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KET QUA DAP 'NG VA PHAN TiCH MOT SO YEU TO LIEN QUAN TREN
BENH NHAN UNG THU PHOI BIEU MO VAY GIAI POAN MUON DIEU TRI
BU'O'C MOT PHAC PO PACLITAXEL/CARBOPLATIN TAI BENH VIEN K

TOM TAT

Muc tleu banh gia dap ('ng diéu tri va phan tich
mot sO yeu to lién quan tren bénh nhan ung thu ph0|
biéu md vay giai doan mudn dleu tri hoa chat phac do
paclitaxel carboplatin tai bénh vién K tir 01/2017 dén
05/2022. Phudng phap nghién ciru: Hoi clu két
hdp tlen cru 65 bénh nhan ung thu ung thu ph0| biéu
mo vay giai doan mudn dugc chén doéan va diéu tri
phac do pachtaxel/carboplatln tai Bénh vién K tUr
01/2017 dén 05/2022. Ket qua Nghién cttu 65 bénh
nhan ung thu phdi biéu md vay giai doan mudn dugc
diéu tri hod chat budc mot phac do paclltaxel/
carboplatln cho thdy ty lé dap (ing dat 38 ,0%; ty l1é
kiém soat benh 66,2%; ty I& bénh tién trién 33,8%.
Pa phéan cac bénh nhan céi thién triéu chifng cd néng
trong qué trinh diéu tri (ch|em 47,7%). Bénh nhan
toan trang ECOG 0 diém c6 ty 1& dap Lrng cao han so
vGi nhém ECOG 1 diém, khac biét cé y nghia thong ké
véi p=0,002. K&t luan: Bénh nhan ung thu phdi biéu
mo vay giai doan mubn diéu tri phac do
paclltaxel/carboplatln buGc mét co ty 1& dap Ung
38,5%, ty 1& kiém soat bénh 66,2%. B&nh nhan cé thé
trang t6t co ty 1€ dap Ung cao hdn

T&r khoa: Ung thu phdi biéu md vay, giai doan
mudn, paclitaxel/carboplatin, Bénh vién K.
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ADVANCED/ METASTATIC SQUAMOUS CELL
LUNG CANCER PATIENTS AT NATIONAL

CANCER HOSPITAL

Objective: Assessing the response results and
analyzing the related factors of paclitaxel/carboplatin
chemotherapy for the treatment of advanced/
metastatic squamous cell lung cancer patients at
National Cancer Hospital from 01/2017 to 05/2022.
Patients and method: Retrospective and
prospective analysis of 65 patients with advanced/
metastatic squamous cell lung carcinoma were
diagnosed and treated with paclitaxel/carboplatin
regimen at National Cancer Hospital from 01/2017 to
05/2022. Results: During the treatment of first-line
paclitaxel/carboplatin chemotherapy of 65
advanced/metastatic squamous cell lung cancer
patients, the response rate was 38.5%; the control
disease rate was 66.2%, progressive rate was 33.8%.
Most of patients had improved the clinical symptoms
during the treatement (accounting for 47.7%).
Patients with ECOG 0 had higher response rates than
one with ECOG 1, there was a significant difference
with p=0,002. Conclusion: The overall response rate
of first-line paclitaxel/carboplatin chemotherapy for the
treatment of advanced/metastatic squamous cell lung
cancer was 38.5%, the control rate was 66.2%.
Patients with good performance status had higher
response rate.

Keywords: Squamous cell lung cancer, advanced/
metastatic stage, paclitaxel/carboplatin, National
Cancer Hospital.

I. DAT VAN PE

Ung thu phdi (UTP) Ia mdt loai ung thu
thuGng gdp nhét va la nguyén nhan gay tir vong
hang dau do ung thu & pham vi toan cau. Theo
GLOBOCAN 2020, tai Viét Nam, ung thu phdi
ddng hang thd 2 chi sau ung thu gan vdi ty 1€
méac méi chiém 15,4% tdng s6 ung thu nhung ti
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Ié tr vong |én dén 19,4% [1].

Theo phan loai clia TS chirc Y t&€ thé gidi, md
bénh hoc clia UTP dugc chia lam hai nhém chinh
la UTP té€ bao nhd (TBN) va UTP khéng té€ bao
nhd (KTBN), trong dé6 UTPKTBN chiém khoang
80%. Trong bénh ly UTP hai loai nay cé phuong
phap diéu tri va tién lugng khac nhau. Trong
UTPKTBN, ung thu bi€u md vay chiém ty 1é
khoang 30% cac trudng hgp, tién lugng bénh
xdu hon so vGi ung thu phGi bi€u mé tuyén,
thudng khong ap dung cac bién phap diéu tri
dich bang thudc trong lugng phéan tir nho [2-5].

Céc nghién clu trén thé gidi vé ung thu phdi
khong té bao nho trong d6 ¢ nhdm té bao vay
giai doan muon cho thdy vai tro cia hoa chat
budc 1 bd doi platinum. Thdi gian song thém
bénh khéng tién trién trung vi khoang 4-5 thang
vGi ty |1é dap Ung 30-40% [6,7]. MOt s6 phac do
thudng ap dung gilta carboplatin v&i cac hoa
chat paclitaxel, gemcitabine, docetaxel,... Hau
hét cac nghién clu bao gém ung thu phéi khéng
t& bao nho, trong dé dudi nhdm ung thu biéu mé
té€ bao vay gan nhu it danh gid va phan tich chi
tiét vé dap Ung ciing nhu thdi gian song thém.

Céc nghién citu gan day phan tich vai tro cla
diéu tri mién dich trén bé&nh nhan ung thu phdi
té bao vay giai doan mudn. Theo nghién cdu
Keynote-024 vGi nhdom bénh nhan cé boc 10 mien
dich PDL1 cao >50%, diéu tri budc 1 bang
pembrolizumab don tri hodc phdi hgp vdi hoa
chat b6 doi platinum cai thién s6ng thém toan bo
so vGi nhdm diéu tri hod chat.[8] Ngoai ra theo
nghién cu Impower 110 cling cho thay vai tro
Atezolizumab so véi hod tri trong ung thu’ phéi t&
bao vay co6 boc 16 mién dich cao [7]. Theo nghién
cu Keynote-407 d6i véi bénh nhan cé boc 16
PDL1 dudi 50% hodc khong boc 16 PDL1, diéu tri
pembrolizumab két hgp hoa tri bd do6i platinum
c6 thdi gian sdng thém trung vi 15,9 thang cao
hon so véi nhom diéu tri hoa chéat la 11,3 thang,
khac biét cd y nghia thdng ké. Ty 1€ dap Ung &
bénh nhan phdi hgp pembrolizumab véi hoa tri
dat 57,9% cao han so vdi hoa tri la 38,4% [6].

Tai bénh vién K, nhiéu dé tai ti€én hanh danh
giad két qua diéu tri ung thu phéi khéng t& bao
nho giai doan mudn bang cac phac d6 hoa chat
c6 phdi hdp hodc khdng phéi hgp véi diéu tri
mien dich. Tuy nhién, chua c6 nhiéu dé tai danh
giad va phan tich riéng trén nhdm bénh nhan ung
thu phdi biéu md vay giai doan mudn. Do do,
ching to6i ti€n hanh dé tai nay vdi muc tiéu
“Panh giad dap Ung diéu tri va phan tich mot s6
yéu td lién quan trén bénh nhan ung thu phdi
bi€u mé vay giai doan mudn diéu tri hod chat

phac do paclitaxel carboplatin tai bénh vién K tur
01/2017 dén 05/2022".

Il. DOl TUQONG VA PHU'ONG PHAP NGHIEN CU'U

2.1. P6i tugng nghién ciru. DGi tugng
nghién cffu bao gébm bénh nhan ung thu phdi
bi€u md vay giai doan mudn dudc chan doan va
diéu tri hod chdt budc 1 bdng phac do
paclitaxel/carboplatin tai Bénh vién K.

Tiéu chudn lua chon:

- Chén doan xac dinh bang xét nghiém md
bénh hoc 1a ung thu biéu mé vay cua phai.

- Khdng ké gidi tinh, tudi > 18

- Bénh nhan dugc chidn doan giai doan IV
hodc tai phat, di can theo AJCC 8th

- Chi 8 toan trang theo thang diém ECOG =0 ; 1

- C4 céc ton thuong cd thé do dudc bang cac
phuong tién chan doan hinh anh: CLVT, MRI

- Chdc nang gan than, tly xuong trong gigi
han cho phép diéu tri

- Tu nguyén tham gia nghién cru

Tiéu chudn loai tru:

- Mac bénh ung thu thr 2

- Di cdn mang ndo

- Mac cac bénh ly man tinh: suy tim, suy than

- B3 dugc diéu trj trudc do.

- Khdng cb ho sa luu trir day da.

* Thoi gian va dia diém nghién ciru

- Pia diém nghién cfu: Bénh vién K

- Th&i gian nghién ciu: tor 01/2017 dén
05/2022

* Phu'ong phap nghién ciru:

- Thiét ké nghién ciu

Nghién cru mé ta, hoi ciu két hgp tién ciu

- Mau nghién ctfu: ¢ mau va cach chon mau

CG mau thudn tién, udc tinh khoang 50-60
bénh nhan theo tiéu chuan nghién clru

2.3. Cac budc tién hanh

* NOi dung nghién ciru/ Cac bién s6 va
chi s6 trong nghién ciru:

- Banh gia dap Ung trén Iam sang:

+ Diém chi sb toan trang

+ Cac biéu hién 1dm sang: cai thién triéu
chiing, khong cai thién, tang lén

- Panh gid dap Ung khéi u trén chan doan
hinh anh: Dap Ung hoan toan, dap U'ng mét
phan, bénh gilt nguyén, bénh tién trién theo tiéu
chuén RECIST 1.1

- Tiéu chudn danh gia dap &rng: RECIST 1.1

- Phan tich mot s6 yéu to lién quan dén ty 1€
dap Ung

*Quy trinh nghién ciru

< Budc 1: Lua chon bénh nhan theo cac
tiéu chuan nghién ciru
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Trong vong 14 ngay trudc diéu tri, bénh nhan
dugc thuc hién cac xét nghiém cd ban, danh gia
trudc diéu tri bao gém:

- Khai thac tién st va bénh st

- Xét nghiém mau: Cong thiic mau, sinh héa mau

- Xét nghiém chan doan hinh anh danh gia
ton thuong trudc diéu tri: N6i soi ph& quan, chup
CLVT nguc bung, MRI ndo, ...

Bu6c 2: Diéu tri hoda
paclitaxel/carboplatin

Giai thich cho BN v& chan doan bénh, tién
lugng, phuang phap diéu tri, nguy cd, nhirng tac
dung phu khong mong muén, cach theo doi phat
hién va phong nglra doc tinh cta thudc.

Liéu luong: Paclitaxel 175-200mg/m2 truyén
tinh mach ngay 1

Carboplatin AUC 5, truyén tinh mach ngay 1

Chu ky 21 ngay

- Cac phuang phap diéu tri phdi hgp: xa nao
trong di can nao, xa triéu chirng (chdng chen ép,
ho mdu, giam dau,...).

Bénh nhan sau két thic 3 hoac 6 chu ki hoa
chat, hodc khi cé dau hiéu bat thudng dugc danh
gia dap Ung diéu tri theo tiéu chudn RECIST 1.1.

2.4. Xtr ly s0 liéu. Cac thuat toan thong ké
dugc st dung nhu sau:

+ So sanh cac gia tri trung binh: s dung
kiém dinh T (T-Test).

+ MGi lién quan gilta dap Ung vdi cac yéu to
loai dinh tinh: si dung ki€ém dinh x 2 hodc kiém
dinh chinh xac Fisher.

+ Gia tri p< 0,05 dudc coi la cé y nghia théng
ké. Y nghia théng ké dat & mic 95%, khoang tin
cay dugc xac dinh & mirc 95%.

+ K&t qua dugc thé hién trén cac bang hodc do
thi thich hop, dang ty 1€ phan tram (%) hodc duGi
dang gia tri trung binh + dd 1&ch chun (X £ SD).

+ SU dung phan mém SPSS 22.0.

2.5. Van dé y dirc. Tat ca BN trong nghién
ctu déu hoan toan tu nguyén tham gia. Nghién
ctru chi nham muc dich nang cao chét lugng diéu
tri, khdng nham muc dich nao khac. Nhitng BN
c6 du tiéu chuan lua chon s& dugc giai thich day
du, ro rang vé cac lua chon diéu tri ti€p theo, vé
qui trinh diéu tri, cac uu, nhudc diém cla ting
phuong phap diéu tri, cac rui ro cd thé xay ra.

Tat cad cac thong tin chi ti€t vé tinh trang
bénh tat, cac thong tin cd nhan cla ngudi bénh
dugc bao mat théng qua viéc ma hoa cac so liéu
trén may vi tinh.

I1. KET QUA NGHIEN cU'U

Qua thdi gian nghién ciru tor 01/2017 dén
05/2022, chlng toi ti€n hanh danh gia trén 65

chdt phac do
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bénh nhén ung thu phdi bi€u md vay giai doan
muodn dugc diéu tri hoa chat budc mot phac do
paclitaxel/carboplatin tai bénh vién K.

3.1. Pap 'ng diéu tri

Bdng 3.1. Pic diém cai thién 1dm sang
sau diéu tri

SO bénh

Pap (rng chu quan nhan Ty lé %
Cai thién cd nang 31 47,7
Gilt nguyén 15 23,1
Tién trién xau 19 29,2
Tong 65 100

Nhan xét: ba phan cac bénh nhan co cai
thién triéu chrng co nang trong qua trinh diéu tri
(chiém 47,7%), chd 29,2% bénh nhan tién trién
xuat hién triéu chirng tang han so trudc diéu tri.

Bing 3.2. Pic diém dip ing theo
RECIST v1.1

Pap ng khach So bénh A
P qugan nhan Tyle %
Hoan toan 1 1,5
Mot phan 24 36,9
On dinh 18 27,7
Bénh tién trién 22 33,8
Tong 65 100

Nhan xét: Trong nghién clu cla chdng to6i
sau 3-6 chu ky hoa chat paclitaxel/carboplatin, ty
|é dap Ung dat 38,5%, trong dé cé 1 bénh nhan
dap Ung hoan toan trén cat I6p vi tinh. Ty 1é
kiém soat bénh dat 66,2%.

3.2. Phan tich mai lién quan giira ty lé
dap (rng va mot so yéu to

3.2.1. Tuéi va gidi tinh

Bang 3.3. Moi lién quan giifa ty 1€ dap
irng va tudi, gidi

Pic diém | Pap ir'ng [Khong dap irng| p
Nhém tudi
< 60 tudi 21 30
> 60 tudi 5 9 0,33
Gidi tinh
Nam 19 33
Ne? 6 7 0,134

Nhan xét: Khi so sanh ty |1é dap 'ng véi yéu
t6 tudi va gidi tinh, ching tdi khdng thay su’ khac
biét cd y nghia théng ké vagi p>0,05.

3.2.2. Vi tridi can xa

Bang 3.4. Moi lién quan giifa ty 1€ dap
trng va vij tri di can xa

. Pap | Khong
Di can xa ifng | dap irng p
PhGi d6i bén 15 27
Xuang 17 27 0,451
Mang phdi, mang tim | 12 26
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Nhan xét: Khong co su khac biét vé ty 1€
dap Ung khi so sanh nhém bénh nhan di can,
p>0,05.

3.2.3. Dic diém toan trang

Bang 3.5. Moi lién quan giita ty 1€ dap
ung va toan trang

Toan trang | Pap irng |Khong dap 'ng| p
ECOG 0 12 15 0.002
ECOG 1 13 25 !

Nhén xét: Bénh nhan toan trang ECOG 0 diém
cd ty |Ié dap Ung cao han so vdi nhém ECOG 1
diém, khac biét cd y nghia théng ké véi p=0,002.

3.2.4. Pic diém béc 16 PD-L1

Bang 3.6. Moi lién quan giia ty Ié dap
ung va béc 16 PD-L1

Chi s6 PD-L1 | Dap ing KNS 4aP)
ng
< 1% 5 10
1-49% 7 9
> 50% 5 g | 009
Tong 17 27

Nhan xét: Khong khac biét co y nghia théng
ké vé ty I1é dap Ung khi phan tich trén nhém
bénh nhan cac mdc d6 boc 16 PD-L1.

3.2.5. Gdy sut can

Bang 3.6. Moi lién quan giia ty Ié dap
ung va gay sut can

Gay sutcan |Pap ung dlggol'll’?g P
< 5% trong lugng 17 25 012
> 5% trong lugng 8 15 !

Nhan xét: Khong khac biét vé ty 1€ dap Ung
khi so sanh nhém bénh nhan theo tinh trang gay
sut can véi p=0,12.

IV. BAN LUAN

4.1. Ty lé dap Ung diéu tri véi phac do
paclitaxel/carboplatin. Ty 1€ dap Ung cla
phac d6 paclitaxel/carboplatin tuong déi dao
dong khi so sanh giltra cdc nghién clru. Trong
nghién clru pha 3 cla Luis Paz-Ares (2018), ty 1€
dap Ung trén nhom diéu tri paclitaxel/carboplatin
ung thu phéi biéu md vay 1a 38,4%. Thdi gian tir
lic diéu tri dén lic cd dap Ung trung binh la 1,4
thang. Thai gian kéo dai dap (ng dat 4,8 thang
(dao dong tir 1,3 thang dén 15,8+ thang). Trong
cac BN dap Ung, c6 2,1% dap (ng hoan toan,
36,3% dap Ung mét phan va 28,1% bénh 6n
dinh [6]. So sanh vdi cac nghién clu ung thu
phGi khdng t€ bao nhd néi chung cla tac gia R.
Rosell nam 2002, ty & ddp Ung toan b VGi
paclitaxel/carboplatin la 25%. MOt nghién cliu
khac trén ung thu phéi khong t& bao nhd vdi
phac do paclitaxel/carboplatin ctia Alan Sandler

nam 2006 cho thay ty |Ié dap U'ng chi dat 15%
(9], [10]. ,

Mot nghién clru ung thu phdi khong té€ bao
nhd cia Mohamed ndm 2012 trong dé han 50%
ca bénh nhan ung thu bi€u mé vay giai doan
muon, ty I&é dap ing nhém diéu tri paclitaxel
tuan/carboplatin  cao han (42,9%) so VvGi
paclitaxel 3 tuan/carboplatin la 31,8%, tuy nhién
khac biét khong cd y nghia thong ké véi p =
0,074. Ty I1& bénh 6n dinh dao déng tir 27,3-
38,1%. Ty Ié kiém sodt bénh cao hon & nhém
paclitaxel tuan (81%) so véi 3 tuan (59,1%),
khac biét c6 y nghia théng ké véi p = 0,038. Khi
so sanh véi ung thu phdi khéng té bao nhé giai
doan mudn, mot nghién cltu tai Phap cla tac gia
P.Thomas nam 2001 cho thay phac do paclitaxel/
carboplatin c6 dap Ung dat 65%, ty 1& bénh &n
dinh 11% va 24% bénh tién trién trén nhom,
thai gian trung vi kéo dai dap Ung bénh la 20
tuan.

4.2. Moi lién quan giira ty Ié dap Ung va
mot so yéu to

4.2.1. Tudi va gidi tinh. Trong nghién clru
cla chdng t6i, da phan cac bénh nhan la nam
gidi va hon 50% bénh nhan ¢ dd tudi tir 51-60
tudi. K&t qua nay phu hop véi cdc nghién clru
ung thu phdi biéu md vay ndi riéng va ung thu
phdi giai doan mudn ndi chung. Ngoai ra, trong
nghién cru clia chdng t6i, khi phan tich ty I1é dap
Ung gitra nhom bénh nhan phan loai theo nhém
tudi va gidi tinh, ching tdi ghi nhan khéng khac
biét cé y nghia thong ké véi p>0,05. Trong cac
nghién cltu trén thé gidi, it nghién clu phan tich
mai lién quan gilta ty Ié dap Ung hoa tri va cac
yéu t§ tudi, gidi, tuy nhién, nhin chung hai yéu t&
nay it anh hudng dén ty 1€ dap Ung cla diéu tri.

4.2.2. Pac diém di cin xa. Tan sudt di can
hay gdp vi tri di can xugng (chiém 67,7%), ti€p
theo di can phdi ddi bén (64,6%), va mang phdi,
mang tim (chiém 58,5%) trong nghién clu cla
chdng t6i. M6t nghién clfu tai Phap cua tac gia P.
Thomas ndam 2001 cho thay ty Ié dap Ung gilra
hai nhém mot vi tri di cdn xa va nhiéu vi tri di can
xa la tuong dudng nhau, khong khac biét. Két qua
nay cling phu hgp védi phan tich cla ching t6i, ty
|é dap Ung khong khac biét gilta cac nhdm bénh
nhan cé di c&n phdi, di c&n xuong hay di c&n
mang phdi, mang tim, véi p>0,05.

4.2.3. Pic diém toan trang. Trong nghién
ctu cta chang t6i cling tuong tu véi cac nghién
clu trén thé gidi, do cac bénh nhan trong nghién
cttu nay co lién quan dén diéu tri phac do hoa
chadt bo doi platinum, do dé lua chon cac bénh
nhan co thé trang tuong déi tot trudc didu tri.
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MOt nghién cru tai Phap cla tac gia P. Thomas
nam 2001 cho thay nhém bénh nhan PS ECOG 0
va 1 diém cb ty 1& dap Ung cao hon so v&i nhdm
PS 2 diém (69% so v3i 59%), tuy nhién khac biét
khéng cd y nghia thong ké. Trong nghién clru cla
chdng ti, ty 1&é dap Ung cao han & nhdm bénh
nhan c6 thé trang tét han, khac biét cd y nghia
thdng ké véi p<0,05. Piéu nay cd thé giai thich
rang, cac bénh nhan cb thé trang tét, dung nap
vGi hoa tri t6t, it anh hudng va khong bi gian
doan hoac giam liéu trong qua trinh diéu tri.

4.2.4. Pic diém béc 16 PD-L1. DS Vi
bénh nhén ung thu phdi bi€u md vay giai doan
muodn, viéc xét nghiém PDL1 c6 vai trO quan
trong trong phan loai cling nhu phéi hgp véi diéu
tri mién dich néu bénh nhan cé diéu kién. Trong
nghién clru cua tac gia Luis Paz-Ares (2018)
trong so sanh vai tro cla pembrolizumab trén
bénh nhan ung thu phdi biéu md vay giai doan
muon, ty 1€ BN co chi s6 PDL1 < 1% la 34,2-
35,2%; chu yéu gap bénh nhan cé boc 10 PD-L1
trong khoang 1-49% (chi€m 38%), con nhém BN
¢ boc 16 cao trén 50% chiém 26,3% [6]. Trong
nghién clfu nay trén nhém chi diéu tri hod chat
paclitaxel/carboplatin, ty 1& dap (ng clia nhdém
TPS>50%; 1-49% va dudi 1% [an lugt la 32,9%;
41,3% va 40,4%. Trong nghién cu cla ching
t6i, c6 44 bénh nhan dugc xét nghiém danh gia
murc d6 boc 16 PD-L1, trong doé ty 1€ nhdm bdc 10
< 1%; 1-49% va > 50% [an lugt 1a 34,1%;
36,4% va 29,5%. Tuy nhién, khi phan tich ty Ié
dap Ung trong 3 nhdm nay, chdng t6i khong thay
khac biét co6 y nghia théng ké vai p>0,05. Mlc
dd boc 16 PD-L1 c6 thé Ia mét trong cac yéu td
anh hudng dén tién lugng song thém cla cac
bénh nhan khi diéu tri ké hgp Vdi
pembrolizumab, tuy nhién chua chirng minh vai
trod ctia PD-L1 trong dap Ung vdi diéu tri hoa tri.

3.2.4. Pac diém géay sat can. Nghién clu
cla P. Thomas nam 2001 cho thdy nhém bénh
nhan cé gay sut can trén va dugi 10% trong
lugng co thé khdng cb su' khac biét vé ty 1& dap
Ung. Trong nghién cu cla ching t6i, nhém
bénh nhan clia ching toi co ty 1€ gay sut can >
5% thap han, chu yéu cac bénh nhan khong gay
st hodc chi gay sit < 5% trong lugng cd thé.
Khong cd su’ khac biét cd y nghia thong ké khi so
sanh ty 1& dap ¢'ng gitta hai nhdm cd biéu hién
gay sut can.
V. KET LUAN

Bénh nhan ung thu phdi biéu md vay giai
doan muon diéu tri phac d6 paclitaxel/
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carboplatin bugc mét co ty 1€ dap ung 38,5%, ty
€ kiém soat bénh 66,2%. Bénh nhan cé thé
trang tot cd ty 1€ dap (ng cao han.
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