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tro cla chan doan hinh anh va phan loai nguy cc
truc phau thuét.
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KET QUA HOA TRI BO TRO ?HAC po PEMETREXED - CISPLATIN
UNG THU PHOI KHONG TE BAO NHO

TOM TAT

Muc tleu Nham danh gia dac diém 1am sang,
can 1am sang va két qua diéu tri cua phac d6 héa chat
b trd pemetrexed - cisplatin trén bénh nhan ung thu
ph0| khong t€ bao nho giai doan IB-IIIA sau phau
thuat. DOi tugng - phucng phap Nghlen clru mo ta
h6i ciru két hap tién cdu, thuc hién trén 38 bénh nhan
ung thu phdi khong t& bao nhd giai doan IB - IIIA
dugc diéu tri bé trg bang phac do pemetrexed -
C|splat|n sau phau thuat triét can tai Bénh vién Dai hoc
Y Ha Noi va Bénh vién Hung Verng tor thang 01/2020
dén thang 12/2024 Két qua: Tu0| trung b|nh la 61,2
+ 8,8; nam gldl chiém 78, 9% va 68,4% co tién sur hut
thuoc T4t ca bénh nhén ¢ PS 0-1; ung thu bi€u mé
tuyén chiém 97,4%. Co 78,9% benh nhan hoan thanh
da 4 chu ky héa tri. Kh6ng ¢é trudng hop nao ngirng
diéu tri do doc tinh. Trung vi s6ng thém kh6ng bénh la
29 thang (KTC 95%: 23,7-34,2), ty 1€ song thém
khong bénh sau 1 ndm va p) nam Ian lugt 13 94,7% va
82,6%. Tai thdi diém phan tich, chua ghi nhan trerng
h(jp tai phat & nhodm bénh nhan giai doan IB. C&c tac
dung khong mong muén chi yéu & mdc dé nhe,
khong ghi nhan doc tinh do 3—4. Keét luan: Phac do
pemetrexed - cisplatin cho thé“y hiéu qua s6ng thém
khéng bénh kha quan va kha nang dung nap tot - trong
thuc hanh I&m sang. Can them nghlen cltu vdi ¢ mau
I6n hon dé khéng dinh két qua nay.

To khoa: Ung thu phoi khéng t€ bao nho,
pemetrexed/cisplatin, hda chét bé trg.
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Tan A Pao'?, Trinh Lé Huy!

CISPLATIN CHEMOTHERAPY IN NON-

SMALL CELL LUNG CANCER

Objectives: This study aimed to evaluate the
clinical characteristics and treatment outcomes of the
adjuvant chemotherapy regimen pemetrexed—cisplatin
in patients with stage IB-IIIA non-small cell lung
cancer after surgery. Patients and methods: This is
a retrospective and prospective descriptive study,
conducted on 38 patients with stage IB-IITIA NSCLC
who received adjuvant chemotherapy  with
pemetrexed—cisplatin after complete surgical resection
at Hanoi Medical University Hospital and Hung Vuong
Hospital from January 2020 to December 2024.
Results: The average age was 61.2 + 8.8 years;
78.9% of the patients were male, and 68.4% had a
history of smoking. All patients had a performance
status (PS) of 0-1. Adenocarcinoma was the most
common type, accounting for 97.4%. A total of 78.9%
of patients completed all 4 chemotherapy cycles. No
patients stopped treatment due to toxicity. The
median disease-free survival (DFS) was 29 months
(95% CI: 23.7-34.2). The 1-year and 2-year DFS
rates were 94.7% and 82.6%, respectively. At the
time of analysis, no relapse was recorded in patients
with stage IB. Most side effects were mild, and no
grade 3—4 toxicity was reported. Conclusion: The
pemetrexed—cisplatin regimen showed promising
disease-free survival and good tolerability in clinical
practice. Further studies with larger sample sizes are
needed to confirm these results.

Keywords: Non-small cell lung
pemetrexed/cisplatin, adjuvant chemotherapy.

I. DAT VAN DE

Ung thu phéi (UTP) 1a nguyén nhan gay tor
vong hang dau lién quan dén ung thu trén toan
cau, véi hon 2 triéu ca mac mdi va khoang 1,8
triéu ca t&r vong vao nam 2022. Trong dd, ung
thu phdi khéng t& bao nhd (UTPKTBN) chiém
khoadng 85% tong s6 trudng hop.! O Viét Nam,
UTP 13 mét trong nhitng loai ung thu phd blen
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nhat, dong thdi co ty 1€ t&r vong cao hang dau &
ca hai gidi.

Phau thuat triét can la phuong phap diéu tri
chu yéu cho UTPKTBN giai doan I - IIIA. Tuy
nhién, ty |é tai phat sau phau thuat dao dong tur
30 - 60%, cho thdy nhu cdu cap thiét vé cac
phuong phap diéu tri bé trg nhdm cai thién tién
lugng sdng con. Trong bdi canh dd, hoéa tri bé
trg chira cisplatin d& dugc khang dinh vai trd qua
phan tich 96p LACE, vdi Igi ich sGhg thém toan
b6 sau 5 nam tang 5,4% cho cac bénh nhan g|a|
doan IB — IIIA sau ph3u thuat.2 Trong s6 cac
phac do bo doi cisplatin, pemetrexed - cisplatin
da dugc chirtng minh cé déc tinh thap hon va
kha nang tuan thu diéu tri cao hon so Vi
vinorelbine - cisplatin, theo két qua tur cac thr
nghiém JIPANG, TREAT va APICAL.3~

Clung VGi nhitng ti€n bd trong diéu tri nham
trang dich va liéu phap mién dich - déc biét & chi
dinh b6 trg hodc tan bd trg dang dugc nghién cliu
va Ung dung qua cac thr nghiém nhu ADAURA,
ALINA, IMpower010, CheckMate 816... - hod tri bo
trg van dong vai trd nén tang, nhat la & nhiing
bénh nhan khong cd dot bién gen hoac khong du
diéu kién ti€p can cac liéu phap mdi do han ché vé
chi phi hodc cg s& vat chat xét nghlem Phac do
pemetrexed - cisplatin hién dugdc cac hudng dan
qubc t€ khuyén nghi cho UTPKTBN khong vay
trong chi dinh diéu tri bd trg.1

Tai Vit Nam, da c6 mot s6 nghién clu tai
budc dau chiing minh tinh kha thi va hiéu qua
clia pemetrexed - cisplatin trong diéu tri bd trg
UTPKTBN. Tuy nhién, cac di¥ liéu van con rdi rac,
chua du tinh phé quét d€ ap dung rong réi tai tat
ca cg s@ diéu tri. Chinh vi vay, nghién cltu nay
dugc thuc hién nham hai muc tiéu:

1. Md ta dic diém ldm sang, can 1dm sang
cta bénh nhan UTPKTBN giai doan IB - IIIA
dudc hda tri b6 trg phac dd pemetrexed -
cisplatin tai Bénh vién Dai hoc Y Ha NOi va Bénh
vién Hung Vuang.

2. banh gia két qua diéu tri phac do
pemetrexed - cisplatin trén nhém bénh nhan
nghién clu.

Il. DOl TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. Poi tugng nghién clru. Gom 38 bénh
nhan UTPKTBN khéng vay giai doan IB - IIIA
dugc diéu tri hoda chat bo trg phac do
pemetrexed - cisplatin sau ph3u thuat triét cin
tai Bénh vién Dai hoc Y Ha NOi va Bénh vién
Hung Vuong tU thang 01/2020 dén thang
12/2024, dugc theo doi dén thang 06/2025.

- Tiéu chudn lua chon: bénh nhan dap
(ng du cc tiéu chuén sau:

+Chan doan xac dinh UTPKTBN theo phén
loai cia WHO nam 2015.

+ Giai doan IB - IIIA theo phan loai AJCC
phién ban 8 nam 2017.

+ Tudi tir 18 trd 1én.

+ Chi s6 toan trang (PS) ECOG 0-1.

+ D3 phiu thuat triét can.

+Diéu tri hda chidt bd trg phéc do
pemetrexed — cisplatin.

+ Cac chi s6 chirc nang gan, than va huyét
hoc nam trong gidi han cho phép diéu tri.

+ C6 hd sa bénh an day du va dong y tham
gia nghién ctru.

- Tiéu chudn loai tru: c6 it nhat mét trong
cac tiéu chudn sau:

+C6 phdi hgp phuong phap diéu tri bd trg
khac: xa tri, osimertinib, atezolizumab,...

+ Di ’ng V@i cac thanh phan cua thudc trong
nghién clru.

+ Mdc ung thu th( hai.

+ Mdc cac bénh ly man tinh hodc cép tinh
tram trong anh hudng dén diéu tri.

+ Phu nir c6 thai hodc cho con bu.

+ Bénh nhan tir chdi tham gia nghién clu,
khdng theo doi dugc.

2.2. Phudng phap nghién ciru:

2.2.1. Thiét ké nghién cdu: M6 ta hoi ciu
két hap tién clru, c6 theo doi doc -

2.2.2. €& mau va chon m3u: Chon mau
thudn tién. Toan bd bénh nhan du tiéu chuan
dugc thu thap trong thdi gian nghién clu.

2.2.3. Cac budc tién hanh

- Budc 1: Lua chon bénh nhéan theo cac tiéu
chuan nghién clu.

- Budc 2: Diéu tri hoa chat toan than theo
phac do:

+ Pemetrexed 500mg/m? da,
mach ngay 1.

+ Cisplatin 75mg/m? da, truyén tinh mach
ngay 1.

Chu ky 13p lai mdi 21 ngay, t6i da 4 chu ky.
B& sung acid folic 350-1000mcg/ngay dudng
udng, it nhat 5 ngay trudc chu ky dau tién va it
nhat 3 tuan sau chu ky cudi cung. Vitamin B12
img, tiém bap trudc chu ky dau tién mot tuan
va Idp lai vao chu ky cudi cung.

- Budc 3: Danh gia két qua diéu tri:

+ banh gia thai gian s6ng thém khong bénh
(STKB).

+ Danh gid cac doc tinh theo CTCAE 5.0.

2.3. Xt ly so liéu: Phan tich s6 liéu dugc
thuc hién bang phan mém SPSS 22.0. Thdi gian
s6ng thém dugc danh gid bang phuang phap

truyén tinh
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Kaplan - Meier. M(c y nghia thong ké dugc xac
dinh khi p < 0,05.

2.4. Pao dirc nghién clru: Phac do diéu tri
trong nghién clu da dugc chirng minh hiéu qua
qua cac thu nghiém lam sang va dugc BO Y té€
phé duyét trong huéng dan chan doan va diéu
tri ung thu phdi. Nghién cltu dugc thuc hién
nhdm nang cao chat lugng diéu tri, khdng vi muc
dich khac. Moi thong tin cla nguGi bénh dugc
bao mat.

Il. KET QUA NGHIEN cU'U
Bang 1. Bac diém Idm sang, can Idm sang

< i SO bénh [Ty lé
Bgc diem nhan (n) | (%)
< 50 5 13,2
Nhoém 50 -59 11 28,9
tudi 60 - 69 15 39,5
>70 7 18,4
Tudi trung binh: 61,2 + 8,8
(nhd nhat: 34, I6n nhat: 73)
Gidi NaLn 30 78,9
NG 8 21,1
Tinh trang Co 26 68,4
hat thudc Khéng 12 31,6
Chi s0 toan PS O 23 60,5
trang PS1 15 39,5
Bénh phoi Co 20 52,6
hap Khéng 18 [47,4
Mo bénh UTBM tuyén 37 97,4
hoc UTBMKTBN, NOS 1 2,6
Giai doan 1B 9 23,7
bénh I1 22 57,9
- ITTA 7 18,4
. NO 15 39,5
T'“I:‘atcrﬁng N1 18 474
; N2 5 13,2
Thgai gian 4 -6 tuan 28 73,7
bat dau
diéu tri sau > 6 tuan 10 26,3
phau thuat

Nhan xét: Co 38 bénh nhan UTPKTBN giai
doan IB - IIIA dugc dua nghién ciu, vdi tudi
trung binh la 61,2 + 8,8 (tUr 34 - 73 tudi), trong
dé nhém tudi 60 - 69 chiém ty 1& cao nhéat
(39,5%). Bénh nhan nam chiém uu thé vdi
78,9%, va 68,4% cb tién s hat thude. Tat ca
bénh nhan cé chi s6 toan trang t6t (PS 0 - 1),
trong d6 60,5% & muc PS 0. C6 52,6% bénh
nhan kém theo bénh ly nén. V& mé bénh hoc,

Bang 3. Tac dung khéng mong muén

UTBM tuyén chiém gan tuyét doi (97,4%). Giai
doan II sau md chiém ty 1& cao nhét (57,9%), va
ty 1& di can hach N1 chiém 47,4%. Phan Ién
bénh nhan (73,7%) dugc bt dau hoa tri trong
thai gian 4 - 6 tuan sau phau thuat.

Bang 2. Tuan thu diéu tri

< aim SO bénh [Ty I

bac diem nhan (n)|(%)

Hoan thanh 4 chu ky 30 78,9
Khong hoan thanh 4 chu ky 8 21,1

3 chu ky 7 18,4

2 chu ky 1 2,6

Ly do khong hoan thanh diéu tri
Bénh nhan tu bd diéu tri 2 5,3
Do kinh té 6 15,9
Doc tinh 0 0

Nhan xét: Co 30 trudng hop (78,9%) hoan
thanh da 4 chu ky hda tri, 8 bénh nhan (21,1%)
khéng hoan thanh. Trong d6, 7 bénh nhan diéu
tri 3 chu ky va 1 bénh nhan chi diéu tri 2 chu ky.
Nguyén nhan khong hoan thanh diéu tri la do
khé khan kinh t€ (15,9%) va ty y bd diéu tri
(5,3%). Khong ghi nhan trudng hgp nao ngiing
diéu tri do doc tinh cta thudc.
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Biéu dé 1. Thoi gian séng thém khéng bénh

Nhén xét: CS 9 trong téng s6 38 bénh nhan
da tai phat. Trung vi STKB la 29 thang (KTC
95%: 23,7 - 34,2). Ty 1& STKB tai thdi diém 1
nam va 2 nam lan luct la: 94,7%, 82,6%.
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Biéu db 2. Thoi gian séng thém khéng bénh
theo giai doan bénh
Nhdn xét: Chua ghi nhan trudng hgp tai
phat & giai doan IB. Ty Ié STKB 2 nam & giai
doan II va IIIA lan luct la 85,6% va 60%. Su
khac biét chua c6 y nghia thong ké (p=0,144).
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Thidu mau 34 (89,5) 34 (89,5) 0 0 0

Ha bach cau 22 (57,9) 22 (57,9) 0 0 0

Ha bach cau trung tinh 20 (52,7) 12 (31,6) 8(21,1) 0 0

Ha tiéu cau 4 (10,5) 4 (10,5) 0 0
Ngoai huyét hoc

Mét moi 38 (100) 26 (68,4) 12 (31,6) 0 0

NOn, bubn non 29 (76,3) 16 (42,1) 13 (34,2) 0 0

Tang men gan 4 (10,5) 4 (10,5) 0 0 0

Tang creatinin 10 (26,3) 9 (23,7) 1(2,6) 0 0

DoC tinh TK ngoai vi 12 (31,6) 12 (31,6) 0 0 0

Nhdn xét: Cac doc tinh chu yéu & muc do
nhe, khéng ghi nhan doc tinh dd 3—4. Phd bién
nhat la (100%), ti€p theo la thi€u mau (89,5%)
va ha bach cau (57,9%). Ha bach cau trung tinh
xay ra & 52,7%, trong dé 21,1% & d0 2. Non va
bubn non gap & 76,3%, chu yéu dé 1 - 2. Cac
doc tinh khac nhu tang creatinin, tang men gan,
doc tinh than kinh ngoai vi ghi nhan véi ty 1€
thap va mdc do nhe.

IV. BAN LUAN

4.1. Pac diém lam sang va can lam
sang. Nghién ciru thuc hién tai Bénh vién Dai
hoc Y Ha NGi va Bénh vién Hung Vuaong trén 38
bénh nhan UTPKTBN giai doan IB-IIIA sau phau
thudt triét cin, diéu tri b6 trg bdng pemetrexed
— cisplatin. Tuéi trung binh 1a 61,2 + 8,8 tudi,
trong d6 nhém tudi 60 - 69 chiém ty 1& cao nhat
(39,5%). Két qua nay tudng dong vdi thlr
nghiém APICAL (tudi trung vi 63)3 va JIPANG
(tudi trung vi 64),% nhung cao hon mdt s8 nghién
cttu trong nudc nhu Tran Dinh Anh (2019)¢ Ia
56,94 tudi va Dao Thi Thanh Nhan (2020) I3
54,7 tudi. Nghién c(u clia Dao Minh Thé (2024)
s dung pemetrexed — carboplatin ghi nhan tudi
trung binh 62,4 tudi, tuang tu nghién ciru nay.8
Nam gi6i chiém da s6 (78,9%), phu hdp véi dac
diém dich té chung, va tuong dong véi cac
nghién clu trong nudc: Tran Dinh Anh (2019)
ghi nhan 72,7% nam gigi, Pao Thi Thanh Nhan
(2020) cé ty l1é nam : nit la 2,7 : 1, va Pao Minh
Thé (2024) 14 60,4% nam gidi.6®

Ty |€ bénh nhan cé tién s hut thudc la
68,4%, cao hon so véi Dao Thi Thanh Nhan
(2020) 14 50% va Dao Minh Thé (2024) I3
52,1%.78 VEé tinh trang toan trang, tat ca bénh
nhan déu ¢ mic PS 0-1, trong do6 60,5% la PS 0
— tugng dong vdi ty 1€ 57,7% PS 0 trong nghién
clru APICAL.3 Bén canh dd, 52,6% bénh nhan cd
bénh ly phdi hgp, tuang tu nghién cru Bao Minh
Thé (2024) I3 46,9%.8

V& m0 bénh hoc, UTBM tuyén chi€ém 97,4%,
cao han so vGi Tran Dinh Anh (2019) la 76,3%
va Dao Thi Thanh Nhan (2020) la 76,7%, nhung

gan tudgng dong vGi JIPANG (96%).%%7 Day la
déi tugng phu hgp vdi chi dinh clia pemetrexed.

Phan bd giai doan cho thay ty I€é bénh nhan
giai doan II sau mé chiém cao nhat (57,9%),
ti€p theo la giai doan IB (23,7%) va IIIA
(18,4%). Phan bd nay phu hgp vdi cac nghién
ctru trong nudc nhu Tran Dinh Anh (2019) (giai
doan II chiém 53%), DPao Thi Thanh Nhan
(2020) (53,3%) va Trinh L& Huy (2023)
(53,4%).57° Vé tinh trang hach, N1 chiém
47,4%, NO la 39,5%, N2 la 13,2%, tuang duang
phan b6 trong APICAL (N1: 30,5%; N2: 22,6%).?

Thai diém bét dau diéu tri hoa chét sau phau
thuat cling phu hgp véi hudng dan Iam sang, vGi
73,7% bat dau hda tri trong 4-6 tuan, tucng
dugng 93,8% trong nghién clu Pao Minh Thé
(2024).8

4.1. Két qua diéu tri. Trong nghién clu
cla chung toi, ty I1é hoan thanh du 4 chu ky hda
tri la 78,9%, thap han so vai thir nghiém APICAL
(94,3%)3 va JIPANG (87,9%).% Ly do chd yéu Ia
do khd khan kinh t€ (15,9%), mot s6 bénh nhan
khong cé diéu kién duy tri thubc pemetrexed bao
hiém y t& chi trd 50% va tuv y bd diéu tri 1a
5,3%. Khong cé trudng hdp nao ngirng do déc
tinh, trong khi & cac nghién cltu qudc t€ nhu
TREAT va JIPANG, doc tinh 1a nguyén nhan phd
bién khién ngirng diéu tri.*>

VEé thdi gian song thém, trung vi STKB la 29
thang, vGi ty 1€ STKB 1 ndm va 2 nam lan lugt la
94,7% va 82,6%. K&t qua nay cao hon nghién
ctu APICAL (2 ndm: 78,1%)3 va JIPANG (2 ndm:
58,3% vGi pemetrexed — cisplatin va 60,7% vdi
vinorelbine — cisplatin).* So véi két qua cua cac
nghién cru trong nudc nhu Tran Binh Anh (29,1
thang, st dung phac dé vinorelbine - cisplatin),®
Pao Thi Thanh Nhan (30,5 thang; STKB 2 nam:
65,6%, sr dung phac d6 pemetrexed - cisplatin)’
va Dao Minh Thé (30,8 thang; STKB 2 nam:
76%, phac do pemetrexed - carboplatin)® — két
qua cua nghién citu nay cho thay hiéu qua tucng
do6i kha quan, du ¢ mau con nha.

Phan tich theo giai doan cho thay chua cé tai
phét & nhdm IB tai thdi diém bao cdo; ty 1é STKB

25



vietnam medical journal n°2 - AUGUST - 2025

2 nam & giai doan II la 85,6%, IIIA la 60%, tuy
nhién khac biét chua cé y nghia thong ké. Diéu
nay khac véi thir nghiém APICAL, dudng cong
STKB phan tach r6 rét theo giai doan (p =
0,04),3 cling nhu nghién ctu cta Tran Dinh Anh
(2019) va bao Minh Thé (2024), ghi nhan ty Ié
STKB giam dan theo giai doan va su khac biét cd
y nghia thong ké (p < 0,05).58

Vé db6 an toan, khong ghi nhan doc tinh do 3
- 4, chu yéu gdp doc tinh do nhe nhu mét moi
(100%), thi€u mau (89,5%), ha bach cau
(57,9%) - trong do6 21,1% la ha bach cau trung
tinh do 2. N6n va budn nén chiém 76,3%, chu
yéu d6 1 - 2. So vGi két qua cla nghién clu
APICAL (doc tinh d6 3 chiém 9,5%) va JIPANG
(@6 3 - 4 chiém 47,4% vdi pemetrexed —
cisplatin), mirc d0 dung nap trong nghién clu
cla chdng t6i la rat kha quan. Trong nudc, tac
gia Tran Pinh Anh ghi nhan doc tinh d6 3 - 4 &
28,8%, tac gia Trinh Lé Huy cdo cdo ty I la
27,4% khi st dung phac do vinorelbine -
cisplatin, Dao Thi Thanh Nhan ghi nhan dudi
10% vdi phac d06 pemetrexed - cisplatin va
nghién clru cia Pao Minh Thé khong khong co
do 4, dd 3 13 6,3%.

Yéu to dot bién EGFR, mot yéu to tién lugng
quan trong, chua dudc danh gia trong nghién cliu
nay. Cac tai liéu cho thay bénh nhan EGFR duong
tinh c6 xu hudng tai phat di can xa cao hon sau
diéu tri triét cdn. Nghién cliu JIPANG chi ra
pemetrexed — cisplatin hiéu qua hon & nhém EGFR
am tinh, trong khi vinorelbine — cisplatin co6 Igi &

nhém EGFR duong tinh.* Day la mét diém han ché

trong nghién clflu ma ching tdi can ghi nhan dé
ti€n hanh danh gia va phan tich sau thém.
V. KET LUAN

Phac do pemetrexed — cisplatin trong diéu tri
bS trg UTPKTBN cho thdy hiéu qua sdng thém
khdng bénh kha quan va kha néng dung nap tot.
Mdc du con han ché vé ¢G mau va thai gian theo
ddi, két qua budc dau nghién clu gép phan
cung cap thém bang chling ho trg trong diéu tri
UTPKTBN.
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