes va cong su ghi nhan ti 1¢ lan luot &
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32% va 14% & bénh nhan duoc diéu tri hoa - xa tri
dong thoi co hoa tri dan dau va hoa-xa tri dong thoi
don thudn [16]. Belani ciing quan sat thiy viém thuc
quan 1 ddc tinh tai chd tai ving thuong gip nhat va
& muc d6 nang né hon (chiém ti 1& 28%) khi c6 phoi
hop dong thoi hoa va xa tri [17].

Trong khi d6, Bui Cong Toan va cong su bao
c40 viém thuc quan cap do xa chiém ti 18 54% trong
d6 cha yéu 1a do 1 va 2 (40%). Tac gia khong bao
céo trudng hop nao co viém thuc quan do 4. Pidu
nay co thé 1y giai mot phan 1a do giai doan khéi u &
bénh vién K gap da s6 0 T2 va T3, trong khi ching
t6i thu nhan nhiéu bénh nhin c6 u nguyén phat T3
va T4 hon [14].

V. KET LUAN

Ty 1& dap Gmg ctia phac d6 dat 65.7%, ty 18 kiém
soat bénh 85.4%. Thoi gian séng thém khong tién
trién trung binh la 12,3 + 0,843 thang, trung vi la
11thang. Poc tinh ciia phac d6 thap, chii yéu do 1 va
2. Vi vay phac d6 PC két hop hoa xa tri dong thoi
trén bénh nhan UTPKTBN giai doan III khong mé
duogc 1a hiéu qua va an toan.
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