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thuat trung binh la 45,57 phut thGi gian hau
phau trung binh la 4,8+0,9 ngay Thai gian nam
vién trung binh 5, 0i09 ngay. Thdi glan phau
thuat cta ching t6i cao han nghién clftu ctia Tran
Ngoc Luang [6] la 40 phdt.

Bién chirng sau mé. Trong nghién ciu cua
ching toi c6 3% bénh nhan bi khan tiéng tam
thdi sau mé. Ngoai ra c 1 bénh nhan xudt hién
nuot vu’dng sau md. 12,1% benh nhan xuat hién
té bi, giam cam giac da vung c6. Két qua phau
thuat tot & 94% trudng hgp, 97% bénh nhan hai
long vé két qua thdm my sau mé. Két qua nay
cling tuong tu vdi cac nghién ciu trudc d6 cua
Tran Ngoc Lugng [6], Nguyen Xuan Hau [7].

V. KE]’ LUAN
Phau thuat ndi soi dudng nach va trong diéu
tri u tuyén gidp lanh tinh tuong déi an toan, ty 1€
tai bién, bién chl’ng thap va dat thdm my cao.
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DANH GIA KET QUA HOA TRI PHAC PO CO PEMETREXED
TRONG UNG THU PHOI KHONG TE BAO NHO GIAI POAN IIIB-IV
TAI BENH VIEN BACH MAI

TOM TAT

Muc tiéu: Danh gid két qua hda tri phac dé co
Pemetrexed & bénh nhan ung phdi khong t& bao nhd
giai doan IIIB- IV tai Bénh vién Bach Mai. Doi ‘tuong
va phuadng phap nghlen clru: Nghién clru md t& hoi
Cu’u két hop ti€n ctu trén 63 bénh nhan ung thu biéu
mo tuyén cla ph0| giai doan IIIB-IV dugc diéu tri hoa
chat phac db co pemetrexed tai B&énh vién Bach Mai tir
thang 6/2018 dén thang 6/2021. Két qua Tudi trung
binh: 61,5 +7,2; tudi 16n nhat: 74; Ty & nam/nLr
1,75/1; 76 3% benh nhan dat dugc dap ufng cd nang;
trong d6 c6 16,9% dap Lrng hoan toan; Dap Lrng thuc
thé: 38,1% dap ('ng mot phan 39, 1% bénh 6n dinh,
20,6% benh tién trién va c6 1 benh nhan dap Lrng
hoan toan; Trung vi thgi gian s6ng khéng bénh tién
trlen la 8, ] thang (CI 95%: 7,1-9,5); trung vi thdi gian
song thém toan bo la 16,0 thang, (CI 95%: 14,2 -
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17,8); Tinh trang toan than theo ECOG tot cai thién ty
Ié dap Lrng, kéo dai thdi gian s6ng thém khong bénh
tién trién va thdi gian sdng thém toan bd. Két luan:
biéu tri ung thu phGi loai biéu mé tuyén giai doan
I1IB-1V béng phac do hoéa chéat cd ) pemetrexed gilp cai
thién ty 1& dap (ing va thai gian s6ng thém.

U khoa: Pemetrexed, ung thu phdi khong t& bao
nhoé

SUMMARY
EVALUATING THE RESULTS OF CHEMOTHERAPY
WITH PEMETREXED REGIME IN STAGE IIIB-IV
NON-SMALL CELL LUNG CANCER

AT BACH MAI HOSPITAL

Objective: To evaluate the results of
chemotherapy with pemetrexed in stage IIIB-IV non-
small cell lung cancer at Bach Mai Hospital. Subjects
and Methods: A retrospective and prospective
descriptive study on 63 adenocarcinoma lung cancer
patients with stage IIIB-IV who received
chemotherapy with pemetrexed at Bach Mai Hospital
since June 2018 to June 2021. Results: Mean age:
61.5 £7.2; the oldest patient: 74; male/female ratio:
1.75/1; 76,3% of patients achieve clinical symptoms
response; of which 16,9% respond completely; Ratio
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response: 38.1% partial response, 39.1% stable
disease, 20.6% progressive disease and 1 patient
complete response; Median progression-free survival
was 8.2 months (CI 95%: 7.1-9.5); median overall
survival was 16,0 months; (CI 95%: 14.2 17.8); Good
performance status (ECOG) improves response rates,
prolongs progression-free survival and overall survival.
Conclusion: Treatment of  stage II1B-1V
adenocarcinoma lung cancer with chemotherapy with
pemetrexed improves response rate and survival time.
Keyword: pemetrexed, non-small cell lung cancer.

I. DAT VAN DE

Ung thu phéi (UTP) la loai ung thu phd bién
va la nguyén nhadn gay t& vong do ung thu
thudng gap nhat. Theo GLOBOCAN 2020, nam
2020 cd 2.206.771 ngudi mac mdi (chiém
11,4%) va 1.796.144 ngudi tf vong do ung thu
phdi (chiém 18%) [1]. M3c du d& cb nhiéu tién
bd trong chan doan va diéu tri nhung ty & sng
thém 5 ndm vdi bénh nhan ung thu phdi chi
chiém 4-17% tuy theo giai doan va su’ khac biét
khu vuc. Tai Viét Nam, ty |é tr vong hang nam
do UTP la 23.797 ca chiém 19,4% s6 ca t vong
do ung thu néi chung [1]. Triéu chirng sGm cua
UTP r4t nghéo nan va it d3c hiéu, khi c6 biéu
hién 1am sang thi da s6 bénh da & giai doan
muodn khong con kha nang diéu tri triét can. Cho
dén nay, mdc du da c6 nhiéu ti€n bd trong diéu
tri nhdm bénh nhan nay nhung hoda chat van
déng vai tro quan trong trong diéu tri UTP, dac
biét & nhirng bénh nhan khong biét hodac co tinh
trang dot bién gen EGFR am tinh, ALK am tinh,
ROS 1 am tinh va PD-L1 am tinh. Hdéa tri véi bo
do6i ¢ platunim két hgp vdi 1 mot tac nhan thé
hé thir 3 (pemetrexed, docetacel, gemcitabine,
vinorenbine) dugc coi la phac do tiéu chuan [2].
Pemetrexed la mot thuGc khang folate thé hé
sau, c6 hiéu luc manh han va hoat tinh chéng
kh6i u manh hon 5-FU, metrotrexate hoac
raltitrexed. Tai Bénh vién Bach Mai, chua co
nhiéu nghién clfu danh gia vé két qua ciing nhu
mic d6 an toan cla phac d6 cé pemetrexed
trong diéu tri budc 1 ung thu phdi loai biéu md
tuyén giai doan mudn. Vi vay, ching t6i ti€én
hanh lam dé tai nay nhdm muc tiéu: Panh gid
két qua hoa tri phac dé co Pemetrexed & bénh
nhén ung phéi khéng té bao nhd giai doan IIIB-
1V tai Bénh vién Bach Mai.
Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU

Nghién cfu md ta hoéi clu két hgp tién clu
trén 63 bénh nhan dugc chan doan 1a ung thu
biéu md tuyén cla phdi giai doan IIIB-IV dudc
diéu tri hda chat phac d6 c6 Pemetrexed tai Trung
tam Y hoc hat nhan & Ung budu Bénh vién Bach
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Mai tr thang 6/2018 dén thang 6/2021.

Tiéu chuén lua chon: - Chan doéan ung thu
phdi khdng té€ bao nhé giai doan IIIB-IV (Theo
phan loai ctia AJCC nam 2017) [3].

- C6 két qua md bénh hoc 1a ung thu phéi loai
bi€u md tuyén

- Khong co dot bién gen EGFR, ALK, ROS 1,
BRAF hodc khong biét hoac duong tinh nhung
bénh nhan tir chéi diéu tri dich

- Chi s0 toan trang (PS: Performance Status) < 2

- C6 céc ton thuong dich dé co thé danh gia
dap (ng theo tiéu chudn RECIST

- Chirc nang tay xudng, gan, than trong gidi
han binh thuGng

- Khéng mac cac bénh cdp tinh, man tinh
tram trong trong thdgi gian gan

- Diéu trj t6i thiéu 3 dgt hdéa chdt co
pemetrexed

Tiéu chuan loai trir

- Bénh nhan chan doan ung thu biéu mo t&
bao vay, ung thu biéu md t& bao nhé.

- Di 'ng vGi cac thudc diéu tri: pemetrexed,
carboplatin, cisplatin

- M&c céc bénh ly cdp tinh trdm trong de doa
tinh mang

Cac budc tién hanh nghién ciru:

- Thu nhan cac bénh nhan du tiéu chun lua
chon va loai trir tham gia nghién cttu

- Thu thap cac thong tin Idam sang, can lam
sang trudc diéu tri: Tubi, gidi, Tién s hit thudc
14, thudc lao, Ii do vao vién, cac triéu chidng lam
sang, chi s6 toan trang theo ECOG, ddc diém vé
khdi u nguyén phat, hach vung, di cdn, cac chat
chi diém khGi u: CEA, Cyfra 21-1 trong huyét thanh.

- Tién hanh diéu tri héa chat mot trong hai
loai phac d6: Phac d6 pemetrexed—carboplatin:
Pemetrexed 500 mg/m?da truyén tinh mach
ngay 1; Carboplatin AUC = 5 truyén tinh mach
ngay 1; Chu ky 21 ngay.

Phac do pemetrexed — cisplatin: Pemetrexed
500 mg/m? da truyén tinh mach ngay 1; Cisplatin
75 mg/m? da truyén tinh mach ngay 1; Chu ky
21 ngay.

- Danh gia két qua diéu tri sau 3 dgt va 6 dot
diéu trj:

+ Dép Uing cd ndng: danh gia theo tiéu chuan
clia WHO.

+ Dédp Ung thuc thé&: danh gid theo tiéu
chuén RECIST 1.1

+ Danh gia thgi gian s6ng thém: thai gian
séng khdng bénh tién trién, thdi gian s6ng thém
toan bo

+ banh gid tac dung khdng mong muén cua
phac d6 theo tiéu chudn danh gia ddc tinh
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CTCAE 5.0

- Phén tich va x ly s6 liéu bang phan mém

Dap ung co nang

SPSS 20.0 23,7% 16,9%
Il. KET QUA NGHIEN cU*U VA BAN LUAN
3.1. Pic diém dadi tugng nghién ciru 59.4%

Bang 1: Bic diém bénh nhdn nghién ciu

Pac diém bénh nhdan | S6bénh | Tilé Béin e hodn to3
(n=63) nhan | (%) i
TuSi Trung binh: 61,5 £7,2; I6n nhat: Kigfngm(ﬁp an
74; thép nhét: 47 1ong dap ung
o Nam 40 63,5 Biéu dé 1: Ty Ié dap irng co nang
Gioi NG 23 36.5 Nhén xét: Ty 1é bénh nhan cai thién triéu
, N Co 30 476 chirng c@ nang la 76,3% trong do6 c6 16,9% bénh
Hut thuoc Khdng 33 52,4 nhan hét hoan toan cac triéu chiing 1dm sang.
. 0 23 36,5 3.3. Pap irng thuc thé theo tiéu chuan
biem 1 31 297 | RECIST 1.1
ECOG > 9 14:3 Bang 2: Ty Ié dap ung thuc thé
N . 3 1 1,6 Pap rng thu'c thé | S6 bénh nhan [Ty 1€ %
S0 chu ky 2 18 8.6 Dap Uing hoan toan 1 1,6
hoa chat 6 a4 69:8 Dap (ing mét phan 24 38,1
CEA < 5,0 ng/ml 21 33,3 Bénh 6n dinh 25 39,7
(ng/ml) [ >5,0 ng/ml 42 66,7 Benh tien trien 13 20,6
Nhén xét: Tudi trung binh 61,5; ty Ié Tong so 63 100

nam/nil: 1,75/1; Pa s6 bénh nhan cb thé trang
tot: ECOG<1 (85,7%); 66,7% bénh nhan co

tang CEA huyét thanh
3.2. Panh gia dap rng

Bang 3: Pdnh gid dip iing thuc thé véi mot sé

CG nang

Nhdn xét: 25/63 bénh nhan dat dap Ung
toan bo theo tiéu chudn RECIST 1.1, trong d6 c6
1 bénh nhan dat dugc dap ’ng hoan toan. Co
20,6% bénh nhan tién trién sau diéu tri.

yéu to'lién quan

Pap (rng Bénh on dinh | Bénh tiéntién | Téng
n % n % n % (n) P
— Nam 18 | 450 | 14 | 350 | 8 20,0 40
Gidi tinh NG 7 1304 | 11 | 478 | 5 218 23 ] 0495
0 i5 | 652 | 8 348 | 0 0 23 -
ECOG 1 8 | 258 | 16 | 516 | 7 726 31| o0t
2 2 | 22 1 111 | 6 66.7 9 '
~ | <60wd | 10 | 345 | 12 | 414 | 7 241 29
Tuoi >60tusi | 15 | 441 | 13 | 382 | 6 17.7 34 | 0/6%

Nhan xét: Ty |1é dap ing cla nam cao han & nit (45,0% so vGi 30,4%), tuy nhién su khac biét
khong co y nghia thdng ké (p=0,495) i
Bénh nhan co6 chi s6 toan trang tot co ty 1€ dap ing cao han, vdi diém chi s6 toan trang ECOG

0,1,2 tudng (ing 13: 65,2%; 25,8%: 22,2% (p<0,001) ,
Khong cd su khac biét vé ty 1€ dap (ng khach quan theo tudi bénh nhan.

3.4. Thai gian

Tjlé sbng sit

F ¥ E 280
Thei gian séng thém khéng bénh tién trién (thang] )

«
Biét

Tk séngsét

song thém khong bénh tién t

Survival Function

toan bo

Survival Function

rién, séng con

oed 1

L
0.
Il—l

Thei gian séng thém tean ba (thang )]

do 2: Thoi gian séng thém
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- Théi gian séng khdng bénh tién trién trung binh la: 9,4+0,6 thang, trung vi la 8,2 thang (CI
95%: 7,1-9,5). Ty 1& séng khdng bénh tién trién sau 6 thang la: 77,8%; sau 12 thang la: 17,7%

- Thdi gian song thém toan bd trung binh: 17,8 + 1,1 thang; trung vi la 16,0 thang; (CI 95%:
14,2 -17,8). Ty Ié s6ng con sau 12 thang la 68,8%; sau 24 thang la 12,4%.

T Survival Functions

Tylé sang st

3 4.1. Thgi gian song thém theo tlnh trang toan than

1 Survival Functions

Tj lé sing sét

Thei gian séng thém tean be (thang! ]

Bleu do 3: Thoi gian song thém theo chi s6 toan trang
Ca thai gian sdng khdng bénh tién trién va s6ng thém toan bd & nhém thé trang tét (ECOG <1)
cao hon 6 nhém thé trang kém co y nghTa thong ké véi p<0,05
3 4.2. Thdi gian song thém theo nong do CEA tru‘dc diéu tri

| Survival Functions
1

Tjlé song sit

Thei gian s6ng tham khéng banh tién tridn (thang,

Survival Functions

Tjlé song sit

Biéu dé 4: Tho’l gian séng thém theo néng do CEA tru’dc dleu tri
Thoi gian séng thém khdng bénh tién trién & nhdm CEA binh thudng 1a 11,7 thang cao hon &

nhém cé CEA tang la 8,2 thang (p<0,001)

Thdi gian song thém toan bd ¢ nhdom CEA binh thudng cao han & nhdm c6 CEA tang (20,2 so vai
16,2 thang), tuy nhién khac biét khong c6 y nghia thong ké véi p=0,126
3 4.3. Thdi gian song thém theo tinh trang dap u‘ng

1 Survival Functions

T lé song sat

5 s da 1o 200 220 ado
Thel glan séng thém khéng bénh tién trién (thang)

| Survival Functions

Tj 1é sbng sét

1o 200 B
Thel glan séng thém toan bé (thang)

Biéu do 5: Thoi gian séng thém theo tinh trang dap ung
Thdi gian sdng thém khdng bénh tién trién & nhém bénh nhan dat dugc dap (ng thuc thé cao
hon & nhém khéng dap (’ng (11,4 thang so vdi 8,0 thang) véi p=0,022
Thdi gian sdng thém toan bd ciing cao hon & nhdm dat dugc dap (ng thuc thé (21,6 so vdi 14,6

thang) véi p=0,002.
IV. BAN LUAN

Bénh nhan ung thu phdi giai doan mudn da
s cd biéu hién 1am sang: dau nguc, ho, khé thd,
anh hudng dén
chat lugng cubc song va két qua diéu tri. Muc

triéu chiing cd quan di can...
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tiéu diéu tri ung thu phéi giai doan mudn nhdm
cai thién triéu chirng, nang cao chat lugng cudc
song va kéo dai thGi gian s6ng thém. Trong
nghién c(tu cta ching t6i cd 76,3% bénh nhan
thuyén giam triéu chling lam sang, trong doé co
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16,9% bénh nhan hét hoan toan cac triéu
chirng. Mot s6 tac gia cling da nghién ciu ty 1€
cai thién triéu chirng cd ndng & bénh nhan ung
thu phéi giai doan mudn. Theo Truong Van Sang
(2019), ty 1é dap Ung cd nang la 71,1% [4].
Nghién cru Dinh Ngoc Viét (2014), diéu tri phac
do Docetaxel- Carboplatin cho ty 1€ dap ng co
nang la 66% [5].

Trong nghién cltu cia ching téi, ty 1€ ki€ém
soat bénh dat 79,4% trong d6 cé 1 trudng hagp
dat dugc dap Ung hoan toan, 38,1% dat dap
('ng mét phan, 39,1% dat 6n dinh bénh. Ty 1&
dap Ung trong mot s6 nghién clru trong nudc
nhu Truong Van Sang (2019) khi diéu tri
Pemetrexed-carboplatin 1a 32,2%; Nguyé&n Trong
Hi€u (2012), diéu tri phac d6 nab-Paclitaxel —
carboplatin d8i vSi bénh nhan ung thu phdi
khong t€ bao nhd cho ty Ié dap (ng la 40,9%
[4]. Nghién cltu clia Masaru Ito, Nobuyuki Horita
va cong su’ (2018) trén 285 bénh nhan cho ty 1€
dap (g toan bd 1a 34,0% (CI 95%, 27,5-40,5)
[6]. Scagliotti va cong su’ (2005) khi so sanh két
qua diéu tri cia Pemetrexed phdi hdp lan lugt
v@i Oxaliplatin va Carboplatin da cho ty & dap
Urng tucng xdng la 26,% va 31,6% [7]. Metro G,
Chiari R (2011) nghién ctu 80 bénh nhan cho ty
Ié dap Ung toan bd 42,5%, ty |é kiém soat bénh
la 77,5% [8].

Hau hét cac bénh nhan trong nghién ctu dat
dugc kiém soat bénh (dap ('ng toan bd va bénh
on dinh) déu dugc diéu tri duy tri ti€p theo (duy
tri lién tuc hodc duy tri chuyén déi). Trung vi thdi
gian s6ng thém khdng bénh tién trién trong
nghién clfu clia chdng t6i la 8,2 thang (dao dong
tor 7,1 — 9,5 thang), ty Ié s6ng thém sau 6 thang,
12 thang [an lugt la 77,8% va 17,7%. Nghién clu
clia Truong Van Sang (2019) thai gian song thém
khong bénh la 5,8 thang, nghién clru ctia La Duy
Tuyén (2019) la 7,8 thang [4]. Nghién clru Han
Thi Thanh Binh (2018) s dung phac do
Paclitacel-carboplatin, thdi gian song thém khdng
bénh tién trién 1a 7,05 thang [9]. Trong nghién
cliu clia Metro G, Chiari R (2011) la 5,8 thang [8],
nghién cliu clia Zinner va CS (2009) la 7,3 thang [10].

C6 rat nhiéu tién bd trong diéu tri budc sau
nhu digu tri mién dich d3 cai thién dang k& thoi
gian s6ng thém toan bd ung thu phéi khéng t&
bao nhé giai doan mudn. Tai thdi diém két thic
nghién cru, cd 45 bénh nhan tr vong. Thdi gian
song thém toan b trong nghién clfu cta ching
t6i trung binh: 17,8 + 1,1 thang; trung vi la 16,0
thang; (CI 95%: 14,2 — 17,8). Ty Ié sGng con
sau 12 thang la 68,8%; sau 24 thang la 12,4%.
Thai gian sdng thém toan bd trong nghién cliru

cla Truong Van Sang la 14,0 thang, nghién clu
La Duy Tuyén la 16,8 thang [4]. Nghién c(fu cua
Karayama va cong su (2013) diéu tri phac do
pemetrexed-cisplatin sau do duy tri bang pemetrexed
¢4 thdi gian s6ng thém toan bo la 25,0 thang.
Nghién clfu cta ching téi cho thady tinh trang
ddp Ung va thé trang bénh nhén theo diém
ECOG giup cai thién thdi gian song thém (ca PFS
va 0S). Mot s6 yéu td khong anh hudng dén thdi
gian s6ng thém toan bd nhu tudi, gidi, ndng dod
CEA trudc diéu tri. Két qua nay ciing tudng tu
nhu cac nghién clu khac trong va ngoai nudc.

V. KET LUAN

Piéu tri ung thu phdi loai bi€u md tuyén giai
doan IIIB-IV bang phac d6 hda chat co
pemetrexed gilp cai thién ty 1€ dap (ng va thdi
gian song thém.
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