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TY LE TIEU CHAY VA CAC YEU TO LIEN QUAN TRONG PIEU TRI UNG
THU PHOI KHONG TE BAO NHO CO POT BIEN EGFR BANG THUOC

U'C CHE TYROSINE KYNASE TAI BENH VIEN UNG BUOU NGHE AN

TOM TAT

Muc tiéu: Chung t6i tién hanh nghién clru nay
nham xac dinh ti 1& tiéu chay va cac yéu tb lién
quan sau st dung EGFR TKiIs trong diéu tri ung
thw phdi khong t& bao nhd giai doan IV tai Bénh
Vién Ung Bwéu Nghé An.

Phwong phap: Nghién ctru mé t& hdi ctru trén
105 bénh nhan ung thw phdi khéng té bao nhé giai
doan IV dwoc didu tri bang thuéc EGFR TKis tai
Bénh Vién Ung Buwdu Nghé An tir thang 2/2021
dén thang 2/2023.

Két qua: Tudi trung binh 14 65,3; phan I&n 1a nhém
tudi = 60 (chiém 71,4%), nir gi¢i chiém ty 1& 54,3%,
khéng hut thubc 14 56,2%, md bénh hoc chi yéu |a
Carcinoma tuyén (86,7%). Ty lé tiéu chdy chung
khi dung EGFR TKis 1a 26,7%, trong dé cha yéu la
tiéu chay dé 1 va do 2 chiém 14,3 % va 10,5%, cd
2 trudng hop tiéu chay do 3 chiém 1,9%. Tiéu chay
gdp ty & cao nhat & nhom st dung Afatinib (56,3%)
va thap nhat & nhém st dung Gefitinib (6,7%)

Két luan: Tiéu chay 1a tac dung phu thworng gdp
trén bénh nhan s dung thuéc EGFR TKis. Afatinib
la thudc gay tiéu chay ty 1& cao nhat so véi cac
thuéc EGFR TKI khac.

T khéa: Ung thu phéi khéng té bao nhé, EGFR
TKI, tiéu chay

DIARRHEA RATE AND RELATED FACTORS
IN THE TREATMENT OF EGFR MUTANT NON-
SMALL CELL LUNG CANCER WITH TYROSINE
KINASE INHIBITORS AT NGHE AN ONCOLOGY
HOSPITAL

ABSTRACT

Objective: We conducted this study to determine
the rate of diarrhea and related factors after using

EGFR TKiIs in the treatment of stage IV non-small
cell lung cancer at Nghe An Oncology Hospital.
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Method: A retrospective descriptive study on

105 stages IV non-small cell lung cancer patients

treated with EGFR TKIs at Nghe An Oncology
Hospital from February 2021 to February 2023.

Results: The mean age is 65.3; most of them
are = 60 years old (accounting for 71.4%), females
accounted for 54.3%, non-smokers 56.2%,
histopathology is mainly adenocarcinoma (86.7%).
The overall rate of diarrhea when using EGFR TKiIs
was 26.7%, of which mainly grade 1 and grade 2
diarrhea accounted for 14.3% and 10.5%, and 2
cases of grade 3 diarrhea accounted for 1.9%.
Diarrhea was highest in the Afatinib group (56.3%)
and lowest in the Gefinib group (6.7%).

Conclusion: Diarrhea is a common side effect in
patients using EGFR TKis. Afatinib is the drug that
causes the highest rate of diarrhea compared to
other EGFR TKI drugs.

Keywords: Non-small cell lung cancer, EGFR
TKI, diarrhea

I. DAT VAN BE

Ung thw phdi Ia mét trong nhitng nguyén nhan
gay t&r vong hang dau do bénh ly &c tinh trén toan
cau. Theo GLOBOCAN 2020, tai Viét Nam, ung
thw phdi dirng thir 2 vé ca ty 1&é méc va ty & to
vong do ung thw [1]. Khodng 80% bénh nhan ung
thw phdi tai Viét Nam duwoc chan doan tai thoi diém
bénh da & giai doan di can xa.

Diéu tri ung thw phdi giai doan di c&n chu yéu la
diéu tri toan than va thwdng cé tién lwong kha kém.
Trong thi gian gan day, viéc diéu tri ung thw phdi
khong té& bao nhé giai doan muédn da cé nhiéu tién
bd rd rét véi nhiéu phwong phap méi nhw liéu phap
mién dich va d&c biét 1a diéu tri nhadm dich.

Dot bién EGFR hién doéng vai trd quan trong va
dwoc nghién ctvu nhidu nhét véi cac thude khang
EGFR tyrosine kinase (TKIs). Trén thé gi¢i cac
thuéc EGFR TKls da chirng minh dwoc hiéu qua
diéu tri cao va it tac dung phu hon khi so sanh
v&i hoa tri liéu théng qua nhiéu nghién ctu nhw
ENSURE, AURTAC, LUX LUNG 3, FLAURA... Céac
thudc EGFR TKls diéu tri phd bién hién nay bao
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gdm thudc thé hé 1 (Erlotinib, Gefitinib), thé hé 2
(Afatinib), thuéc thé hé 3 (Osimertinib). Trong cac
nghién ctru véi cac thube diéu tri EGFR TKis, cac
tac dung khéng mong muén thwdng gap la néi ban
da, viém moéng, viém niém mac miéng, tiéu chay.
Trong d6 tiéu chay gap véi ty & kha cao, chiém ty
|é dao dong tlr 18-95% bénh nhan & cac mirc do
2].

Tai bénh vién Ung Budu Nghé An, diéu tri ung
thw phdi bang liéu phap nham trang dich da dwoc
st dung tlr nhiéu n&m nay. Tiéu chay la mét trong
nhirtng tac dung khéng mong mudn thwong gap
va lam &nh huwéng dén hiéu qua diéu tri cling nhw
chét lwgng séng cta bénh nhan nhung chuwa co
nghién clru nao danh gia vé tac dung khéng mong
mudn nay trén dbi twong bénh nhan s dung thubc
EGFR TKis. Vi vay chung t tién hanh nghién ctu
dé tai: “Ty |& tiéu chay va céac yéu tb lién quan trong
diéu tri ung thw phdi khong té bao nhd cé dét bién
EGFR bang thuéc trc ché tyrosine kynase tai bénh
vién Ung buwéu Nghé An” véi muc tiéu: Xac dinh ti
l& tiéu chay va cac yéu tb lién quan sau s dung
EGFR TKis trong diéu tri ung thw phdi khéng té bao
nhé giai doan IV tai Bénh Vién Ung Budu Nghé
An.”

II. POl TUONG VA PHUONG PHAP
NGHIEN CcUU

2.1. D6i twong nghién ctru: Gdm 105 bénh
nhan ung thw phdi khéng té bao nhé giai doan IV
dwoc diéu tri EGFR TKis tai Bénh Vién Ung Buéu
Nghé An tir thang 2/2021 dén thang 2/2023

* Tiéu chuan lwa chon

- Bénh nhan dwoc chan doan xac dinh Ung thw
phoi khéng té bao nhé giai doan IV ¢ dot bién gen
EGFR.

- Puoc diéu tri bang thuéc EGFR TKls

- Tubi > 18

- Bénh nhan y ddng tham gia nghién ctu

- Bénh nhan cé kha nang hiéu dé tham gia
nghién ctru

- C6 hd so theo dbi day du

* Tiéu chuan loai trir

Bénh nhan mac dong thdi bénh ung thw khac

Bénh nhan khong déng y tham gia nghién ciru

2.2. Phuwong phap nghién ctru

Thiét ké nghién ciru: Nghién clru mo ta cét
ngang

* C& mau nghién ctru

C& mau duoc tinh theo cdng thirc wéc tinh 1 ty
Ié v&i do chinh xac tuyét déi ctia WHO.

Chung t6i st dung mirc y nghia 0,05, d0 chinh
xac tuyét déi 0,1 va gia thuyét rang ty lé tiéu chay
sau diéu tri EGFR TKI la 50%. Téng cdng c6 105
bénh nhan ung thw phdi khéng t& bao nhd diéu tri
EGFR TKI dwgc chuang téi dwa vao phan tich.

Chon mau: Chon mau ngau nhién don

2.3. Cac bwérc tién hanh

Bénh nhan chan doan ung thw phéi giai doan
IV dwoc diéu tri bang EGFR TKis, Iwa chon bénh
nhan vao doi twong nghién ctru. Ghi nhan mét so
dac diém veé: tudi, tinh trang hut thudc, thé trang
theo thang diem ECOG, gidi tinh, thuoc st dung

Danh gia mc do tiéu chay theo phan d6 cla
Vién Ung thwr Quoc gia Hoa Ky (CTCAE 5.0)

D6 1: <4 1an/24h

D6 2: 4-6 14n/24h

Do 3: > 7 1an/24h, dai tién khong kiém soat dwoc

Do 4: >10 1an/24h, phan ¢ mau, de doa tinh
mang, can cham séc dac biét

Xac dinh ti 1é tiéu chay sau diéu tri EGFR TKls

Xac dinh méi lién quan cla tinh trang tiéu chay
V@i cac yéu to

* Xtr ly s liéu

S6 liéu dwoc nhap va xi ly bang phan mém
SPSS 25.0. Str dung théng ké mé ta, tinh tan suét
ty & v&i bién dinh tinh, gia tri trung binh v&i bién
dinh lwong. Kiém dinh khac biét bang Chi- square
hodac Fisher’s Exact.

2.4. Pao dlrc nghé nghiép

Nghién ctru c6 sy déng y clia hdi ddng khoa hoc
bénh vién va suw tw nguyén ciia bénh nhan.

Két qua nghién cru sé dwoc phan hdi cho co sé&
nghién ctru va doi twong nghién clru.

Danh sach bénh nhan khéong néu tén.

Nghién ctru chi phuc vu strc khde bénh nhan,
khéng cé muc dich nao khac
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ll. KET QUA NGHIEN C(rU
Dic diém nhém bénh nhan nghién ctru
Béang 1. Bac diém bénh nhan nghién cteu theo cédc yéu té
DPic diém bénh nhan S6 lwong (%)
Tuéi TB 65,3+9,9

Nhom tudi (nam)

<60 30 (28,6)
260 75 (71,4)
Gioi
Nam 48 (45,7)
N 57 (54,3)
Huat thubc 14
Co 46 (43,8)
Khong 59 (56,2)
Mo bénh hoc
Carcinoma tuyén 91 (86,7)
Khac 14 (13,3)
PS ECOG

0 21 (20,0)
1 72 (68,6)

2 10 (9,5)

3 2(1,9)

Thubéc diéu tri

Erlotinib 33(31,4)
Gefitinib 30 (28,6)
Afatinib 32 (30,5)
Osimertinib 10 (9,5)

Ghi cha: PS ECOG: Performance status (chi sé toan trang theo Eastern Cooperative Oncology Group)

Nhan xét: Bang 1 trinh bay dac diém bénh nhan nhém nghién ctru theo cac yéu tb. Tudi trung binh la
65,3 tudi, trong d6 nhom tudi = 60 chiém da sb v&i 71,4%; ni gidi chiém 54,3%; Da phan bénh nhan cé
chi sé toan trang PS=1 v&i 68,6%; ty 1& bénh nhan khéng hut thuéc 14 cao hon chiém 56,2%; M6 bénh
hoc chi yéu Ia carcinoma tuyén véi 86,7%. Bénh nhan chi yéu s dung thuéc TKls thé hé 1, 2.

Ty |é tiéu chdy sau dung EGFR

®Khéng tiéu chay DPs1 ~DPs2 2Ds3

Biéu dé 1. Tan suat va mure d6 tiéu chay
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Nhan xét: Biéu db 1 cho biét ty 1& tiéu chdy chung |a 26,7%, trong do6 tiéu chay do 1 chiém 14,3%, do
212 10,5%, c6 1,9 % tiéu chady dd 3 va khdng cé trwong hop nao tiéu chay do 4

Béang 2. Ty Ié tiéu chdy sau dung EGFR TKis theo cédc yéu té

Dic diém bénh nhan  Sé lwong (%) Giatrip
Nhoém tubi
<60 7 (23,3) 0,808
>60 21 (28,0)
Gidi
Nam 16 (33,3) 0,187
N 12 (21,1)
Hut thude 1a
Co 15 (32,6) 0,269
Khoéng 13 (22,0)
PS ECOG
0-1 22 (23,7) 0,079
2-3 6 (50)
Thubdc diéu tri
Erlotinib 5(15,2)
Gefitinib 2(6,7) <0,001
Afatinib 18 (56,3)
Osimertinib 3 (30,0)

Nhan xét: Bang 2 trinh bay ty & tiéu chdy sau dung EGFR TKI theo cac yéu t6. Nhém bénh nhan st
dung Afatinib c6 ty 18 tiéu chdy cao nhéat véi 56,3%, nhém bénh nhan st dung Gefitinib cé ty 1& tiéu chay
thap nhét v&i 6,7%, khac biét cé y nghia théng ké véi p< 0,05.

IV. BAN LUAN

Cac nghién ctu ung thw phdi khéng t& bao nhd
giai doan muén c6 doét bién EGFR thwong gap
da sb cac bénh nhan nir gii, khéng hat thubc
do ty 1& xut hién dét bién EGFR hay gap trén
nhém déi twong nay [3]particularly in tumors of
adenocarcinoma (ADC. Trong nghién clru cua
chang t6i do tudi trung binh Ia 65,3 tudi, chd yéu
la nhom tudi trén 60 tudi chiém 71,4%, trong d6
ni gioi chiém 54,3%, nhém bénh nhan khéng hut
thudc 14 chiém ty 1& cao hon véi 56,2%. Phan 16n
bénh nhan cé chi sé toan trang 1a PS 1 (chiém
68,8 %), md bénh hoc chd yéu la carcinoma tuyén
(chiém 86,7%), da phan bénh nhan dwoc diéu tri
bang thubc TKI thé hé 1,2.

Két qua nghién ctu cla chung téi phu hop véi
ghi nhan cua cac nghién clru trong va ngoai nwéc.

Nghién clru cla tac gid Sequist L.V cho két qua
tudi trung binh 1a 61,5 tudi, ty 1& nir gi¢i chiém da
s6 (63,9%), chi sb toan trang chi yéu PS=1 (chiém
60%). Hau hét cac bénh nhan cé tinh trang khong
hat thubc (67,4%) [4]mét thube chen ho ErbB chon

loc, sinh kha dung qua dwéong ubng, ngan chan
khong thé phuc héi tin hiéu tir thu thé yéu td tang
trwdng biéu bi (EGFR/ErbB1. Theo Soria J.-C, ni¥
gioi chiém 62,9%, nhédm khéng hut thube 14 chiém
ty 1& cao hon (64,2%), chi s6 toan trang chd yéu la
PS=1 (chiém 58,8%) va md bénh hoc phan 16n la
Carcinoma tuyén (98,3%) [5].

Trong nghién clru nay, ty 1é tiéu chay chung la
26,7%, trong do6 chu yéu la tiéu chay do 1 va do 2,
tiéu chay do 3 chi chiém 1,9%, khéng cé trwéng
hop nao tiéu chay dod 4. Tiéu chay la tac dung phu
thwong xay ra cta thuéc trc ché EGFR, tuy nhién
co ché gay doc tinh dén nay van chwa rd rang.
Trong cac th&r nghiém lam sang giai doan Il lién
quan dén EGFR TKis, ty 1&6 mac bénh tiéu chay
thay d6i dang ké tuy theo loai thudc va lidu lwong,
dao déng tir 18% dén 95% [2]. Mirc d tiéu chay
lién quan dén EGFR TKils thwdng tir nhe dén trung
binh [2]. Két qua nghién ctu ciing ghi nhan ty &
tiéu chdy & nhém bénh nhan st dung Erlotinib
la 15,2%, Gefitinib l1a 6,7%, Afatinib la 56,3% va
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Osimetinib la 30%. Theo nghién clru clia Sequist
L.V, ty 1é tiéu chay chung khi st¢ dung Afatinib la
95,2%, trong d6 14,4% bénh nhan mac tiéu chay
tr d6 3 tre 1én [4]mot thudc chen ho ErbB chon loc,
sinh kha dung qua dwédng udng, ngén chan khong
thé phuc héi tin hiéu tir thu thé yéu té tang trudng
biéu bi (EGFR/ErbB1, nghién ctvu cla Soria J.-C
ghi nhan ty 1é tiéu chay chung & nhém bénh nhan
st dung Osimertinib la 57,7% (trong d6 48% do |,
12,5% d0 2, va 2,1% d6 3), ty 1é tiéu chdy & nhém
str dung TKls thé hé | 1a 57,4% (trong do6 41,8%
mac do 1, 31,4% dd 2, 6,8% do 3), khéng ghi nhan
treong hop nao tiéu chay do 4 [5]. Ty & tiéu chay
trong nghién ctvu ctia chung t6i thap hon so véi cac
nghién ctru trén, két qua nay co thé 1a do sy khac
biét vé ching téc gitra cac nhém déi twong nghién
clru.

D liéu trong nghién clru ghi nhan ty 1é tiéu chay
& nhém bénh nhan = 60 tudi cao hon so vé&i nhém
< 60 tudi (28% so v&i 23,3%), tuy nhién khac biét
khéng cé y nghia théng ké véi p > 0,05. Tubi khong
duoc xac dinh 1a c6 méi lién quan dang ké véi nguy
co tiéu chay trong cac nghién clru tredc day. Tuy
nhién, méi lién hé gitra tudi gia vdi viéc gidm liéu va
ddc tinh néi chung da dwoc bao céo, tudi gia (>60
tudi) 1a mot trong yéu té duw bao doc lap dang ké vé
tiéu chay nang.

Mét phan tich tdng hop dwa trén cac thir nghiém
ldm sang I&n cla tac gid Hopkins AM va cdng s
ghi nhan gi¢i tinh ni va trong lwong co thé rat thap
la cac yéu td nguy co gay tiéu chay nang trong
diéu tri bang Afatinib, diéu nay cé thé Ia do néng
do afatinib trong huyét twong cao hon vira phai &
nhirng dbi twong nay. Trong khi d6, hau hét nhirng
ngudi co trong lweng co thé thap chi yéu la niv [6].
Tuy nhién két qua nghién ctu ctia ching t6i nhan
thay ty lé tiéu chay gdp nhiéu hon & nam (33,3%)
so vOi nlr (21,1%), mac du khac biét nay khéng co
y nghia théng ké vai p> 0,05. Diéu nay cé thé 1a do
nghién clru cGa ching t6i c& mau nhd, do vay can
c6 cac nghién ciru Ién hon dé tim hiéu gidi tinh ¢
lién quan dén tinh trang tiéu chay hay khéng. Trong
nghién clru nay nhirng bénh nhan hut thubc 1a hay
gap tiéu chay hon so v&i khong hut thuée 1a (33,3%
so v&i 22,0%), bénh nhan cé chi sé toan trang =2
co ty Ié tiéu chay cao hon (50%), tuy nhién sy khac
biét nay khéng cé y nghia théng ke.

Nghién ctru cla chung téi cling ghi nhan ty 1é tiéu
chdy khac nhau gitra cac thuéc, khac nhau nay cé
y nghia théng ké vé&i p < 0,05, trong dé Afatinib cé

ty & tiéu chay cao nhét. Mac du chwa cé nghién
clru nao so sanh ti 1& tiéu chay gitba cac nhom
thuéc EGFR TKis trong diéu tri ung thw phéi khéng
té bao nhd, nhung két qua phan tich dwa trén cac
th&r nghiém lam sang I&n da cho thay nguy co tiéu
chay & bénh nhan st dung Afatinib cao hon so v&i
céac thudc EGFR TKils khac [7]. Ty Ié tiéu chay khi
str dung Afatinib theo tac gia Sequist L.V 1a 95,2%
[4]mét thube chen ho ErbB chon loc, sinh kha dung
qua dwdng udng, ngdn chan khong thé phuc hdi tin
hiéu tlr thu thé yéu t6 tang trudng biéu bi (EGFR/
ErbB1. Trong nghién clru ctia Park K., nhém bénh
nhan st dung Afatinib gap ty 1é tiéu chay la 90%
va nhom st dung Gefitinib la 61% [8]. Nghién ctru
cula tac gia Wu Y.-L thyc hién trén nhém bénh nhan
Chau A cho két qua ty I1& tiéu chdy & bénh nhan st
dung Erlotinib 1a 45,5% [9]. Ty Ié tiéu chay & bénh
nhan st dung Osimertinib theo tac gia Soria J.-C
la 57,7% va nghién clru cla tac gid V.A. va cong
sw la 32 % [5], [10]Josimertinib, a third-generation
epidermal growth factor receptor (EGFR. Mot
phan tich téng hop cla tac gid Bui Niém Dinh va
cdng sy vé nguy co doc tinh khi str dung EGFR
TKls cho két qua nguy co tiéu chay cao hon khi
dung afatinib (91,7%) so v&i erlotinib (42,4%)
hodc gefitinib (44,4%) (p < 0,01) [11]erlotinib, and
afatinib are tyrosine kinase inhibitors (TKls. Afatinib
la thudc e ché EGFR thé hé 2 thudc ho thu thé
ErbB, trc ché khong dao ngwoc va nhdm muc tiéu
nhiéu 1an, han ché chinh ctia nhém thubc nay 1a
kha nang ngan chan EGFR tw nhién va gay déc
tinh trén biéu md nhu tiéu chay va dwoc bao cao
la gay tiéu chay gidi han liéu. Mac du tiéu chay do
EGFR TKI thuwéng nhe dén trung binh, nhung viéc
quan ly sém |a diéu can thiét d& ngan ngtra viéc
giam liéu ho&c ngirng diéu tri chdng ung thw. Viéc
quan ly tiéu chay do EGFR TKIs gay ra ciing gidng
nhu tiéu chay do hda trj liéu va thwong co thé dwoc
x ly bang cach thay dbi ché d6 an uéng va dung
thudc chdng tiéu chay .

V. KET LUAN

Ty 1& tiéu chay trén bénh nhan s dung thubc
EGFR TKis la 26,7%, trong dé tiéu chay d6 1 la
14,3%, do 2 la 10,5%, d6 3 la 1,9%, khoéng co
trdng hop nao tiéu chay doé 4.

Tiéu chady gdp nhiéu nhit & nhém bénh nhan
str dung Afatinib so vé&i Erlotinib, Gefitinib va
Osimertinib, khac biét c6 y nghia théng ké& voi
p<0,05.
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