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DANH GIA KET QUA PIEU TRI PEMETREXED BUG'C 2
TRONG UNG THU BIEU MO TUYEN CUA PHOI GIAI POAN IV

Lé Thi Van Anh’, Nguyén Thi Thai Hoa%, Nguyén Vin Hiéu!

TOM TAT

Muc tiéu: banh gla thdl gian s6ng them bénh
khong tién trién (PFS) va cac tac dung phu cla phac
do Pemetrexed bugc 2 trén bénh nhan ung thur bi€u
mo tuyén cla ph0| giai doan 1V tai Bénh vién K tu’
thang 1/2017 dén thang 8/2021. DOi tuong va
phuang phap: Hoi citu két hgp tién Cu’u co theo doi
doc trén33 bénh nhan ung thu biu mé tuyén cla ph0|
giai doan IV dudc diéu tri Pemetrexed sau tién trién
hoa tri budc 1 bd doi cd platlnum Két qua: Trung vi
s6ng thém bénh khdng tién trién 1a 3.4 thang. Phan
tich der| nhém cho thay trung vi PFSkhong khac nhau
gilta cc phan nhém tuGi va gldl (p=0.198 va p=0.283
> 0.05). Trung vi PFS cla nhém cd thé trang
ECOG=0-1 cao hon nhém ECOG=2, khac biét c6 y
nghia théng ké (p=0.029). Thudc dung nap t6t. Poc
tinh chd yéu gom thi€u mau, tang men gan, mét moi,
va budn nén déu & mirc do I, II. Khong ghi nhan doc
tinh @6 III, IV. K&t luan: Phac do Pemetrexed budc 2
la lua chon diéu tri phu hdp, hiéu qua vdi dir Ileu doc
t|nh an toan cho bénh nhan ung thu biéu mo tuyen
clia phdi sau that bai héa chat budc 1 bd ddi cob
platinum.

Tor khoa. Ung thu biéu md tuyen cla phéi, diéu
tri budc 2, s6ng thém bénh khéng tién trién.

SUMMARY
EVALUATION OF THE TREATMENT
OUTCOMES OF PEMETREXED IN SECOND-
LINE TREATMENT OF LUNG

ADENOCARCINOMA STAGE 1V

Objective: To evaluateprogression-free survival
and side effects of Pemetrexed in second-line
treatment of patients with lung adenocarcinoma stage
IV at K hospital from January 2017 to August 2021.
Methods: Combined retrospective and
prospectivelongitudinal study in 33 patients with lung
adenocarcinoma stage IV treated with Pemetrexed
after progression on platinum-containing first-line
chemotherapy. Results: Median progression-free
survival was 3.4 months. There were no significant
differences in median PFS between subgroups in
terms of age and sex. The median PFS of patients with
better performance status (ECOG) was superior
compared to those with poorer ECOG (p=0.029) .
Toxicity: The regimen was well tolerated. The most
common  toxicities were  anemia, elevated
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transaminases, fatigue, and nausea which all at grade
1-2 toxicity. No patients experienced grade 3-4
toxicity. Conclusion: Pemetrexed is an reasonable,
effective, and safe optionfor the second-line treatment
of metastatic lung adenocarcinoma priorly treated with
platinum-containing chemotherapy.
Keywords: Lung adenocarcinoma,
treatment, progression-free survival.

I. DAT VAN PE

Ung thu phéi (UTP) 1a bénh Iy &c tinh thudng
gap va la nguyén nhan gay tif vong hang dau do
ung thu trén pham vi toan cau. Theo Globocan
2018, tai Viét Nam, UTP ding hang th(r 2 chi sau
ung thu gan vdi tdng s6 ca mdi mac va tr vong
lan Iugt 1a 23667 (14.4%) va 20710 (18.0%).
Tién lugng s6ng thém cua UTP van con rat han
ché, s6 bénh nhan UTP dat dugc thdi gian séng
thém tir 5 nam tré lén chi khoang 19% [1], [2],
[3]. UTP dudgc chia thanh 2 nhém: UTP t€ bao
nhd va UTP khong t€ bao nhé (UTPKTBN). Ung
thu biéu md tuyén cia phdi (UTBMTP) thudc
nhom UTPKTBN la tuyp thuGng gap nhat, chi€ém
38.5% s0 truang hgp UTP [4].

Mac du khoa hoc da co nhiéu tién bd trong
phat hién va chan dodn sém UTP, nhung da
phan bénh nhan tai thdi diém chan doan da &
giai doan muon, co di can xa. Khi do, rao can vé
génh ndng u, thé trang va tudi tac khién viéc
diéu tri gdp nhiéu kho khan. Trong su6t thap ky
qua, nhitg nd Iuc khéng ngirng dat radé tim ra
cac thu6c mdi, cac tuan tu diéu tri nham cai
thién két qué song thém cho bénh nhan
UTPKTBN giai doan di can. Két qua cai thién
dang k& nhat phai ké dén su ra dSi cla cac
thuGc diéu tri dich, tuy nhién chi danh cho phan
nhd nhom bénh nhan cd dot bién EGFR nhay
thudc hodc tai t6 hop gen ALK. DSi v8i nhém
khdng cd hodc khong rd tinh trang dot bién, liéu
phap mién dich don thuan hodc phdi hgp hoa
chat cling dem lai nhiig két quaky vong. Tuy
vay, hoa chat van la diéu tri cd ban do tinh cd
san cung nhu' chi phi diéu tri b&nh nhan cé thé
ti€p can dugc [5].

Diéu tri budc 2 UTPKTBN giai doan di can sau
khi tién trién vai hda tri budc 1 1a can thiét dé
gidp kéo dai thdi gian s6ng thém cho bénh nhan.
O budc nay, thé trang bénh nhan da kém di
nhiéu do trai qua nhiéu chu ky diéu tri trudc do,
nén muc tiéu la lva chon cac thubc vira co hiéu
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qua, dung nap tét va it doc tinh tich Idy.
Pemetrexed- mot thudc khang ung thu' nhom
folate ap dung v8i nhom UTPKTBN khong vay,
da cho thé’y vai tro trong diéu tri budc 2 nhg
hiéu qua diéu tri, doc tinh thap va tién Igi khi st
dung. Nghién cu ngau nhién pha III cua
Hannah (2004) va Pujol (2007) so sanh d6i dau
Pemetrexed va Docetaxel trong diéu tri budc 2
cho thady hiéu qua tuong duong vé thdi gian
song thém gilta 2 thudc, nhung doéc tinh do
Pemetrexed dé quan ly han Docetaxel [6], [7].

Tai bénh vién K, viéc diéu tri Pemetrexed don
tri budc 2 cho ung thu bi€u md tuyén cta phdi
sau tién trién hoa chat budc 1 da dudc ap dung
trong nhitng ndm gan day. Tuy nhién tai Viét
Nam, con it dit liéu danh gia tinh hiéu qua va
mUc do an toan clia phac d6 nay. Vi vay, ching
t6i ti€n hanh nghién clru nay nhdm 2 muc tiéu:

1. Banh gia thoi gian séng thém bénh khdng
tién trién cua phac do Pemetrexed budc 2 trén

bénh nhén ung thu biéu mé tuyén cua phdi giai

doan 1V
2. Nhdén xét mot sé tac dung phu khong
mong muén cua phac do

Il. BOI TUQNG VA PHU'ONG PHAP NGHIEN CU'U

2.1 PG6i tugng nghién ciru. Gom 33 bénh
nhan UTBMTP giai doan IV tién trién sau diéu tri
hda chét budc 1, dudc diéu tri bang Pemetrexed
budc 2 tUr thang 1/2017 dén thang 8/2021 tai
Bénh vién K.

Tiéu chudn lua chon:

Ch&n doan md bénh hoc la ung thu bi€u md
tuyén clia phai.

Khong cé hodc khong biét tinh trang dot bién
EGFR hodc ALK.

Bénh nhan dugc chan doan ung thu biéu mé
tuyén cla phdi giai doan IV tién trién sau hda tri
budc 1 bd doi co platinum va dugc diéu tri budc
2 bang Pemetrexed, t6i thi€u 2 dot.

Chi s0 toan trang ECOG 0-2.

Khéng mac bénh ung thu khac.

Chlc nang gan, than, tdy xudng trong gidi
han cho phép héa tri.

Cé it nhét 1 tén thuang dich do dugc d€ danh
gia dap Ung theo tiéu chuin RECIST.

Bénh nhan cé ho sd bénh an theo doi day dua
thong tin

Tiéu chuan loai trur:

Trude do da diéu tri Pemetrexed.

Bd dd diéu tri hoac khong theo ding phac do
diéu tri vi ly do khéng phai chuyén mon.

C6 tinh trang tran dich mang phdi hodc di cin
ndo khdng kiém soat dugc.

Khdng cd ho so luu trir day du.

2.2 Phucong phap nghién clru:

Thiét ké nghién clru:Mo ta hoi ciu két hgp
ti€én cltu, co theo doi doc.

Thu_thdp thong tin: Thu thap thong tin
theo mau bénh an nghién cru théng nhat, dua
trén thong tin hoi clu tor bénh an luu tri.

Cac budc tién hanh:chon mau thuan tién.

- Thu thap thong tin chung va ghi nhan dac
diém LS, CLS trudc diéu tri Pemetrexed.

- Piéu tri, danh gid dap ('ng khach quan tén
thuong theo tiéu chuan RECIST.

- Banh gid doc tinh cla phac do theo tiéu
chudn CTCAE v4.0.

2.3 Phan tich va xur ly s6 liéu: Cac thong
tin thu thap dugc ma hoda va x{r ly trén phan
mém SPSS 20.0, phan tich thgi gian sdng thém
theo phuang phap Kaplan-Meier.

2.4 DPao dirc nghlen cru: Phac d6 cd trong
hudng dan diéu tri UTP ctia BO Y Té.

Bénh nhan tu nguyén tham gia nghién clu.

Il. KET QUA NGHIEN cU'U
Bang 1. Bic diém bénh nhén

n %

Gioi: Nam 27 81.8
N 6 18.2

Nhém tudi: < 49 5 15.2
50-59 12 36.4

> 60 16 48.5

ECOG: 0-1 27 81.8
2 6 18.2

Nhan xét: Tudi mac bénh trung binh 58.3 +
7.6, tudi thap nhéat 42 va tudi cao nhéat 75 tudi.

Tubi cang cao nguy cd mac bénh cang cao.
Nhém > 60 tudi chiém ty Ié mac cao nhat la 48.5%
trong khi nhdm < 49 tudi chi chiém 15.2%.

UTP la bénh ly gap cht yéu & nam gigi (ty 1€
nam/nir = 4.5/1).

Phan I6n bénh nhan cé chi s toan trang
ECOG tir 0-1, chiém ty € 81.8%.

Bang 2. Vj tri di can

Vi tri n %

Phoi 12 36.4

Xuong 15 45.5

Mang phdi 12 36.4

Gan 4 12.1

Nao 3 9.1

Thugng than 2 6.1
Khac (hach c6, phan

mém, hach nach..) / 21.2

S4 vi tri di can
Di can 1 vi tri 9 27.3
Di can > 2 vi tri 24 72.7
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Nhdn xét: Trong cac vi tri di cdn, xudng,
ph6i va mang phoi gap pho bién nhat, chiém ty
|€ lan lugt la 45.5%, 36.4% va 36.4%. Da phan
bénh nhan da di can nhiéu vi tri, s6 bénh nhan
cb tong vi tri di can = 2 chiém 72.7%.

1

Biéu db 1. Két qua séng thém bénh khdng tién trién

Nh3n xét: Nhitng bénh nhan ung thu biéu
mo tuyén cla phéi giai doan IV tién trién budc 1
dudc diéu tri bdng Pemetrexed dan tri budc 2 ¢
trung vi thdi gian song thém bénh khong ti€n
trién 1a 3.4 £ 0.7 thang, thap nhét 13 1.37 thang
va cao nhat la 10.37 thang.
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Biéu db 2. S6ng thém bénh khdng tién trién
theo gidi
Nh3n xét: Trung vi thGi gian song thém
bénh khéng tién trién & nam la 3.376 + 0.759; &

theng)

nir la 3.033 £ 0.674. Su khac biét khéng cé y
nghia thong ké (p=0.283).

Biéu do 3. S6ng thém bénh khéng tién trién
theo chi s6 toan trang ECOG PS

R
¢ |

Thcr

i seicnt (thiirig)

Nhan xét: Trung vi song thém bénh khong
tién trién & nhdm bénh nhan ECOG 0-1 la 3.833
+ 0.693 thang cao han nhom ECOG 2 la 1.967 +
0.408 thang. Sy khac biét cé y nghia théng ké
(p=0.029<0.05).
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Biéu do 4. S6ng thém bénh khidng tién trién
theo nhom tudi
Nhdn xét: Trung vi song thém bénh khong
tién trién & nhdm < 60 tudi la 2.733 + 0.755 thang
va nhdm > 60 tudi la 3.367 + 1.39 thang. Su’ khac
biét khong cd y nghia thdng ké (p=0.198)

Bang 3. Tac dung khéng mong mudn

Poc tinh PO 1 Do I1 Do III Do IV DoV
(n=144) n % n % n % n % n %
Thi€u mau (Hb) 22 15.3 1 0.7 0 0 0 0 0 0
Ha bach cau 1 0.7 0 0 0 0 0 0 0 0
Ha bach cau TT 0 0 0 0 0 0 0 0 0 0
Ha tiéu cau 0 0 0 0 0 0 0 0 0 0
Tang men gan 32 22.2 3 2.1 0 0 0 0 0 0
Tang creatinin 1 0.7 0 0 0 0 0 0 0 0
Mét moéi (n=33) 7 21.2 3 9.1 0 0 0 0 0 0
Budn non (n=33) 7 21.2 1 3 0 0 0 0 0 0
Non (n=33) 4 12.1 0 0 0 0 0 0 0 0
Tiéu chay (n=33) 2 6.1 0 0 0 0 0 0 0 0

Nhan xét: Trén hé huyét hoc: doc tinh thi€u
mau ghi nhan 16% ha d6 I, II, khong cé bénh
nhan nao thi€u mau tir d6 III tr§ Ién. Cac doc
tinh v& ha bach cau, bach cau trung tinh va tiéu
cau khéng dang ké.

Chirc nang gan than: trong 144 chu ky, cd
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24.3% xuat hién tang men gan d6 I, II. Chdc
nang than it bi anh hudng.

Trong s6 33 bénh nhan, mét médi va budn nén
kha thudng gap. 30.3% bénh nhan mét moi mic
do I, II va 24.2% bénh nhan bubn nén mdc do
1, 1L
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IV. BAN LUAN

4.1 Pic diém bénh nhéan. Trong s§ 33
bénh nhan nghién cilu cta chdng t6i, ty 1€ mac
UTP téng dan theo tudi. Nhdm=> 60 tudi chiém ty
Ié mac cao nhat 48.5%.Bénh chl yéu hay gip &
nam gidi. K&t qua nay phu hgp vdéi nhiéu nghién
ctu trudc day vé UTP [6], [8].

Viéc danh gia chi s6 toan trang trugc diéu tri la
quan trong dé xac dinh bénh nhan nao du kha
nang ti€p nhan diéu tri hda chat. Theo hudng dan
clia NCCN, nhitng bénh nhén c6 diém ECOG PS <
2 hodc KPS > 60% cé thé dudgc chi dinh diéu tri
hda chat. Trong nghién clru cla ching t6i, hau
hét bénh nhan cé chi s6 ECOG PS tir 0-1, chiém
81.8%. SO bénh nhan ECOG 2 chiém 18.2%.

4.2 Vi tri di can . Vi tri di can hay gdp nhéat
la & xuong, phdi, mang phéi. Pa phan bénh
nhan da di can nhiéu vj tri, s bénh nhan cé téng
vi tri di cdn = 2 chiém 72.7%. Diéu nay phu hgp
v@i tinh trang bénh & giai doan mudn da that bai
vGi liéu phap diéu tri trudc do, dong thdi cling
cho thdy su phic tap cla bénh va ganh nang
can phai tim ra phuang an diéu tri phu hagp.

4.3 Két qua diéu tri. Trung vi PFS trong
nghién cru clia chdng t6i la 3.4 thang. Khi danh
gid két qua diéu tri Docetaxel budc 2, nghién
cu cta Tran Nguyén Bao (2014) cho két qua
PFS trung binh la 5.7 thang; Trén thé gidi,
nghién cdu ngau nhién pha III cta Hanna va
cong su’ (2004) so sanh d6i dau két qua diéu tri
cla Pemetrexed va Docetaxel budc 2sau that bai
hoa chat trudc do cho thdy trung vi PFS tugng
duong nhau 2.9 thang [6], [7]. Ly giai cho két
qua séng thém bénh khéng tién trién trong
nghién clfu cta ching t6i thap hon cua tac gia
Tran Nguyén Bao (2004) va Nguyen Thi Huong
(2019) la do nhdm bénh nhan trong nghién clu
cla chdng toi chi bao gom bénh nhan & giai
doan 1V, da di can nhiéu vi tri va téi gan 20% s6
bénh nhan cé chi s6 toan trang ECOG=2; trong
khi d8, nhom bénh nhan clia 2 tac gia trén bao
gom ca giai doan III va IV, da phan di cdn 1 vi
tri va c6 thé trang tét hon (khéng cé bénh nhén
nao ECOG PS = 2) [9]. K&t qua cla chdng toi
cao hon mot chit so véi két qua trong nghién
cllu clia Hanna (2019), c6 thé do trong nghién
clru clia Hanna, thdi diém déanh gid dap Ung diéu
tri nghiém ngat han, bénh nhan theo doi va giam
sat chat ché nén sé6m phat hién dugc tinh trang
bénh tién trién.

Khi phan tich dugi nhém, trung vi PFS khéng
khac biét gilta nam va nir, gilta bénh nhan < 60
tudi va > 60 tudi (p=0.198 va p=0.283 > 0.05).
Tuy nhién, két qua nay & nhdm bénh nhan cé

thé trang t6t hon (ECOG=0-1) cao hon cb y
nghia véi nhdm bénh nhan cd thé trang kém
(ECOG=2) (p=0.029). Bénh nhan c6 thé trang
tt hon lién quan dang k& dén viéc téng dung
nap hda chat, lieu dugdc st dung téi da, doc tinh
cling ¢ thé thap hon vi vay gilp cai thién dugc PFS.

4.4 Tac dung phu khong mong mudn.
Poc tinh trén hé huyét hoc, gan than chu yéu
gom thi€u mau, tang men gan vdi ty 1€ [an lugt
la 16% va 24.3% muc do I-II. Khong ghi nhan
trudng hgp nao do III, IV. Nghién clu cla
Nguyén Thi Huong (2019) cho thay doc tinh
thi€u mau (ha Hb) va ha bach cau trong diéu tri
Docetaxel budc 2 la 24.8% va 28.9%. Ty Ié nay
cao han trong nghién cltu cla chdng toi. biéu
nay phu hgp véi cac so sanh déi dau 2 thudc
diéu tri budc 2 Docetaxel va Pemetrexed trén thé
gidi, Pemetrexed cé di liéu doc tinh an toan han
Docetaxel [6], [7]. Ty |é tang men gan trong
nghién c(u cla chldng t6i cao hon cac nghién
ctru vé diéu tri Pemetrexed don tri khac [5], [6],
[7]. Tuy nhién hau hét bénh nhan gap phai tinh
trang tdng men gan trong nghién ctfu cta ching
t6i déu cd lién quan tdi di can gan va bénh ly
viém gan di kem. Cé 2 bénh nhan trong s6 dé
phai tri hoan diéu tri hda chat 1 tuan, nhung sau
do ti€p tuc diéu tri binh thudng.

Trong cac doc tinh ngoai hé huyét hoc, gan
than, ty I& bénh nhan gap phai mét moi, bubn
non khi diéu tri Pemetrexed thuGng gdap nhat.
Tuy nhién chi & mic do nhe, khong dang lo ngai.

V. KET LUAN

Qua nghién clru 33 bénh nhan ung thu biéu
md tuyén cla phSi dugc diéu tri phac dd
Pemetrexed sau tién trién vai hda chat budc 1 tai
Bénh vién K tur thang 1/2017 dén thang 8/2021,
chuing t6i rat ra mot s6 két luan sau:

Trung vi PFS la 3.4 thang.

Trung vi PFS khéng khac biét vé gidi va tudi,
nhung cao han cé y nghia & nhdm cd thé trang
tot (ECOG=0-1) so v&i nhdm cd thé trang kém
hon (ECOG=2) (p=0.029).

Thudc dung nap tot, doc tinh trén hé huyét
hoc va gan than chu yéu gom thi€u mau, tang
men gan. Doc tinh ngoai ra hay gap la mét moi,
bubn non. Tat ca déu dugdc ghi nhan & mirc do
nhe (d6 I, II).
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TINH TRANG CANG THANG CUA NHAN VIEN Y TE
TAIMOT SO BENH VIEN PIEU TRI BENH NHAN COVID-19
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TOM TAT

bat van dé: Nhan vién y té la doi tugng ti€p xuc
truc ti€p vdi cam xuc tiéu cyc & mirc do cao dudng
nhu' 1am tang nguy cd dan dén hau qua lau dai nhu
cang thang tha phat cac trleu chl.rng tram cam hodc
kiét strc nghé nghlep V@i cac két qua bat Igi den chat
Ierng cham sdc SLI’C khoe. Muc tleu Panh g|a murc
dd cang thdng cua nhan vién y té€ va mot sO yéu t6
lién quan tai mot s& bénh vién diéu tri bénh nhan
COVID-19 tai thanh phé HO6 Chi Minh nam 2021.
Phuong phap: Thiét ké nghién ciu md ta cat ngang
derc thuc hién trén 244 nhan vién y té€ tai 12 bénh
vién, cG sG y té€ tuyen dau dleu tri COVID-19 tai thanh
phd HO6 Chi Minh. Str dung cau phan cdng thang tir
thang do Tram cam — Lo au - cang thdng (DASS-21)
dé danh gia mdrc dd cing thang cla nhan vién y té.
Két qua Trong 244 nhan vién y t€ tham gia nghién
clru, ty 1€ c6 tinh trang cang thang la 80 3%, trong do
ty Ie ¢ cang thdng & muc dd rat ning, nang, vlra va
nhe lan lugt la: 12,3%, 27, ,9%, 22, 5% va 17,6%.
Phan tich hdi quy Ioglst|c cho thay c6 2 yeu to lién
quan dén tinh trang cang thang & nhén vién y t&€ bao
gom: truc ti€p tham gia diéu tri bénh nhan COVID-19
(OR=2,14, 95%CI: 1,01 - 4,53; p<0,05) va thudng
xuyén chiu ap luc tir cap trén trong cong viéc (OR=
7,05; 95%CI: 1,55 - 31,9; p<0,05). Két luan: Ty Ié
nhan vién y té co tinh trang cang thang rat cao. Can
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giam thai gian lam viéc va tang cudng chinh sach dam
bao an toan mdi trudng bénh vién, ddc biét quan tam
nhiéu hon cho nhan vién y te tlep xuc truc ti€p vai
bénh nhan COVID-19 tron qua tr|nh diéu tri

Tur khoa: Céng thang, nhan vién y t&, COVID-19,
thanh phd H6 Chi Minh

SUMMARY

STRESS AMONG MEDICAL WORKERS IN

SOME HOSPITALS TREATING COVID-19

PATIENTS IN HO CHI MINH CITY

Background: Medical workers are directly
exposed to high levels of negative emotions that
appear to increase the risk of long-term consequences
such as secondary stress, depressive symptoms or
burnout occupation with adverse outcomes for health
care quality. Objectives: To assess the stress level of
medical workers and its related factors at some
hospitals treating COVID-19 patients in Ho Chi Minh
City in 2021. Methods: A cross sectional study was
conducted on 244 medical workers in 12 hospitals and
frontline medical units treating COVID-19 patients in
Ho Chi Minh City from September 13 to 20, 2021.
Using the stress component of the 21-item
Depression, Anxiety and Stress Scale (DASS-21) to
assess the level of stress among healthcare workers.
Results: A total of 244 medical workers, 80.3%
experienced stress. The prevalence of stress was
found to be in the range of mild (17.6%), moderate
(22.5%), severe (29.7%), of extremely severe
(12.3%). Multivariable logistic regression model
showed that directly treating COVID-19 patients
(OR=2.14, 95%CI: 1.01 - 4.53; p<0.05) and often
under pressure from superiors at work (OR = 7.05;
95%CI: 1.55 - 31.9; p<0.05) were associated with
stress. Conclusion: The prevalence of stress among
medical workers was very high. It is necessary to
reduce working time and strengthen special policies to
ensure the highest level of safety in hospital
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