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TAC DUNG KHONG MONG MUON CUA HOA XA TRI TREN UNG THU
BIEU MO TUYEN PHOI GIAI DOAN III BANG PHAC PO CISPLATIN
KET HO'P VO'I ETOPOSIDE HOAC PEMETREXED

Nguyén Thi Thai Hoa!

TOM TAT

Hoa xa tri dong thdi la diéu tri can ban cla ung
thu ph0| khong té bao nhd giai doan III khong mo
dugc. Doi vdi ung thu biéu mo tuyen phac do6 hoa tri
thudng dugc ap dung trén thuc t& 1am sang tai Bénh
vién K'la Etoposide — Cisplatin (EP) hodc Pemetrexed —
Cisplatin (PeC). Muc tiéu cla nghién clfu la danh gia
tac dung khong mong mudén cla hod xa tri dong thdi
vGi 2 phac do EP va PeC. P6i tugng va phucng
phap: Nghién clu héi clru danh gia tac dung khong
mong mudn cta 50 bénh nhdn diéu tri phac do
Etop05|de — Cisplatin (EP) va 31 bénh nhan diéu tri
phac d6 Pemetrexed — Cisplatin (PeC) dong thaoi vdi tia
xa 3D cho ung thu biéu mo tuyen phéi giai doan III
khong mo dugc. Két qua Ty Ie ha huyet sac t6, ha
bach cau trung tinh va ha ti€u cau cla phac do EP va
PeC tuong uang la 76%, 84% va 28% va 51,6%,
41,9% va 12, 9%. Ty 1é ha huyét sic t6 va ha bach
cau trung t|nh cla phac do PeC thap hon oy ngh|a
thong ké so vd| EP. Ty |& viém phdi, viém thuc quan
va kho da cla hai phac do 1an lugt 1a 22%, 66% va
62% vc’ii EP va 16,1%, 48,4% va 45,1% vGi PeC. Ty I€
mét moi clia phac d6 PeC 51,6% thap hon co y nghia
S0 VGi phac do EP la 84%. Ket luan: Phac do PeC co
ty 1é mét m0| ha huyét sic t6, ha bach cau trung tinh
thap hon cd ¥ nghia so véi phac do EP

T khoa: Ung thu biéu mo tuyén, ung thu' phéi
khong té bao nho, tac dung khong mong mudn

SUMMARY

ADVERSE EFFECTS OF CHEMORADIATION
THERAPY ON STAGE III
ADENOCARCINOMA LUNG CANCER BY
CISPLATIN IN COMBINATION WITH

ETOPOSIDE OR PEMETREXED

Concurrent chemoradiotherapy is the primary
treatment of inoperable stage III non-small cell lung
cancer. For adenocarcinoma, the chemotherapy
regimen commonly applied in clinical practice at K
Hospital is Etoposide — Cisplatin (EP) or Pemetrexed —
Cisplatin (PeC). The objective of the study was to
evaluate the side effects of chemotherapy with 2
regimens EP and PeC concurrent with radiotherapy.
Subjects and methods: Retrospective study to

1Bénh vién K,

2Bénh vién E,

3Pai hoc Y Ha Noi B

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

Ngay nhan bai: 26.7.2022

Ngay phan bién khoa hoc: 20.9.2022

Ngay duyét bai: 26.9.2022

82

, Trinh Thé Cudng2, Nguyén Mai Lan3

evaluate side effects of 50 patients treated with
Etoposide - Cisplatin (EP) regimen and 31 patients
treated with Pemetrexed - Cisplatin (PeC) regimen
concurrently with 3D radiation therapy for inoperable
stage III adenocarcinoma of lung. Results: The rates
of hemoglobinia , neutropenia and thrombocytopenia
of EP and PeC regimens were 76%, 84% and 28%
and 51.6%, 41.9% and 12.9%, respectively. The rates
of hemoglobinia and neutropenia were statistically
significantly lower with the PeC regimen than with EP.
The rates of pneumonia, esophagitis and dry skin of
the two regimens were 22%, 66% and 62% with EP
and 16.1%, 48.4% and 45.1% with PeC, respectively.
Fatigue rate of 51.6% PeC regimen was significantly
lower than that of EP regimen of 84%. Conclusion:
The PeC regimen had significantly lower rates of
fatigue, hemoglobinia, and neutropenia than the EP
regimen.

Keywords: Adenocarcinoma, non-small cell lung
cancer, unwanted effects

I. DAT VAN PE

Ung thu phdi khdng t& bao nhd (UTPKTBN)
chiém ty lé khoang 80-85% cac loai ung thu
phéi, bao gdbm 3 loai chinh la ung thu biéu md
tuyén, ung thu biéu mé vay, ung thu biéu mé té
bao I6n. Tai Viét Nam, giai doan III, IV chiém ty
Ié cao. DG6i v6i UTPKTBN giai doan III khong
phau thuat dugc, diéu tri tia xa két hgp vdihod
chét Ia lua chon cdn ban va phd bién. Qua phan
tich tdng hdp so sanh hda xa tri ddng thai va hda
xa tri tuan tu trong UTPKTBN tién trién tai chd
cla Auperin va cong su (2010) da chi ra Igi ich
dang ké clia hda xa tri ddng thdi so vé6i hda xa tri
tuan tu vai Igi ich tuyét doi thgi gian song thém
la 5,7% (tr 18,1% Ién 23,8%) sau 3 nam va
4,5% sau 5 nam [1]. Th& nghiém pha III cua
RTOG 9410 (2011) cho thay thgi gian sGng thém
5 nam cta phac d6 hda xa dong thdi cao han cd
y nghia théng ké so v&i hda xa tuan tu (15% va
16% & hai nhanh d6ng thai so véi 10% & nhanh
hda xa tuan tu) [2]. Vi vay, hoa xa tri dong thdi
dudc xem 1a liéu phap diéu tri chudn cho bénh
nhan UTPKTBN g|a| doan III khéng phau thuat
dugc. Tuy nhién, viéc diéu tri két hgp cling mang
dén nhiéu tac dung khong mong mubn hon so
v@i tia xa dan thuan [3]. Pac biét hoa xa tri dong
thdi cling cd cd thé lam tdng ty 1& viém thuc
quan do 3-4 so vdi hoa xa tuan tu (tr 4% Ién
18%, p<0,0001) [1]. Cac phac d6 hoa tri khac
nhau khi két hgp dong thdi vdi xa tri co thé cling
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khac nhau vé ty Ié xay ra cac tac dung khong
mong mudn trén hé tao huyét va ngoai hé tao
huyét. Nghién cfu ngau nhién pha III thuc hién
trén 191 bénh nhan, so sanh phac do EP vdi
phac d6 PC két hgp dong thdi xa tri [ong nguc
cho bénh nhan UTPKTBN giai doan III. Két qua,
ty 1é song thém 3 nam & nhanh EP cao hon
nhanh PC (41,1% so véi 26%). Trung vi thdi
gian song thém la 23,3 thang & nhanh EP so vdi
20,7 thang & nhanh PC. Ty I€ viém thuc quan >
dd 3 cao han & nhanh EP (20% so véi 6,3%). Ty
Ié viém phdi > dd 2 cao han 6 nhém PC (33,3%
so V@i 18,9%). Tuy nhién doc tinh trén hé huyét
hoc & hai nhanh déu cao [4]. Nghién clu
PROCLAIM, mét nghién clru ngau nhién III thuc
hién trén 598 bénh nhan, so sanh phac do
pemetrexed-cisplatin (PeC) véGi EP ph6i hgp dong
thoi xa tri Iong nguc cho bénh nhan UTPKTBN
khong vay giai doan III. Két thdc nghién clu,
thdi gian song thém toan bo khoéng khac biét &
nhanh diéu tri PeC so véi nhanh diéu tri EP (26,8
thang so véi 25 thang). Tuy nhién, tac dung
khong mong mu6n do6 3-4 thap hon & nhanh PeC
so vGi EP (64% so VSi 76,8%), dic biét 1a tac
dung khong mong mudn trén hé huyét hoc. Vi
vay, HXTDT véi phac dd PeC 1a mot tiéu chudn
mgi diéu tri bénh nhan UTPKTBN khong vay giai
doan III [ 5]. D& danh gia doc tinh clia hod xa tri
V@i cac phac d6 hoa tri khac nhau chdng t6i tién
hanh dé tai nay nham muc tiéu: "Panh gid tac
dung khéng mong muén cua hod xa tri dong thoi
vdi 2 phdac do Cisplatin két hop vdi Etoposide va
Pemetrexed cho ung thu biéu mé tuyén phdi giai
doan III",

I1. KET QUA NGHIEN cU'U
3.1 Déc diém bénh nhan
Bang 3.1. Pac diém bénh nhan

1. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U
2.1 P6i tugng nghén cilru. Bénh nhan

UTPKTBN giai doan III khdng md dudc, diéu tri

hoa xa tri tai bénh vién K tir 1/2017 — 6/2020.

Tiéu chudn chon:

- Chan doan ung thu phoi biéu md tuyén giai
doan IIIA khong con kha nang phau thuat hodc
tor choi phau thuat, giai doan IIIB, IIIC
(AJCC/UICC 8).

- Tubi tUr trén 18 dén dudi 75 tudi.

- Thé trang chung tét: PS tr 0-1 theo phan
loai ECOG.

- Diéu tri phac d6 EP hodc PeC két hgp dong
thai véi xa tri 3D

- C6 ho sa luu trir day da.

2.2 Phuong phap nghién cru

- Nghién clru héi clu

- Chon mau thuan tién

- Phac do hoa tri, mét trong 2 phac do sau:

Phac do6 1: Cisplatin 50 mg/m2 da, truyén
tinh mach ngay 1, 8, 29, 36; Etoposide 50mg/m2
da, truyén tinh mach ngay 1-5, 29-33.

Phac d6 2: Pemetrexed 500mg/m?, cisplatin
75mg/m? da, truyén tinh mach ngay 1, chu ki 21ngay

- Xa tri trong nghién cru: xa 3D

- banh gia tac dung khéng mong muén: Dua
trén tham kham bénh nhan trong qua trinh diéu
tri, xét nghiém danh gia doc tinh trén hé tao
huyét, chlfc nang gan, than trudc moi dgt hoa
tri. Panh gia theo tiéu chudn CTCAE 3.0

2.3 Phan tich so6 liéu. SO liéu thu thap
dugc x(r ly va phan tich bang phan mém SPSS
20.0. Phan tich, so sanh su khac biét gilra cac ty
Ié bang test 2, cac trudng hgp cd tan s6 nho
han 5 st dung test Fisher’s Exact Test.

. i o b Phac do EP Phac do PeC
Pac diem Dugi nhom % N %
o <60 36 72 18 58,1
Tuoi > 60 14 28 13 41,9
Gidi Naln 42 84 21 83,9
NU 8 16 5 16,1
ITIA 22 44 5 16,1
Giai doan I1IB 18 36 16 51,6
ITIC 10 20 10 32,2
o PSO 38 76 15 48,4
The trang PS1 1 24 6 516
Tong 50 100 31 100
2.4 Poc tinh trén hé tao huyét
Bang 3.2. Béc tinh huyét hoc cua phac do EP
Poctinh | Moidén (%) | P61n (%) | Pd2n (%) (%) | P64 n (%)
Ha HST 38 (76) 36 (72) 2(4) ) 0 (0)
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Ha BCTT 42 (84) 19 (38)

14 (28) 8 (16) 1(2)

Ha tiéu cau 14 (28) 11 (22)

1(2) 1(2) 1(2)

Bang 3.3. Béc tinh huyét hoc cua phac dé PeC

Poc tinh Moi dé n (%) | P61 n (%) P62n(%) | P63 n (%) | PO 4 n (%)
Ha HST 16 (51,6) 16 (51,6) 0 (0) 0 (0) 0 (0)
Ha BCTT 13 (41,9) 6 (19,4) 3(9,7) 2 (6,5) 2 (6,5)
Ha tifu cau 4 (12,9) 4 (12,9) 0 (0) 0 (0) 0 (0)

Bang 3.4. So sanh déc tinh huyét hoc 2 phac do

Phacdé | Ha HST n (%) p Ha BCTT n(%) p Ha TC n (%) p
EP 38 (76) 42 (84) 14 (28)
PeC 16 (51,6) 0,024 13 (41,9) <0,0001 4 (12,9) 0,112

Nhan xét: Phac do PeC giam cd y nghia théng ké ddc tinh ha huyét sac t6 va ha bach cau trung

tinh so véi phac do EP
2.5 Pac tinh ngoai hé tao huyét

Bang 3.5. Boc tinh ngoai hé tao huyét phac dé PeC

Poc tinh Moi don (%) | PO 1n (%) Po2n (%) P63 n (%) P64 n (%)
Tang GOT/GPT 3(9,7) 3(9,7) 0(0) 0(0) 0(0)
Tang creatinin 0(0) 0(0) 0(0) 0(0) 0(0)

Viém phoi 5(16,1) 4(12,9) 1(3,2) 0(0) 0(0)
Viém thuc quan 15 (48,4) 12 (38,7) 309,7) 0(0) 0(0)

Khé da 14 (45,1) 12 (38,7) 2 (6,5) 0(0) 0(0)
Non/ budn nén 16 (51,6) 13 (41,9) 309,7) 0(0) 0(0)
Mét 16 (51,6) 13 (41,9) 309,7) 0(0) 0(0)

Bang 3.6. Péc tinh ngoadi hé tao huyét phac do EP

Poc tinh Moi don (%) | P61 n (%) Po2n (%) | P63 n (%) | P64 n (%)
T&ng GOT/GPT 3(9,7) 3(9,7) 0 (0) 0 (0) 0 (0)
T&ng creatinin 0 (0) 0 (0) 0 (0) 0 (0) 0 (0)

Viém phoi 11 (22) 9 (18) 2(4) 0 (0) 0 (0)
Viém thuc quan 33 (66) 28 (56) 4 (8) 1(2) 0 (2)

Khé da 31 (62) 25 (50) 5 (10) 1(2) 0(2)
N6n/ budn ndn 36 (72) 30 (60) 6 (12) 0 (0) 0 (0)
M&t 42 (84) 37 (74) 5 (10) 0 (0) 0 (0)
Bang 3.7. So sanh doc tinh ngoadi hé tao huyét 2 phac do
. Viém <n A Non/
Phac P Viem TQ Kho da S~ n
Go | S| P | neow| P | niey| P |bunnen b M| e
EP | 11(22) 33 (66) 31 (62) 36 (72) 1 42 (84)
PemC |5 (16,1 1% 15 ds,4y| Y117 14 45,19 %138 16 (51,6)] 209916 (51,6) %002

Nhan xét: Phac do PeC giam c6 y nghia tac dung khdng mong mudn mét méi so vai phac do EP.
Ty Ié cac tac dung khdng mong mudn nhu viém phoi, viém thuc quan, viém da, non/budn nén déu
thap han so véi phac d6 EP nhung khac biét khéng cé y nghia théng keé.

IV. BAN LUAN

Tac dung khong mong muén cla hod xa tri
dong thdi bao gébm ca nhitng tac dung phu cla
xa tri va cla hoa tri. VGi nhitng ti€n b cla xa tri
trong thdi gian gan day cac tac dung phu do xa
tri ngay cang dudc han ché, bénh nhan dé dang
dung nap han vai diéu tri. Theo cac nghién ciiu
diéu tri hod xa tri ung thu phéi giai doan III, cac
tac dung khong mong mudn do xa tri hay gap
nhat 1a viém phdi, viém thuc quan, khd da
[1,2,4,5]. Nghién cliu cta ching tdi cling cho
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thdy day la nhitng tac dung phu thudng gap.
Nhoém bénh nhan diéu tri phac do EP, ty 1€ viém
phdi, viém thuc quan va khd da [an lugt la 22%,
66% va 62%. Nhom bénh nhan diéu tri PeC, cac
ty 1€ nay lan lugt la 16,1%, 48,4% va 45,1%.
Trong nghién cliu PROCLAIM, cac ty & nay déu
thap hon so vGi nghién clru cua ching téi, do
phanf 18n bénh nhan trong nghién clru nay su
dung xa diéu bién liéu IMRT. Nhu vay, ro rang la
ky thudt xa tién tién da giam dang k& cac tac
dung khong mong mudn cla diéu tri tia xa long
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nguc. Mac du day la tac dung khéng mong mudén
cla xa tri nhung véi cac phac d6 hoa tri khac
nhau ty 1& xay ra cac doc tinh nay ciing thay déi.
Theo tac gia Lé Thi Yén, bénh nhan diéu tri phac
do6 Paclitaxel — Carboplatin (PC) dong thai vdi tia
xa thi ty & viém phéi 1a 42,8%, viém thuc quan
va viém da la 51,4% [6].Theo nghién clu cua
ching tdi, ty 1& viém phéi, viém thuc quan, khd
da déu cé xu hudng gidam hon & nhém bénh
nhan diéu tri phac d6 PeC so vdi 6 nhém diéu tri
EP, nhung khac biét khéng cd y nghia thong ké.
Két qua nay tuong tu két qua cua nghién clu
PROCLAIM [5]. Ca hai phac d6 trong nghién cltu
déu cb két hdp vdi Cisplatin. Tuy vay, tac dung
phu trén than déu khong xay ra & ca hai nhém.
Ty 1€ non va budn nén & nhém EP la 72%, cao
han so vdi nhdm PeC (51,6%), nhung khac biét
khong c6 y nghia thong ké. Mét la tac dung phu
rat thudng gap cla hoa xa tri dong thdi. Trong
nghién cru cta ching toi, ty 1€ bénh nhan mét &
nhém dung phac d6 PeC la 51,6%, giam co y
ngghia thong ké so véi phac d6 EP (84%) vdéi
p=0,02. Nhan dinh nay hét siic quan trong khi
ap dung vao thuc t€, lua chon phac d6 hoa chat
thich hgp véi thé trang bénh nhan. Céc tac dung
khong mong mudn trén hé tao huyét & trong
nghién cu cla ching t6i gap ha huyét sac tg,
ha bach cau trung tinh va ha tiéu cau. Ty 1& gdp
3 tac dung phu nay doi véi phac do EP la 76%,
84% va 28%. Ha huyét sic t6 va ha ti€u cu chu
yéu gap & do 1 va 2, nhung ha bach cau trung
tinh d6 3 gdp vGi ty I€ la 16%, c6 1 bénh nhan
ha d6 4. O nhdm bénh nhan dung phac do PeC,
ty 1& ha huyét sdc t6, ha bach cau trung tinh va
ha tiéu cdu tuong Ung la 51,6%, 41,9% va
12,9%; cac doc tinh thudng & do 1-2; ha bach
cau trung tinh d6 3 chiém ty Ié thap (6,5%), co 2
bénh nhan ha bach cdu d6 4. So sanh gilra hai
phac do chung toi thdy doc tinh huyét hoc cla
phac do PeC thdp han, dac biét giam ty 1€ ha
huyét sc t6 va bach cau trung tinh so vdi phac
dd EP c6 y nghia thong ké. Trong nghién cliu
PROCLAIM, ty |&é ha bach cau cta phac do PeC la
24,4% giam cd y nghia thdng ké so vdi 44,5%
cla phac do EP. Bén canh dd, cac doc tinh do 3-
4 clia phac d6 PeC cling gidam han dang ké so Vi
phéc db EP (64,0% so véi 76,8%, p=0,001), cho
thdy PeC la phac d6 dung nap t6t han EP khi két
hgp dong thdi vai tia xa.

V. KET LUAN
Sau khi nghién c(tu ung thu biéu md tuyén phdi
giai doan III diéu tri bang hoa xa tri dong thaoi tai

Bénh vién K chuiing t6i rdt ra cac két luan sau:

- Ty |1& ha huyét sic t6, ha bach cau trung
tinh va ha tiéu cau clia phac d6 EP va PeC tudng
ung la 76%, 84% va 28% va 51,6%, 41,9% va
12,9%

- Ty Ié ha bach cau trung tinh do 3-4 cua
phéac d6 EP va PeC tuong ('ng la 18% va 13%

- Ty 1é ha huyét sic t& va ha bach ciu trung
tinh cta phac do PeC thap han cé y nghia théng
ké so vdi EP

- Ty 1& viém phdi, viém thuc quan va khd da
cla hai phac do lan luct la 22%, 66% va 62%
véi EP va 16,1%, 48,4% va 45,1% véi PeC

- Ty |é mét moi clia phac do PeC 51,6% thap
hon ¢é y nghia so v&i phac do EP la 84%

- Ty |é n6n va budn non & EP la 72%, PeC la
51,6%

- Tang men gan dudi 10 % va khong cd bénh
nhan nao suy than & ca hai nhom
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