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TOM TAT

Muc tiéu: M6 t& mot sé déc diém bénh Ii cac bénh nhan ung thuw phdi khéng té bao nhé giai doan lan tran
va két qué diéu tri bang phéac dé Paclitaxel-Carboplatin, tai Bénh vién Quéan y 110.

D6i twong, phwong phap: Nghién ctwu tién ciru mé ta trén 32 bénh nhéan ung thu phéi khdng té bao nhé
giai doan lan tran, diéu tri ndi tru tai Bénh vién Quén y 110 bang phéc dé Paclitaxel-Carboplatin, tir thang
12/2019 dén 12/2022.

Két qua: Pa sé bénh nhan & do tudi tir 50-69 tubi (81,2%), gidi tinh nam (96,9%); biéu hién céc triéu
chirng ho kéo dai (71,9%), dau nguc (59,4%), ung thw giai doan IV (62,5%), da di cdn phéi (34,4%), di cén
mang phéi (21,9%), di cdn xuong (25%) va c6 nbng do céc marker ting cao vuot ngudng (CEA: 68,8%:;
Cyfra21-1: 78,1%). Diéu tri bang phac dé Paclitaxel-Carboplatin dap (g khach quan 31,2%; dap tng
hoan toan 3,1%. Két qué séng thém theo phuong phap Kaplan-Meier: trung vi séng thém bénh khéng
tién trién dat 7,0 thang (KTC 95%: 4,2-9,7 théng), trung vi séng thém toan bo dat 15,0 théng (KTC 95%:
9,3-20,7 thédng). Nhém dép tmg diéu tri cho thoi gian séng thém bénh khéng tién trién dai hon cé y nghia
théng ké, véi p = 0,007. Diéu tri héa chat duy tri la yéu t6 tién long déc lap thoi gian séng thém toan bod
kéo dai, véi p = 0,01. Tac dung khéng mong muén cta phac dé: buén nén, nén (18,7%), viém ré than kinh
do 1-2 (21,9%), ha bach céu hat do 1-3 (18,7%), tdng men gan do 1-2 (12,5%). Da sb bénh nhén tuén thi
phéc db, cé 2 bénh nhén chuyén phéc db sau 2-3 dot truyén héa chét do doc tinh.

T khéa: ung thu phdi giai doan lan tran, paclitaxel-carboplatin, hda chat

ABSTRACT

Objectives: To describe the clinical characteristics of patients with non-small cell lung cancer in spreading
phase and the treatment results using the Paclitaxel-Carboplatin regimen at the Military Hospital 110.

Subjects and methods: A prospective descriptive study on 32 inpatients with non-small cell lung cancer in
spreading phase treated at the Military Hospital 110 by the Paclitaxel-Carboplatin regimen from December
2019 to December 2022.

Results: Most patients were between the ages of 50-69 years (81.2%), and most were male patients
(96.9%). The common symptoms included persistent cough (71.9%), chest pain (59.4%), stage IV cancer
(62.5%), lung metastasis (34.4%), pleural metastasis (21.9%), bone metastasis (25%), and elevated tumor
markers (CEA: 68.8%, Cyfra21-1: 78.1%). Objective response to Paclitaxel-Carboplatin treatment was
achieved in 31.2%, with complete response in 3.1%. Kaplan-Meier survival analysis revealed a median
progression-free survival of 7.0 months (95% CI: 4.2-9.7 months) and a median overall survival of 15.0
months (95% CI: 9.3-20.7 months). The treatment response group had significantly longer progression-free
survival (p = 0.007). Maintenance chemotherapy was an independent prognostic factor for longer overall
survival (p = 0.01). The common unwanted effects of the regimen included nausea, vomiting (18.7%),
grade 1-2 nerve root inflammation (21.9%), grade 1-3 leukopenia (18.7%), and grade 1-2 liver enzyme
elevation (12.5%). Most patients adhered to the treatment regimen, with two patients switching regimens
after 2-3 cycles due to toxicity.
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1. DAT VAN DBE

Ung thw phdi la bénh li 4c tinh cé ti 1& mac
va tlr vong cao hang dau trén thé gioi. Theo
GLOBOCAN 2020, ti 186 mé&i méc va ti 1& ti vong
cta ung thw phdi trén thé gidi 1an lvot 1a 11,4%
va 18,0% v&i sb lwong twong (rng 1a 2,3 triéu va
1,8 triéu nguwdi [1]. Ung thw phdi thwdng tién trién
thAm I&ng, kho phat hién, da sb phat hién bénh
da & giai doan muon, khéng con kha nang diéu tri
triét can. Vé giai phau bénh, ung thw phdi khéng
té bao nhé (UTPKTBN) la nhém cé tién lwong tét
hon ung thw phdi té bao nhé [2]. Gan day, diéu
tri UTPKTBN bang hoa tri liéu c6 nhiéu tién bo.
Céac phwong phap méi nhw liéu phap nham trang
dich, mién dich cho hiéu qua diéu tri cao, song do
gia thanh cao nén chi mét nhém nhd bénh nhan
(BN) c6 diéu kién nhét dinh dwoc hwdng loi ich
diéu tri. Vi vay, hoa tri van la phwong phap diéu
tri nén tang vdi da s6 BN UTPKTBN giai doan
lan tran.

Qua nhiéu th&» nghiém va thyc tién 1am sang,
hoa chat bo déi gitra 1 thubc nhém platin véi 1 trong
céac thubc khac (taxane, gemcitabine, pemetrexed)
cho ti 1& dap wng tét hon ca (21-30%) va khéng
khac biét dang ké gitra cac phac dd. Do vay, héa
chét bd ddi dwoc cac td chire, hiép hoi ung thw thé
gi¢i khuyén céo la lwa chon diéu tri hda chat buéc
1 [2]. Trong d6, phac dd Paclitaxel + Carboplatin
(TC) thuan tién va it tac dung khéng mong muén
hon, nén dwoc wu tién dung. Tai Khoa Ung buéu,
Bénh vién Quan y 110, ti 1é BN ung thw phdi dwoc
tiép nhan diéu tri kha cao trong cac bénh li ung
thw. Phac d6 TC dwoc ap dung vao diéu tri cac BN
UTPKTBN cho thay hiéu qua kha quan, song chuwa
c6 nghién ctru nao danh gia, rut kinh nghiém, nang
cao chét lwong phuc vu BN. Vi vay, ching t6i thuc
hién dé tai nay nham muc tiéu mé td mét sd dac
diém 1am sang, can lam sang BN UTPKTBN giai
doan lan tran, diéu tri bang phac dé PC, tai Bénh
vién Quan y 110 va nhan xét két qua diéu tri & cac
BN nay.

2. DOl TUONG, PHUONG PHAP NGHIEN CUU
2.1. Béi twong nghién ctru

32 BN UTPKTBN giai doan lan tran, diéu tri
budc mét bang phac dé TC, tai Bénh vién Quan y
110, tr thang 12/2019 dén thang 12/2022.

- Tiéu chuan lwa chon: BN tir 18-75 tudi; chan
doan xac dinh bénh bang mé bénh hoc (t& bao
tuyén hodc vay, giai doan lllb, IV); chi sb toan trang
(ECOG PS): 0, 1, 2; chirc nang gan, than, huyét
hoc trong gi¢i han cho phép diéu tri; BN diéu tri
buwdc 1 bang phac dd TC it nhat 2 chu ki.
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- Tiéu chuan loai trir: BN c6 chdng chi dinh diéu
tri hoa chat; BN bd tri hodc xuét hién chéng chi dinh
diéu tri khi chwa thwe hién dén hét liéu trinh; BN
khong da thong tin tai cac thoi diém khao sat.

2.2. Phwong phap nghién ctru

- Thiét ké nghién clru: tién clru mo ta.

- M&u nghién clru: chon mau thuan tién.

- Phuong phap thu thap sé liéu: tham kham l1am
sang, can lam sang trwéc diéu tri va tai cac thoi
diém danh gia dap rng ho&c nghi ngd bénh tién
trién, ghi nhan théng tin vao mau bénh an nghién
ctru théng nhét.

- Bién s va chi tiéu nghién ctru:

+ Pac diém chung cda BN: tudi, gidi tinh, tién
st hut thubc, chi s6 toan trang (qua diém ECOG).

+ D&c diém lam sang (ho kéo dai, dau nguec,
kho thé, gay sut can...); can lam sang (chan doan
hinh &nh u phéi, di can; xét nghiém huyét hoc, chirc
nang gan than, marker ung thw...).

+ Két qua diéu tri cia phac dd TC: dap tng
diéu tri (dap ng khach quan theo tiéu chuan dap
ng khdi u dac RECIST 1.1, v&i 4 mirc d6: dap
&ng hoan toan, dap rng 1 phan, bénh git» nguyén,
bénh tién trién); thdi gian sdng thém bénh khong
tién trién (STBKTT) va thai gian séng thém toan bd
(STTB) tinh toan theo phwong phap Kaplan-Meier;
tac dung khéng mong mudn ctia phac dd (dwa vao
phan d6 cla Vién Ung thv Hoa Ky NCI-CTCAE,
phién ban 5).

- Quy trinh diéu tri:

+ BN du tiéu chuan Iwa chon dwoc tham kham,
héi chan, thdng nhét chi dinh diéu tri.

+ Phéac d6 hoa chat TC: Paclitaxel 175 mg/m?2
pha trong 500 ml NaCl 0,9%, truyén trong 3 gio;
Carboplatin AUC6 pha trong 250ml Glucose 5%
truyén trong 1 gio (trwéc truyén 30 phuat, cho BN
dung dexamethasone 20 mg tinh mach cham;
diphenhidramin 50 mg tiém tinh mach cham;
granisetron 1 mg x 1 éng, tiém tinh mach cham).
Ghi nhan liéu lwong, cac tac dung khéng mong
mubn va xt tri sau méi dot truyén.

+ Theo doéi dap ng trén CTscanner, MRI sau
mdi 2-3 dot hodc khi tién trién. Sau téi da 6 chu ki
phac dd TC, chuyén diéu tri hda chat duy tri (diéu
tri ciing ¢6 bang 1 thubc nhém taxal). Khi tién trién,
chuyén diéu tri bwéc 2 [2].

- Phan tich va x i s6 lidu: thu thap xi Ii s6 liéu
bang phdn mém SPSS 22.0. Kiém dinh so sanh
ghép cap bang test 2, tan s6 mong doi < 5 st dung
Fisher Exact test. Kiém dinh sy khac biét vé thoi
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gian sbéng thém v&i mét sé yéu tb lién quan, phan
tich don bién bang kiém dinh Log-rank, phan tich
da bién st dung mé hinh Cox. D6 tin cay 95%, sw
khac biét cé y nghta théng ké vé&i p < 0,05.

- Pao dirc nghién clru: dé cwong nghién clru
dwoc Hoi ddng khoa hoc Bénh vién chap thuan.
Thoéng tin ca nhan cia BN dwoc bdo mat va chi
dung cho muc dich nghién ctru.

3. KET QUA VA BAN LUAN
3.1. Pac diém BN nghién ctru
Bang 1. M6t s6 dic diém BN nghién ctru

Pac diém S6BN | Tile %
Gioitinh  [am £ il
N 1 3,1
18-49 tudi 1 3,1
Nhém tudi | 50-69 tudi 26 81,2
70-75 tubi 5 15,7
PS ECOG 0-1 20 62,5
2 12 37,5
Huat thube co 24 5%
Khéng 8 25%
N Ho kéo dai 23 71,9
I;Izl;g E)?u ngwc 19 59,4
Gay sut can 7 21,9
Sé coquan |0 12 37,5
di can khac | 1-4 20 62,5
Phoi 1 344
Vi tri di c&n | Mang phdi 7 21,9
Xwong 8 25,0
Type mo Tuyén 25 78,1
bénh hoc | vay 7 21,9
Nong do <5,0 10 31,2
CEA >5,0 22 68,8
Néng do <3,3 7 21,9
Cyfra21-1 |>3,3 25 78,1

Nhom tudi ttr 50-69 tudi chiém ti I& nhiéu nhat
(81,2%), twong tw nghién ctru cta Lé Thu Ha nam
2009 (nhém 50-69 tudi chiém 82,2%), L& Thi Yén
nam 2019 (nhém 50-69 tudi chiém 71,9%). Nghién
clru cla chung toi gép da s6 BN nam (ti 1& nam/
nl = 31/1). Ti & gi&i tinh nam/nlr & BN trong cac
nghién ctru khac déu thp hon so véi nghién ctu
cla chung téi, nhw nghién clru clla Reza Pakzad
(ti 1é nam/nir = 2,46 khi khao sat hon 1 triéu ca moi
mac ung thw phdi & ngudi chau A), nghién ctu
cla Lé Thu Ha nam 2009 (ti Ié BN nam/nir = 4/1),
nghién cru cGia L& Thi Yén (ti 1& BN nam/n@ = 11/3)

84

[3], [4], [5]. Khac biét nay co thé do dbi twong BN
dac thu cta bénh vién quan déi (nhém BN quan
hwu, thwong - bénh binh) c6 xu huwéng dén kham
bénh, diéu trj nhiéu hon & bénh vién dan sy. Ti
I& BN ung thw giai doan IV gap 62,5%, twong tw
Lé Thu Ha nam 2009 (62,2%) [4]. Thé trang trung
binh PS = 2 chiém 37,5%, day la nguéng thé trang
ti thiu dé chi dinh truyén hoéa chéat. D6 tudi BN
tor 70-75 tudi gap 15,7%. Tubi cao, thé trang gidm
sut, dac biét & cac BN suy mon do ung thw giai
doan cudi dwoc nhiéu nghién clru nhin nhan la cac
yéu tb tién lwong x4u, do kha nang dung nap thubc
kém, strc dé khang yéu va thuwong phai giam liéu.
Nong dd cac marker CEA, Cyfra21-1 tang cao
vuot ngwdng chiém ti1é cao, phan anh gia tri trong
theo dbi diéu tri.
Bang 2. Bic diém phac do PC trén BN

Dic diém S6BN | Tile %
2-3 9 28,1
S6 dot truyén |4-6 23 71,9
Trung binh 45+ 1,7 chuki
100% 11 34,4
Liéu dung 90-95% 11 34,4
80-85% 10 31,2

H&u hét BN dwoc truyén d tir 4-6 dot hoa chét
(71,9%), da sb6 dat lidu 90-100% (78,8%). Sau 3
chu ki (ho&c 2 chu ki néu c6 d4u hiéu tién trién),
BN dwoc danh gia dap rng; khi bénh tién trién, BN
sé& dwoc xét diéu tri hda chat budc 2. Trong nghién
ctu, c6 9 BN chi truyén 2-3 dot (5 BN tién trién, 2
BN c6 doc tinh hoa chat khéng dung nap, 2 BN thé
trang trung binh ¢6 tran dich mang phdi, mang tim
&c tinh thé trang suy sup nhanh khéng phu hop tiép
tuc diéu tri hoa chét).

Ti 1& BN gidm liéu < 85% trong nghién cru cla
chung t6i 1a 31,2%; twong tw nghién ctru cda Lé
Thu Ha (33,3%). Mtrc giam lidu < 85% dwoc mot sb
nghién ctru bao céo cho ti 1& dap &ng thap hon [4].
Tuy nhién, can nhac véi BN giai doan mudn, thé
trang kém, liéu di héa chat co thé gay cac tac dung
khéng mong muén nang né, khong hdi phuc, lam
suy gidm chét lwong cudc sdng va gian doan kha
nang diéu tri liéu phap tiép theo. Vi vay, viéc giam
liéu hoa chat véi nhém BN cao tudi, thé trang yéu,
bénh Ii gan man... déu dwoc ching t6i chi dong
giam trwde. Mac du vay, trong nghién cleu van co 2
BN (1 BN tudi cao di c&n néo, thé trang trung binh,
1 BN viém gan man) g&dp doc tinh, biéu hién mét
mai, tdng men gan do 2, phai chuyén sang duy tri
héa chat don, BN dap (rng va dung nap tét.

3.2. Pap rng diéu tri
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3,1%

15,6% 8.1%

= Hoan toan (n=1)

= M6t phan (n=9)
On dinh (n=17)

= Tién trién (n=5)

53,1%

Biéu db 1. Bap umg khach quan sau diéu tri 2-3 dot.

Ti Ié dap (rng cia BN nghién ctru la 31,2%;
twong tw cac nghién ctru ctia Lé Thu Ha (31,1%),
Shimizu T (31,9%) [4], [6] va cao hon cac nghién
ctru clia Zhou C (26%), Schiller (17-21%) [7], [8].
Diéu nay c6 thé do BN trong nghién ciru ctia Zhou
C va Schiller da sb & giai doan IV (1an lwot [a 91%
va 87%, cao hon dang ké& so v&i nghién clru cla
chung t6i). Nhiéu nghién ctvu chi ra rang, khi bénh
da lan tran ra cac co quan khac, BN thwdng co thé
trang kém hon, dap &ng thubc ciing kém hon so
voi giai doan 1B [4], [5], [6], [7].

Trung w1 STBETT la 7,0 thang (KT C
95%0: 4,2-9 7 thang).

Cdadap tng (n=10) Trung v1
STBETT: 11,0 thang
p=0,007

Survival Functions

dapung2

Ty 1& séng thém bénh khéng tién trién

T T T T T
o 50 100 150 200 250

Thei gian (thang)

Biéu db 2. Lién quan gitra
thoi gian STBKTT véi dap tng diéu tri.
Trung vi STBKTT cua BN nghién ctru la 7,0
thang (KTC 95%: 4,2-9,7 thang); twong tw két qua
nghién clru ctia Zhou va cong sw (STBKTT trung
vi dat 6,5 thang, KTC 95%: 5,8-7,1 thang [7]). BN
dap wng diéu tri c6 thoi gian trung vi STBKTT dai
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hon so v&i khéng diéu tri, sw khac biét cé y nghia
thdng ké véi p < 0,01. Dap tng diéu tri lam thu
nhd khdi u, cai thién triéu chirng, kéo dai thdi gian
STBKTT dang ké. Két qua nay phan anh gia tri ctia
phac d6 trong kiém soat bénh. Nghién ciru ctia mot
sb tac gid khac thay thé trang BN kém, ung thw
giai doan 1V, liéu diéu tri 80-85% la cac yéu t6 tién
lwong thei gian STBKTT ngan. Trong nghién clru
nay, nhém PS = 2, giai doan IV déu co trung vi
STBKTT c6 ngan hon (4,0 thang); nhém giadm liéu
80-85%, trung vi STBKTT lai khéng khac biét (9
thang), sw khac biét khéong cé y nghia théng ké, voi
p > 0,05 (diéu nay co6 thé do c& mau cla nghién
ctru con nhd).

Trung vi STTE dat 15,0 thang (KTC 95%: 9,3
20,7 théng), trung binh STTE:16.7 thing

-Ehéng digu tri (n =9 Trung vi STTE: 8,0
thang

-4 didutr (n=23) trung vi STTE: 18 théng
Log-Fank: p =003

Phén tich da bign: p = 0,01.

Survival Functions

08

0.6

02

Ty Ié séng thém bénh khéng tién trién

0.0

T T T T T T
0 S0 100 15.0 20.0 250
Théi gian (thang)

Biéu db 3. Thoi gian STTB véi diéu tri duy tri.
Trung vi STTB ctia BN nghién ctru dat 15 thang;
dai hon nghién clru ctia Lé Thu Ha nam 2009
(10,65 thang) va twong dwong nghién clru cua
Zhou nam 2015 (17,7 thang) [4], [7].- Nhw vay, sau
hon 10 n&m, thdi gian séng thém cta BN ung thw
phdi giai doan mudn da co cai thién ro rét. Diéu nay
c6 thé do hién tai da co nhiéu loai hoa chét, nhiéu
phwong phap diéu tri hon. Sau 4-6 chu ki TC, BN
thé trang cho phép déu duorc tiép tuc diéu tri duy tri
héa chét. V& li thuyét, hda chét it co kha néng tiéu
diét toan b t& bao ung thw, du khéi u dap rng héa
chét tbt nhung dirng héa chat sau mot thdi gian,
khéi u c6 thé nhanh chéng phat trién tré lai. Vi vay,
diéu tri duy tri v&i cac phac dé héa chat khac nhau
gitip BN ¢6 co hoi duy tri kiém soat bénh cao hon.
Diéu nay li gidi nhém BN c6 dap (rng diéu tri va cé
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diéu tri hoa chat duy tri sau phac dd TC thi c6 thoi
gian trung vi STTB dai hon (23 thang, 20 thang)
so v&i khong diéu tri (8 thang, 8 thang). Tuy nhién,
khi phan tich da bién thi chi diéu tri hda chét duy
tri sau TC la yéu td gitp kéo dai thoi gian STTB so
véi nhém khéng dwoc diéu tri duy tri, véi p = 0,01.
Diéu nay phan anh diéu tri duy tri 1a yéu t6 du bao
tién lwong STTB tét hon dap (rng diéu tri.

3.3. Tac dung khéng mong muén cta phac do
Bang 3. Tac dung khéng mong muén ctuia phac dé

Doc tinh bo S6BN |Tilé %
Buén nén, ndn g A ik
’ 1 6 18,7
. 0 27 84,4
Pau co khop 1 5 15.6
Viém ré than 0 25 78,1
kinh ngoai vi 1-2 7 21,9
A B 0 27 84,4
Ha huyét sac to 12 5 15.6
N 0 26 81,3
Ha bach cau hat 13 6 18.7
Ha tiéu cau D 0 S8
; 1-2 2 6,3
Tang men gan 0 29 Biles
gmeng 1-2 4 12,5
Gian chu ki Khéng 28 87,5
hoa chét Co 4 12,5
2 . ax Khoéng 30 93,7
Chuyén phac do Co > 6.3

Da s BN tuan tha phac dd, ti 1& chuyén phac
@ khac do doc tinh chiém 6,3% (1 BN di can nao,
1 BN viém gan man). Doc tinh cGa phac dd twong
ddi it, cht yéu & d6 1-2, chi c6 2 BN phai chuyén
phac dd khac, phan anh kha nang dung nap thubc
tdt ciia phac dd. Diéu nay dic biét cé y nghia dbi
véi cac BN tudi cao, thé trang suy mon.

4. KET LUAN

Nghién ctru 32 BN UTPKTBN giai doan lan tran,
diéu tri bang phac d6 TC tai Bénh vién Quan y 110,
chung téi rat ra mot sé két luan sau:

- Vé d&c diém bénh li: da s6 BN gidi tinh nam
(96,9%), do tudi tr 50-69 tudi (81,2%); biéu hién
Idm sang: ho kéo dai (71,8%), dau ngwc (59,4%);
bénh & giai doan IV (62,5%) v&i di can phéi (34,4%),
di can di c&n xwong (25,0%). Cac BN c6 néng do
cac maker tang cao vwot ngudng (CEA: 68,8%;
Cyfra21-1: 78,1%).

- Vé két qua diéu tri: ti 1é dap ng khach quan
31,2%, dap tng hoan toan 3,1%. Trung vi STBKTT
la 7,0 thang (KTC 95%: 4,2-9,7 thang). Bap ng
diéu tri cho thoi gian STBKTT kéo dai hon, sy khac
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biét c6 y nghia théng ké véi p = 0,007. Trung vi
STTB dat 15,0 thang (KTC 95%: 9,3-20,7 thang).
Diéu tri hda chat duy tri sau phac dd TC la yéu t6
tién lwong thoi gian STTB kéo dai, véi p = 0,01.
Tac dung khéng mong muén cla phac do: budn
noén, non (18,7%), viém ré than kinh (21,9%), ha
bach cau hat d6 1-3 (18,7%), tang men gan dd 1-2
(12,5%). Pa s6 BN tuan tht phac d6, 2 BN chuyén
phac dd sau 2 dot hoa chét do doc tinh.
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