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KET QUA PHAC PO PACLITAXEL-CARBOPLATIN KET HOP
BEVACIZUMAB TRONG PIEU TRI BU'OC 1
UNG THU BIEU MO TUYEN PHOI GIAI POAN IV

TOM TAT

Muc tiéu: Danh gia dap Ung, thai gian sbng
thém vdi cac yéu to lién quan cla phac do Paclitaxel -
Carboplatln ket hdp Bevacizumab trén bénh nhan ung
thu bi€u md tuyén phdi giai doan IV. Poi tuong va
phu’dng phap Ngh|en ctu mo ta hoi CLI’U két hdp
tién clru. 62 bénh nhan ung thu biéu mé tuyén phdi
giai doan 1V, khong c6 dot bién gen EGFR dugc diéu
tri budc 1 béng Paclltaxel - Carboplatin két hgp
Bevacizumab tai Bénh vién K tUr T1/2016 dén hét
thang T4/2020. Tiéu chi chinh I1a danh gid dap Ung,
thdi gian s8ng thém vdi cac yéu t6 lién quan. Tiéu chi
phu: doc tinh cla phac do trén nhom bénh nhan
nghién clu. Ket qua: Ty |é dap Ung mot phan la
35,5%, bénh 6n dinh 1a 43,5%, bénh tién trlen la
21%. Trung vi thai gian song thém khong tién trién 1a
7,0 thang Thai gian song thém toan bo trung vi la 15
thang, co anh erdng bai tinh trang dap (fng clia bénh.
Ty |& s6ng thém toan bo tai thdi diém 12 thang 13:
66,13%, thoi diém 24 thang la 20,97%. Tac dung phu
hay gap nhdt la rung toc 82 3%, ha huyét sac to
62,9%, than kinh ngoai bién 40 3%, ha bach céu hat
38,6%, dau cd khdp 35,5%, ha tiéu cau 14,5%, tang
men gan 11,3%. Hau het tac dung phu d do I, II it
gap do6 III, IV. K&t luan: Diéu tri Paclitaxel -
Carboplatin ket hap Bevaazumab budc 1 trén bénh
nhan ung thu biu md tuyén ph0| giai doan 1V, khong
c6 dot bién EGFR mang lai ty |1&é dap Ung, kiém soat
bénh cao, cai thién PFS, 0S, cac doc tinh & mic do
nhe c6 thé dung nap du‘dc

Tu khoa: ung thu biéu md tuyén phdi giai doan
IV, phac dd Carboplatin/Paclitaxel két hap
Bevacizumab
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Objectives: Describe clinical and laboratory
features and assess treatment results of patients with
stage IV adenocarcinoma lung cancer without EGFR
mutations treated with paclitaxel/ carboplatin/
bevacizumab regimen. Patients and methods:
Descriptive cohort study on 62 adenocarcinoma lung
cancer patients without EGFR mutations treated with
paclitaxel/ carboplatin/ bevacizumab regimen in first
line setting at the National Cancer Hospital (K hospital)
from January 2016 to April 2020. Primary study end-
points included PFS. Secondary end-point was toxicity
profile. Results: The rate of patients achieved partial
response and stable disease was 35.5% and 43.5%
respectively. There were 21.0% of the patients had
disease progression. The Median PFS was 7.0 months.
Median overall survival was 15 months, and was
associated with response status. Overall survival rate
at 12 months was 66.13%, at 24 months was 20.97%.
The most common toxicities included alopecia
(82.3%), anemia (62.9%) peripheral neural toxicity
(40.3%), neutropenia (38.6%), arthralgia (35.5%),
thrombocytopenia (14.5%) and elevated liver enzymes
(11.3%), hypertension (4,8). Most of the toxicities
were at grade 1 or 2. Grade 3-4 toxicities were rare.
Conclusion: Paclitaxel/ carboplatin/ bevacizumab
regimen in first-line treatment for adenocarcinoma
stage IV lung cancers without EGFR mutations yielded
high response and disease control rates, improved
PFS, OS with tolerable toxicities.

Keywords: Adenocarcinoma lung cancer stage
1V, Carboplatin/Paclitaxel plus Bevacizumab.

I. DAT VAN PE

Ung thu phéi (UTP) Ia loai ung thu phd bién
nhat trén thé€ gidi, theo GLOBOCAN 2018 cé
khoang hon 2 triéu ca méi mac, chiém 11,6%
cac loai ung thu néi chung vdi s6 ca méi mac
moi nam khoang 2.093.876 ca, tang trung binh
0,5% va cﬁng la nguyén nhan tr vong hang dau
G ca 2 gidi, vai ty Ié tr vong la hon 1,7 triéu ca.

UTP cd 2 nhém gidi phau benh ly chinh la
UTP khong té bao nho(UTPKTBN) chiém khoang
85% va UTP t€ bao nho (UTPTBN) chi€m khoang
15%. Khoang 3/4 cac bénh nhan UTP khong té
bao nho dén vién trong giai doan muon, diéu tri
chl yéu la cac phuang phap diéu tri toan than,
diéu tri triéu ching.
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Hon 10 ndm qua, cac bang chirng khoa hoc
da nhan thady viéc s dung hoa tri truyén thong
duGng nhu da dat hiéu qua dén miic cao nhat co
thé trong diéu tri UTPKTBN, cu thé thdi gian
song thém toan bd khong vugt qua 12 thang. Tai
Bénh vién K tUr trudc t6i nay mot trong nhitng
phac dob lua chon dau tay cho UTPKTBN, khong
vay, khong c6 doét bién gen EGFR giai doan tién
xa hodc giai doan IV la phac d6 Taxane két hgp
nhém platinum. Cac Platinium (bao gobm cac
thudc Cisplatin, Carboplatin) la nhitng thudc cg
ban trong cac phac d6 hda chat diéu tri
UTPKTBN. Theo nhiéu nghién clu cho thay,
Carboplatin c6 tac dung phu it han, khong lam
giam hiéu qua diéu tri vé ty Ié dap Ung va ty 1é
s6ng thém chung.! Trong vai nam trd lai day,
ngay cang nhiéu ngudi bénh dugc ti€p can cac
thu6c diéu tri khang sinh mach (bevacizumab)
két hogp hda tri chudn trong diéu tri UTPKTBN
giai doan tién xa hodc giai doan mudn va da cho
két qua kha quan. Hién nay theo NCCN phac do
Carboplatin/Paclitaxel két hgp Bevacizumab Ila
mot trong cac phac d6 dudc uu tién lua chon
cho bénh nhan UTPKTBN, khong vay giai doan
1V, khong cd dot bién gen. Cho dén nay, tai Viét
Nam chua cd it nghién ctu hiéu qua cla phac do
trén trén nhom ung thu bi€u md tuyén cua phdi,
giai doan muodn va khoéng co dot bi€én gen EGFR.
Vi vay, chiing t6i ti€n hanh dé tai nghién clru nay
vGi 2 muc tiéu sau:

1. Banh gia dap ung, thoi gian séng thém
vdi cac yéu to'lién quan

2. Ghi nhdn mdt sé doc tinh cua phac do
trén nhom bénh nhdn nghién cuu

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Po6i tugng nghién ciru. 62 bénh nhan
ung thu biéu md tuyén phdi giai doan IV, khdng
c6 dot bién gen EGFR dugc diéu tri budc 1 bang
Paclitaxel - Carboplatin két hgp Bevacizumab tai
Bénh vién K tir T1/2016 dén hét thang T4/2020.

* Tiéu chudn lua chon. Pudc chan doan
xac dinh UTPKTBN giai doan IV (AJCC 2017),
khang dinh bang két qua md bénh hoc la ung
thu biéu md tuyén, dot bién gen EGFR, ALK,
ROS-1, BRAF am tinh hodc khong biét hoac
duang tinh nhung ngudi bénh tir choi diéu tri
dich, danh gia chi s0 toan trang trudc diéu tri
(ECOG PS): 0, 1, 2. Khdng mac bénh ung thu
khac, CS cac tdn thuang dich dé co thé danh gia
dap Ung theo tiéu chuan RECIST, dugc diéu tri
t8i thi€u 3 chu ky tinh dén thdi diém két thic
nghién c(u.

2.2. Phuaong phap nghién ciru
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2.2.1. Thiét ké nghién ciru. Nghién clru
mo ta hoi cliu két hgp tién clu.

2.2.2. Xur Iy s6 liéu

- XU ly va phén tich s6 liéu bang phan mém
SPSS 16.0, cac ty & dugc so sanh bang kiém
dinh Chi-square hodc ki€ém dinh Fisher exact.

- Danh gid s6ng thém bang phucng phap
Kaplan — Meier va ki€ém dinh Log-rank.

Il. KET QUA NGHIEN cU'U

3.1. Pap rng diéu tri
Bang 3.1. Bap urng diéu tri

Pap ng diéu tri |S6 bénh nhan %
Hoan toan 0 0
MOt phan 22 35,5

Bénh 6n dinh 27 43,5
Bénh tién trién 13 21,0

Nhéan xét: Khong cé bénh nhan nao dat dap
(rng hoan toan, cd 35,5% bénh nhan dat dugc
dap Ung 1 phan, 43,5% dat bénh 6n dinh va
21,0% bénh nhén tién trién.

3.1.1. Pap irng diéu tri theo tirng nhom
bénh nhdn

Bang 3.2. So sanh ty Ié dap ing theo

tung nhom bénh nhan
Tylédap ing (%) | p
Nam 25,8
NT? 9,7 0,259
Hut thudc 22,6
Khong hat thudc 12.9 0,055
<60 tudi 21,0
>60 tud 14,5 0,068
Di can mot vi tri 30,7 0.04
Di can tU hai vi tri 4,8 !

Nhan xét: Ty |€ dap Ung & nhom ddi tugng
di can mot vi tri 1a 30,7% cao han nhém di can
nhiéu vi tri. Su khac biét la c6 y nghia thong ké
v@i p=0,04. Ty Ié dap (ng gilta cdc nhom con lai
khac biét khong cé y nghia thong ké véi p >
0,05.

3.2. Thoi gian séng thém bénh khéng
tién trién (PFS)
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Nh3n xét: Trung vi thGi gian song thém
khong tién trién la 7,0 thang. Thdi gian séng
thém khéng tién trién dai nhat 1a 19 thang, ngan
nhat la 2,5 thang.

3.2.1. PFS theo tirng nhom bénh nhan

Bang 3.3. PFS theo tung nhom bénh
nhéan

- PFS (thang) p
Khé?lzpdgggﬁng 12(2’50 0,001
o o o
sous |18 | oo
L

Nhadn xét: nhom co dap ng PFS trung vi
10,0 (thang) cao han so véi nhom khoéng dap
Ung 2,5 (thang), su khac biét cd y nghia thong
k& véi p=0,001. Nhdm >60 tudi cd PFS cao hon
nhém <60 tudi, su’ khac biét la ¢ y nghia théng
k& véi p=0,042.

3.3. Thai gian song thém toan bo (0S)

s
S 4
©
2
=1
=)
3B |
=

o
|
S

=
S |
S

T T T T T T
o 10 20 30 40 50
Thoi gian s6ng thém toan bo

N |Mean % SD (thang)

Trung vi (thang)

62 17.52 £ 10.15 15
Biéu do 3.2. Phan bé thdi gian séng thém
toan bé

Nhan xét: Ty |é song thém toan bd tai thdi
diém 12 thang la: 66,13%, tai thdi diém 24
thang la 20,97%.

3.3.1. Song thém theo tinh trang dap irng
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Biéu dé 3.3. Séng thém toan b theo tinh
trang dap irng
Nhan xét: Co su khac biét c6 y nghia théng
ké & thai gian s6ng thém toan bd gilta 2 nhom

20 30
Thé&i gian s6ng thém toan bo

Pap ung Khéng dap ang |

dap Ung va khong dap ng diéu tri, p=0,0221.
3.4. Tac dung khong mong muon
Bang 3.4. Tac dung khéng mong muén

M{rc do doc tinh n(%)
Chi s6 N - | D6 PO
booO PolI | DolIl I v
Huyét sac 2
| 23(37,1) [28(45,2)| 9(14,5) | 35y | 0
Ha BCTT |38 (61,4)|12(19,3)[10(16,1)2(3,2) 0
HaTC |53(85,5)|9(145| 0 | 0 |0
Ta”g%g"e“ 55(88,7) | 5(8,1) | 2(3,2) | 0 |0
Tang
eond 161(984)| 1(L6) | 0 | 0 |0
Tang ure [62(100,0) 0 0 | 0|0
Budn nn |51(82,6) [11(17,4)] 0 | 0 |0
Non  158(93,6)| 1(1,6) | 3(4,8) | 0 |0
Than kinh
et |3759,7) | 7(11,3) [18(29,0) 0 |0
Pau
e |40(645) 22(355) 0 0
DiGng |57(9L,9)| 5(81) | 0
Rung toc |11(17,7)] 6(9,7) ¥5(72,6)
Tangéguyet 59(95,2) | 1(1.6) | 2(3,2)

Nhan xét: Ha bach cau da nhan trung tinh
chiém 38,6%, ha huyét sic td 13 62,9%, ha tiéu
cau 14,5%, tang men gan la 11,3%, rung téc la
82,3%, hé than kinh ngoai bién 40,3%, dau cg
khdp gap 35,5%. Tang huyét ap chiém 4,8%.
Hau hét tac dung phu & do6 I-II, it gap do III-1V.

IV. BAN LUAN

Ty 1& dép Ung dat 35,5%, ty 1& kiém soat
bénh 79%, dat Igi ich 1dm sang 78,2%. Ty |é dap
Ung khac nhau gitta nhédm di can 1 vi tri la
30,7% so v&i nhom di can nhiéu vi tri 1a 4,8% co
y nghia thong ké véi p = 0,04. Ty |é dap Ung &
nhém ngudi bénh <60 tudi la 21,0% va & nhdm
>60 tudi la 14,5%. Su khac biét 1a khdng cd y
nghia thong ké (p=0,068). Ty Ié dap Ung & nam
cao han & nir, tuy nhién su khac biét la khong co
y nghia thong ké (p=0,259).Ty |é dap (ng cua
nhém c6 hat thude 22,6% cao han nhdm khéng
hat thudc la 12,9% tuy nhién su khac biét la
khong cd y nghia thong ké véi p=0.055. Két qua
clia ching toi tuang dong vai két qua nghién clru
E4599 vGi ty 1€ dap (ng 35%2, Nguyén Thanh
Duang 32,9%?3.

Trung vi PFS dat dugc 7,0 thang, PFS tai thai
diém 6 thang dat trén 60% va tai thdi diém 12
thang la 25%. Thdi gian sdng thém toan bd
trung vi la 15 thang, c6 anh hudng bdi tinh trang
dap Ung cla bénh. Ty |é s6ng thém toan bd tai
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thsi diém 12 théng 1a: 66.13%, thdi diém 24
thang la 20.97%. Két qua nghién cltu clia ching
téi cling tuong dong véi cac nghién clu khac.
Theo nghién clru E4599, PFS, OS & nhom diéu tri
Bevacizumab két hgp Paclitaxel-Carboplatin la
6,2 va 12,3 thang, nghién cru SAil la 8,3 va 18,9
thang*, 1019907 la 6,9 va > 22 thang®, con
trong nghién clru AVF0757 la 7.4 va 17,7 thang®.

Ha bach cdu da nhan trung tinh chiém
38,6%, ha huyét sic t6 1a 62,9%, ha tiéu cau
14,5%, tang men gan la 11,3%, rung toc la
82,3%, hé than kinh ngoai bién 40,3% , dau co
khdp gap 35,5%, tang huyét ap 4,8%. Hau hét
tac dung phu & d6 I-II, it gap do III-IV. Két qua
cla chdng toi tudng dong véi nghién cliu cla tac
gia L& Chinh Pai, Pham C4m Phudng, ha bach
cau hat la 35,3%, ha huyét sac t6 la 35,3%,
rung toc la 70,6%, than kinh ngoai bién 41,1%,
dau cd khép la 37,2%’.

V. KET LUAN

biéu tri Paclitaxel-Carboplatin  két hgp
Bevacizumab budc 1 trén bénh nhadn ung thu
biéu md tuyén phdi giai doan 1V, khéng c6 dot
bién EGFR mang lai ty 1& dap (ng, kiém soat
bénh cao (dap Ung mét phan dat 35,5%; ty |1é
ki€m soat bénh 79%), cai thién PFS, OS (trung vi
[an lugt la 7 thang va 15 thang), cac doc tinh &
mUc d6 nhe c6 thé dung nap dudc.
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TOM TAT

Muc tiéu: Danh gid hiéu qua thuc hién gay te
dam roi than kinh canh tay dudi huéng dan cua siéu
am. POi tugng va phuong phap nghién ciru: Vdi
30 bénh nhan ph&u thuét chi tren tu’ canh tay den ban
tay, khdng c6 chéng chi dinh cla gay té dam rdi than
kinh canh tay, ASA LII. Tudi tir 16 dén 70 tai Bénh
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vién da khoa tinh Phu Tho tUr 2/2020 dén 9/2020.
Bénh nhan dugc gay té dam rGi than kinh dugng lién
cd bac thang dudi hudng dan cua si€u am. Moi bénh
nhan dugc tiém 30 ml lidocain 1% va 150mcg
adrenaline, sau dé danh gia (ic ch& cdm giac va van
dong theo thang diém Hollmen, ghi nhan dau di cam,
thai gian chg tac dung Uc ché& cam giac, van dong,
thi gian (ic ché cdm giac, van dong, ti 1& thanh cong
va bién chiing xdy ra. K&t qua: Thdi gian chd tac
dung Uc ché cam giac trung binh 5,00+1,23 phut, thdi
gian chg tac dung Uc ché van dong trung binh la
16,55+2,58 phut, thdi gian Uc ché cam giac trung binh
la 135, 46d:12 54 phat, thGi gian Gc ché van dong
trung b|nh la 146,33+14,41 phut ti 1é thanh cong
90% t6t, 10% kha khong co trudng hop nao phai
chuyén phufdng phap vO cam Khong cd bién chu’ng
dang tiéc nao xay ra, chi c6 mot trudng hgp v3 bao



