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CAC YEU TO TIEN LUQONG HIEU QUA CUA PHAC PO PEMETREXED -
CARBOPLATIN PIEU TRI UNG THU PHOI KHONG TE BAO NHO
SAU KHANG THUOC U’C CHE EGFR TYROSINE KINASE

TOM TAT

Muc tiéu: Danh gid cac yéu t6 tién lugng hiéu
qua cua phac d6 Pemetrexed — Carboplatin diéu tri
ung thu phoi khong té€ bao nho giai doan ti€én xa co
dot bién EGFR. Poi tugng va phuong phap: 46
bénh nhan ung thu phoi khong t€ bao nho giai doan
tien xa cd dot bién EGFR, khang th(r phat vdi TKIs,
khong c6 hodc khéng biét dot bién T790M, diéu tri
hoa chat phac d6 Pemetrexed — Carboplatin. Nghién
clru hoi clru cd theo doi doc. K&t qua: PSO cd mPFS 5
thang, PS1 c6 mPFS 3,5 thang. mPFS & bénh nhan di
can ndo: 3,3 thang; khong co di cdn ndo: 5,6 thang.
mPFS cho giai doan IIIB la 7 thang, giai doan IV la 3
thang. Dap (rng TKI trén 6 thang véi mPFS 7 thang,
daping dudi 6 thang v8i mPFS 2,5 thang. Két luan:
Di can ndo, giai doan 1V, thai gian dap Ung vdi diéu tri
budc 1 TKI dudi 6 thang la nhitng yéu t6 tién
lugngsdngthémkhdng bénh tién tri€n ngan vai diéu tri
Pemetrexed - Carboplatin.

Tur khod: Ung thu phoi khdng t€ bao nho, khang
th(r phat véi EGFR TKIs, hda tri, séng thém khong tién
trién bénh

SUMMARY
PROGNOSIS FACTORS OF ADVANCED
STAGE NON-SMALL LUNG CANCER AFTER

EGFR TKIs ACCQUIRED RESISTANCE

Objective: To evaluate prognosis factors of
advanced non-small cell lung cancer after accquired
resistance to EGFR TKIs treated with Pemetrexed -
Carboplatin regimen. Objects and methods: 46
patients with advanced non-small cell lung cancer with
EGFR mutation, secondary resistance to TKIs, no or
unknown T790M mutation, treatment withPemetrexed
- Carboplatin. Retrospective studies with vertical
follow-up. Results: PSO has mPFS for 5 months, PS1

1Bénh vién Hiu Nghi Viét X6

2Bénh vién K Trung uong

Chiu trach nhiém chinh: Nguyén Thi Thai Hoa
Email: bshoabvk@gmail.com

Ngay nhan bai: 5/3/2021

Ngay phan bién khoa hoc: 1/4/2021

Ngay duyét bai: 28/4/2021

Mai Thanh Huyén?, Nguyén Thi Thai Hoa?

has mPFS for 3.5 months. mPFS in patients with brain
metastasis: 3.3 months; no brain metastases: 5.6
months. mPFS for phase IIIB is 7 months, phase 1V is
3 months. A TKI response over 6 months with an
mPFS of 7 months, a response less than 6 months
with an mPFS of 2.5 months. Conclusion: Brain
metastasis, stage IV, response time to first line
treatment TKI less than 6 months are prognostic
factors with short progression - free survival with
Pemetrexed — Carboplatin treated.

Keywords: Lung cancer, non-small cell,
secondary resistance to EGFR TKIs, chemotherapy,
progression - free survival

I. DAT VAN PE

Phac do hoda tri pemetrexed — platinum la mét
trong nhitng phac do tiéu chuin dé diéu tri budc
1 ung thu phéi khdng t& bao nhd giai doan tién
xa véi mo bénh hoc khong phai té bao vay. Theo
tac gia Scagliotti va cong su (2009), song thém
trung vi dat 12,6 thang; cac tac dung khong
mong mudn trén hé tao huyét gidm dang k& so
vGi phac do gemcitabin — cisplatin [1].

DGi véi nhom bénh nhan khang thudc sau
diéu tri EGFR TKIs, néu bénh nhan khong co
hoac khong biét tinh trang dot bién khang thudc
T790M, héa tri 1a lwa chon phS bién. Tuy
Cisplatin la lua chon dau tay cho cac phac do bo
doi trong diéu tri UTP giai doan mudn, cho ty 1€
dap Uing cao han Carboplatin nhung lai cé nhiéu
tac dung phu trén than, hé tao huyét, nén, budn
non nhiéu han, trong khi Carboplatin cing nhém
it tdc dung phu han, phu hdp véi cac bénh nhan
thé trang yéu déc biét & nhém déi tugng diéu tri
budc 2 sau khang th(r phat TKIs. Chinh bdi vay,
nhiéu thay thudc lua chon phac d6 pemetrexed —
carboplatin cho nhdém bénh nhan nay.

Do do, chung téi ti€n hanh dé tai nay nham
muc tiéu: Panh gia cac yéu t6 anh hudng thai
gian séng thém khéng tién trién bénh ung thu
ph6i khdong t&€ bao nhd diéu tri phac do
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Pemetrexed — Carboplatinsau khang thudc (c
ché EGFR Tyrosine Kinase

Il. DOl TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. PG6i tugng nghién ciru. Bénh nhéan
UTPKTBN giai doan IIIB, IV xac dinh tién trién
sau diéu tri vGi TKIs, diéu tri bang phac do
Pemetrexed — Carboplatin tai Bénh vién K va
Bénh vién Hiru Nghi tur 1/2017 — 8/2020.

Tiéu chudn lua chon

- Chi s6 toan trang (Performance status - PS): 0,1

- Md bénh hoc: ung thu bi€u md tuyén

- Co6 dot bién EGFR thudc loai nhay cam
thudc TKIs; Khang thdr phat sau diéu tri budc 1
bang TKIs ma chua nhan thém diéu tri nao khac

- Khong cd hodc khéng biét tinh trang dot
bi€n T790M sau khang TKIs

Tiéu chuan loai trir

- Khong ¢é ho sd bénh an day du

- Khdng c6 dit liéu d€ danh gia dap (ing

2.2. Phuong phap nghién ciru

2.2.1. Thiét ké nghién ciru: Nghién ctu
mo t& hoi cliu cat ngang, c6 theo ddi doc .

2.2.2. Mau nghién ciru. Lua chon c@ mau
thuan tién.

2.2.3. Phudong phap tién hanh. Bénh nhan
diéu tri it nhat 02 chu ky Pemetrexed -
Carboplatin: Pemetrexed 500 mg/m? truyén tinh
mach ngay 1; Carboplatin AUC 5-6 truyén tinh
mach ngay 1. Chu ky 21 ngay

Danh gia sdng khdng tién trién bénh (PFS): Ia
thdi gian tir IGc bat dau diéu tri dén khi bénh
tién trién, hodc tlr vong hodc két thdc nghién
cru tuy theo su kién nao dén trudc.

2.3. Xtr ly s6 liéu. SO liéu dugc xir ly bang
phan mém thong ké SPSS 16.0. Phan tich song
thém theo phuadng phap Kaplan-Meier.

Il. KET QUA NGHIEN cG'U
3.1. Phan tich nhom tudi ]
Bang 3.1. Lién quan gilia PFS vdi tudi

Nhom Nhom
bénh bénh HR
nhan< 60|nhan=| (95% | p
tudi | 60tudi | CI)
(N=24) | (N=22)
Thai gian 0,749
s6ng khong| 5 4 + 2 5 |53 + 3,2|(0,372 —| 0 H
énh tien 1,508) 8
trién (thang) !

Nhén xét: Thai gian song khong bénh tién
trién gitta nhém bénh nhan dudi 60 tudi va
nhdm bénh nhan trén 60 tudi trung binh 1a 5,4
thang va 5,3 thang, su khac biét khong co y
nghia thong ké (p=0,418).
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3.2. Chi s6 toan trang
Bang 3.2. Bang lién quan giita PFS voi PS

PS=0|PS=1 HR
(N=35) | (N=11)| (95%cC1)| P
Thdi gian song
khongbénh | 54 | 4,1 ((?'241752_ 0.061
tigntrin | 3,0 | 2,5 |42
(thang) !

Nhan xét: Nnom bénh nhan PS = 0 c¢d thdi
gian s6ng khdng bénh tién trién trung binh la 5,4
thang, dai han nhém bénh nhan c6 PS = 1 (4,1
thang) va trung vi la 5 thang so véi 3,5 thang,
tuy nhién su khac biét khong cé y nghia thong
ké (p= 0,061).

ps
1

L

Ty 1é dat PFS

fr:wi giany.(ihéng) e o
Biéu db 3.1. Biéu db lién quan gia PFS vdi PS
3.3. Giai doan bénh
Bang 3.3. Bang lién quan giira PFS voi

giai doan bénh
Giai doan|Giai doan HR
IIIB v
(N=13) | (N=33) |(95% CD P
Th(‘in,gian
séng
khong | 7,6+ | 41+ ((?'135557 _lo,01
bénh tién 3,5 2,0 01820 5
trién 820)
(thang)

Nhan xét: Nhom bénh nhan giai doan IIIB
cd PFS trung binh la 7,6 thang dai han nhom
bénh nhan giai doan IV trung binh la 4,1 thang
tuang ’ng vai trung vi la 7 thang va 3 thang, su
khac biét cd y nghia thong ké (p = 0,015)

-
‘ '

Tijlé datPFS
—

| |
Biéu db 3.2. Biéu db lién quan gida PFS vdi giai
doan bénh
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3.4. Tinh trang di can hé than kinh trung uong
Bang 3.4. Bang lién quan giita PFS voi di
can than kinh trung uong

codi |KMORI| R
can nao nao (95% | p
(N=11) | yZ35y| €D
Thai gian song 2,548
khong bénh 33+ |56+ |(1,094 0.03
tién trién 1,3 3,0 - !
(thang) 5,934)

Nhin xét: Thoi gian song khong bénh tién
tri€n & nhdm BN khéng di cin ndo dai han & nhém
BN c6 di can ndo (5,6 thang so vdi 3,3 thang), su
khac biét c6 y nghia thdng ké véi p = 0,03.

T

1o

o.a—f | 1

Tilé datPFS

Biéu dé 3.3. Biéu db lién quan giiia PFS vdi di
can TK trung uong
3.5. Thai gian dap Ung véi TKI
Bang 3.5. Bang lién quan giita PFS voi

thoi gian DU TKI
<6 =6 HR
than than
(N=1?) (N=3_§) (95%CI) | P
Thdi gian
song khéng | 3,4 £ 59+ (13%325_ 0,00
bénh tién | 2,2 2,9 6961) |
trién(thang) !

Nhan xét: Nhom bénh nhan cd thgi gian dap
Ung vdi TKIs budc 1 > 6 thang cé PFS trung
binh 1a 5,9 thang dai han nhdom bénh nhan cé
thGi gian dap Ung vdéi TKIs budc 1 < 6 thang
trung binh la 3,4 thang tuong (ing vai trung vi la
7 thang va 2,5 thang, su khac biét c6 y nghia
théng ké véi p = 0,001.

§ J
B
L

0.4 ‘
EES

Ther

Tyl datPFS
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Biéudé 3.4. Biéu db lién quan giliia PFS vdi thoi
gian dap ung vdi TKI

IV. BAN LUAN

Phac d6 pemetrexed — carboplatin da dugc
danh gid qua nhiéu nghién cru diéu tri budc 1
cho bénh nhan UTPKTBN. Qua nghién clfu cua
Scagliotti va céng su (2005), phac d6 cho ty Ié
dap Ung la 31,6%, séng khong tién trién chung
vi (mPFS) la 5,7 thang [2]. Nghién c(ru 80 bénh
nhan cho ty I€ dap &'ng khach quan la 42,5%, ty
Ié kiém soat bénh 1a 77,5% [3]. Danh gid trén
bénh nhan cao tudi cling cho thdy phac do c6
két qua kha quan [4]. Tai Viét nam, phac d6 hoa
tri nay cling da dugc mot so tac gia danh gia.
Theo Truong Van Sang (2019),ti 1€ dap Ung
khach quan la 32,2%; thGi gian séng thém
khdng tién trién trung binh Ia 5,9 + 0,2 thang,
trung vi la 5,8 thang (CI 95%: 4,9 — 6,7) [5].

biéu tri pemetrexed — carboplatin trén 46
bénh nhan UTPKTBN khang th( phat sau EGFR
TKI, ching toi ghi nhan song thém khong tién
trién bénh trung vi (mPFS) dat 4 thang. Chi s&
toan trang la yéu t6 dau tién lién quan dén thdi
gian sdng thém khdng tién trién ching tdi thu
thap dudc. Nhitng bénh nhan cé chi s6 toan
trang PS = 0 ¢ trung vi PFS la 5 thang, cao han
so vGi nhdm PS = 1: 3,5 thang (p=0,061). Tuy
két qua nay dat chi suyt soat cd y nghia théng
ké nhung ching_téi thay ¢ nhém bénh nhan co
PS = 0 thi PFS van cé xu hudng kéo dai hon han
nhém cé PS = 1. Bénh nhéan cd chi s6 toan trang
tot co thai gian song thém dai han bénh nhan co
chi s6 toan trang kém.

Giai doan bénh ciing la yéu t6 anh hudng dén
thdi gian sng thém khong tién trién. Nhom
bénh nhan giai doan IIIB cd trung vi PFS la 7,0
thang, cao hon cé y nghia so véi cac bénh nhan
giai doan IV: 3,0 thang (p=0,015). Diéu nay
dugc giai thich la do & giai doan IIIB chua cd di
c&n xa, bi€u hién bénh it hon, anh hudng dén
toan trang khéng nhiéu nhu khi da cé di can,
nhat la truGng hdp cd dap Ung diéu tri sé kéo
dai thdi gian 6n dinh bénh, gidam céc triéu chiing
anh hudng dén chat lugng song cla bénh nhan.

Yéu to ti€p theo trong nghién clru nay chdng
t6i nhan thdy cé anh hudng tdi thdi gian s6ng
thém khéng bénh tién trién 1a yéu t8 di cdn hé
than kinh trung uong. Nhémkhong cé di can hé
than kinh trung uong cd PFS trung binh 5,6
thang, cao han cé y nghia thong ké so véi nhom
c6 di can hé than kinh trung uang cé PFS trung
binh la 3,3 thang (p=0,003). Nhu vy, cé thé
nhan thdy nhitng bénh nhan khong cé di can hé
than kinh trung uong sé cd tién lugng diéu tri tot
hon & budc 2 (ca vé ti Ié dap Ung va thai gian
séng thém khong bénh tién trién). Nhan xét nay
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phu hgp véi nhan xét cla cac tac gia trong va
ngoai nuéc.

Trong phan tich ctia chdng t6i, thdi gian dap
Ung vd&i TKI ciling anh hudng dén PFS. Qua do
chiing toi nhan thady nhdm bénh nhan co thai gian
dap Ung véi TKIs budc 1 > 6 thang co thdi gian
sdng khong tién trién 2 trung binh Ia 5,9 thang
dai han nhédm bénh nhan c6 thdi gian dap ng vdi
TKIs budc 1 < 6 thang trung binh la 3,4 thang
tuang Ung vdi trung vi la 7 thang va 2,5 thang, su
khac biét c6 y nghia thong ké véi p = 0,001.

Theo cac phan tich trén, trong nghién clu
cla chung t6i, giai doan bénh va di can hé than
kinh trung uang, thdi gian dap Ung TKI cé anh
hudng dén PFS, chi sd toan trang c6 thé coi la
yéu t0 du doan tién lugng. Tuy nhién, cac yéu
t6 nhu giGi, nhdm tudi, loai TKI diéu tri, loai dét
bién gen khong anh hudng tdi thdi gian séng
thém bénh khéng tién trién.

Danh gid hiéu qua clia phac d6 Pemetrexed —
carboplatin trén nhdom bénh nhan UTPKTBN sau
khang EGFR TKI dugc ghi nhan & nghién clru
AURA3. Day la mot th&r nghiém lam sang pha 3
so sanh Osimetinib va hoa tri b6 doi trén nhiing
bénh nhan cé dot bién T790M th(r phat. Két qua
& nhanh hoa tri cho thay, phac dé dat dugc dap
Ung la 31%, cling tuong tu nhu cac nghién ctu
diéu tri tir dau[3,5]. mPFS dat dugc la 4,4 thang,
trong d6 nhém di can ndo cé mPFS thap haon
mot chit la 4,2 thang [6].

V. KET LUAN
- Chi s0 toan trang PS 0 c6 mPFS la 5 thang,

PS1 cé mPFS la 3,5 Thang
- mPFS & bénh nhan di can ndo: 3,3 thang;

khong di can nao: 5,6 thang

- mPFS cla giai doan IIIB la 7 thang, giai
doan 1V la 3 Thang

- Bap Ung TKI trén 6 thang cd mPFS la 7 thang,
dap Ung dudi 6 thang c6 mPFS la 2,5 thang.

- Cac yéu t6 khong anh hudng dén két qua
diéu tri 13 gidi, nhdm tudi, loai dét bién, loai TKI
diéu tri budc 1.
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MOT SO PAC PIEM DICH TE HQC BENH NHAN
CHAN THU'ONG SO NAO TAI BENH VIEN VIET PUC

TOM TAT .
Muc tiéu: M6 td mét s6 dic diém dich té hoc
bénh nhan chan thugng so ndo (CTSN) diéu tri tai
bénh vién Viét Dlic. POi tugng va phuong phap:
Nghién cru md ta cdt ngang, ti€n cfu dua trén 1002
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bénh nhan CTSN diéu tri tai bénh vién Viét Buc tuo
thang 101/03/2020 dén 31/08/2020. Ket qua: Trong
tdng s6 1002 bénh nhan du tiéu chuin ngh|en clry,
bao gém 787 (78. 5%) bénh nhan nam va 215
(21.5%) bénh nhén nir. Do tudi trung binh 1a 38.66
+19.30 tudi. Nguyén nhan do tai nan giao thong
(69,96%), tai nan sinh hoat (18,96%), tai nan lao
dong (13,1%) bénh nhan. Trén 90% bénh nhan chan
thuong so nao do tai nan giao théng cé lién quan dén
xe mdy. Phudng tién giao thdng bénh nhan sir dung:
79.32% ngudi di xe may, 9.43% ngudi di bo va
5.28% ngudi di xe dap, trong khi xe may dién/ xe dap
dién la 3.85% bénh nhan. C6 34.38% bénh nhan
TNGT st dung rugu, 44.78% bénh nhan cé sir dung
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