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, DANH GIA KET QUA DIEU TR| CETUXIMAB
KET HOP HOA CHAT TRONG UNG THU BAI TRU'C TRANG
GIAI POAN IV KHONG DOT BIEN RAS/BRAF
TAI BENH VIEN K

TOM TAT

Muc tiéu: danh gid két qué diéu tri va tac
dung khéng mong muén cua cetuximab két hop
héa chét trong ung thw dai truc trang giai doan
IV khéng dét bién RAS/BRAF. Péi tuong va
phuong phép: nghién ctru héi ctru mé ta trén 30
BN chén doén ung thw dai truc trang giai doan
IV khéng dét bién RAS/BRAF tai Bénh vién K ter
thang 7/2017 téi 7/2021, diéu tri phéc dé
cetuximab két hop véi mFOLFOX6 hodc
FOLFIRI. Két qua: Ty Ié dap tng toan bé (ORR)
la 60%, trung vi thoi gian séng thém khéng tién
trién (PFS) la 13,0 thang, trung vi thoi gian séng
thém toan bd (OS) la 25 thang. Tac dung phu
hay gdp nhét la viém da triing cé (83%), trong
d6 mirc d6 1-2 chiém 63,6%; cac tac dung phu
khédc da s6 & mirc d6 nhe (1-2). Két luén:
cetuximab két hop héa chét cho ty Ié dép (g
cao, thoi gian sbéng thém PFS, OS kéo dai, doc
tinh chép nhan duorc.

Twr khéa: cetuximab, ung thuw dai trire trang
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2 Trwong Dai hoc Y Ha N§i Trieong

SUMMARY

Aims: to evaluate results, side effects of
cetuximab and chemotherapy in treating patients
with stage IV, RAS/BRAF wild-type colorectal
cancer. Patients and methods: The retrospective
observational study based on 30 stage 1V,
RAS/BRAF wild-type colorectal cancer patients
treated by cetuximab in combination with
mFOLFOX6 or FOLFIRI in hospital K from
7/2017 to 7/2021. Results: overall response rate
(ORR) was 60%, the median progression-free
survival (PFS) was 13 months, the median
overall survival (OS) was 25 months. The most
common side effect was dermatitis acneiform
(83%) and grade 1-2 occurred in 63.6% of the
patients. Most of the other side effects was
grade 1-2. Conclusion: cetuximab and
chemotherapy associated with high response
rate, long survival time and tolerable toxicity in
treating patients with stage 1V, RAS/BRAF wild-
type colorectal cancer.

Keywords: cetuximab, colorectal cancer

DAT VAN DBE

Ung thw dai tryc trang la bénh ung thw phd
bién, hang ndm c6 trén 1,9 triéu ca méi méc va
c6 trén 900000 ca tir vong trén toan thé gidi .
Mac du ung thw dai tric trang dang cé xu
hwéng dwoc chan doan & giai doan sém nhiéu
hon, tuy nhién van co6 gan 15% bénh nhan phat
hién bénh giai doan IV . Bénh nhan ung thw
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dai trwc trang giai doan tai phat, di can khong cé
kha n&ng phau thuat triét can co tién lwong xau.
Gan day, nhd cac hiéu biét sau vé sinh hoc
phan tl (cac dot bién RAS, BRAF, tinh trang
méat n dinh vi vé tinh...), cac lwva chon diéu tri
ngay cang dwoc ca thé hoa, gilp cai thién tién
lwgng cho BN ung thw dai trywc trang giai doan
nudn. Cetuximab 1a mét thude khang thé don
dong gén vao thu thé phat trién biéu mo
(EGFR), trc ché khdi u tang sinh, phat trién B,
Cetuximab da chirng minh hiéu qua gilp cai
thién ty 1& dap ng (ORR), thoi gian séng thém
bénh khong tién trién (PFS), thdi gian séng
thém toan bo (OS), khi kép hop véi FOLFIRI
trén BN ung thw dai tryc trang di can, khdng cé
dot bién KRAS trong thtr nghiém lam sang pha
Il CRYSTAL M. Tai Viét Nam, cetuximab phi
hop héa chét da bat dau dwoc diéu tri cho BN
ung thw dai tree trang di can, nhirng nam gan
day, tuy nhién van chuwa cé nhiéu nghién ctru
danh gia két qua va doc tinh ctia phac dd, vi thé
chung t6i tién hanh nghién ctru v&i 2 muc tiéu:
1. Danh gia két qua diéu tri cetuximab két hop
héa chat trén bénh nhan ung thw dai tryc trang
giai doan IV khong dot bién RAS/BRAF tai Bénh
vién K. 2. Danh gia mot sé tac dung khéng
mong mudn cla phac db.

POI TUON, PHWONG PHAP NGHIEN CcUU

1. Péi twong nghién ctru

30 BN dwoc chan doan Ung thw dai trwc
trang giai doan IV khong dot bién RAS/BRAF
diéu tri v&i phac dd cetuximab két hop héa chéat
tai Bénh vién K tir thang 7/2017 t&i thang
7/2021.

- Tiéu chuan lwa chon:

+ Bénh nhan dwoc chan doan xac dinh 1a
ung thw dai truc trang bédng mé bénh hoc, giai
doan IV khdng c6 kha nang phau thuat triét can.

+ Puoc diéu tri phac d6 hoa chat két hop
Cetuximab.

+ Tly xwong: sb lwong bach cau = 1,5.10°L,
tiéu cau = 75.10%L, Hemoglobin = 80g/L.

+ Gan: bilirubin < 1,5 1an gi¢i han binh
thwong trén, gia tri ALT AST < 100U/L.
+ Théan: creatinine trong giodi

thwong

- Tiéu chuan loai triv:

+ Co dot bién NRAS va/hodc KRAS va/hodc
BRAF

+ M&c cac bénh man tinh, cip tinh nguy co
gay t& vong trong th&i gian gan hodc ung thw
khac.

2. Phwong phap nghién ctru

Hbi ctru mé ta

han binh

Céac bién sb trong nghién ctu: Thoi gian
sbng thém toan bo (OS), thdi gian sbéng thém
khong tién trién (PFS), Ty 1&é dap ng (ORR)
(danh gia dap tng theo tiéu chuan RECIST 1.1),
ty 1& gap tac dung khéng mong muén theo phan
do CTC AE 5.0.

Phac dé diéu tri:

- Phac db mFOLFOX6 - Cetuxmab
Cetuximab 500mg/m Oxaliplain  85mg/m?,
Leucovorin  200mg/m?, Fluorouracil 400mg/m
tinh mach trong 5 phut, Fluorouracil 400mg/m?
trong 46h; chu ki 14 ngay.

- Phac dd FOLFIRI - CetUX|mab Cetuximab
500mg/m Irinotecan 180mg/m Leucovorin
200mg/m Fluorouracil 400mg/m tinh mach
trong 5 phut, Fluorouracil 400mg/m? trong 46h;
chu ki 14 ngay.

3. Phan tich va xtv ly sé liéu

Théng tin thu thap dwo'c ma héa, phan tich s
liéu bang phan mém SPSS 20.0. C4c phwong
phap thdng ké sir dung: Théng k& mé ta: trung
binh, trung vi; wéc lwong thoi gian séng thém
Kaplan — Meier; kiém dinh h6i quy COX.

KET QUA

Dic diém nhém bénh nhan nghién clru

D3c diém N =30
Tubi (ndm): Trung vi (95% CI) | 54,5 (47,5-58,2)
Gidi: n (%)
Nam 17 (56,7)
N 13 (43,3)
Chi s6 toan trang (ECOG): n (%)
0 18 (60)
1 12 (40)
Vi tri u nguyén phat: n (%)
Bai trang trai 24 (80)
Dai trang phai 6 (20)
Vi tri di can: n (%)
Di can gan 18 (60)
Di c&n phoi 8 (26,7)
Di can phidc mac 9 (30)
CEA: n (%)
<5 ng/ml 9 (30)
>5 ng/ml 21 (70)
Phac d6 héa chat: n (%)
FOLFOX 14 (56,7)
FOLFIRI 16 (53,3)
Diéu tri budc 1: n (%) 19 (63,3)
Didu tri budc 22: n (%) 11 (36,7)
Sb chu ki diéu tri: 12 (9,15 - 12,3)
trung vi (95% CI)
Thoi gian didu tri (thang): 5(4,09 -6,11)
trung vi (95% CI)

Nhan xgét: 30 BN nghién ctru co tudi trung Vi
la 54,5 (tudi); nam gi¢i chiem 56,7%; u dai trang
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trang trai chiém da s6 (80%); di can gan la v tri M6t s6 yéu té anh hwéng téi PFS, OS
hay gdp nhat chiém 60%, 56,7% BN diéu trj

phac do héa chat mFOLFOX6, 53,3% didu trj | Dacdiem PFS 0S
phac d6 FOLFIRI HR | P HR P
% > A 4s (95% CI) (95% CI)
Ket qua dieu tri Dicangan | 7.1 |0011] 99 |0.041
Danh gia dap trng (1,57- (1,10-
Banh gia dap ¢ng n (%) 31,84) 89,45)
Dap tng toan bo 18 (60) Di can phdi 32 0,071 1,8 0,598
Dap ng hoan toan 5(16,7) (0,90 - (0,21-
Dap trng mét phan 13 (43,3) 11,26) 14,79)
BénhQnth 10 (33,3) Di can phuc 14,4 0,008 4,6 0,175
Bénh tién trién 2 (6,7) mac (2,02- (0,51-

Nhan xét: ty |& dap &ng cla phac dd 101,89) 40,54)
cetuximab két hop hoéa chat la 60%, trong dé Dai trang 0,36 0,212 1,4 0,741
23,3% BN dap trng hoan toan phai (0,08- (0,23-8,15)

Thoi gian séng thém khéng tién trién 1,78)

(PFS) CEA 0,9 0,984 2,2 0,366
> 5 ng/ml (0,28- (0,39-
Survival Function s 3,46) 1 2,76)
1] - cemares Phac d6 0,61 0,330 0,39 0,242
L FOLFIRI (0,22- (0,08-1,89)
H ] 1,66)
bieu tri 2,05 0,16 1,97 0,298
1 buéc = 2 (0,75- (0,55-7,07)
5 o5 5,57)
@ 1 ~ Nhan xét: di can gan la cac yéu t6 tién luvong
3 o4 \ xau toi thoi gian PES va OS, di can phuc mac la
|_1 yéu td tién luong x4u téi thoi gian PFS.
oz H Tac dung khong mong muon
e ”

b6 1 b6 2 b63 | D64 | D65

0o N(%) | n(%) | n(%) | n(%)]|n (%)

% %2 & & & Ha Bach 5 3 (267 1 10(0)

PFs cau (16,7) | (10,0) (3,3)
A At - . . o - Ha bach 4 3 [1(33)| 2 |0(0)
o 0N_h1ag (;()et. Trung vi PFS:13,0 thang (95% CI: C‘élil,trrl].lng (13.3) | (10,0) 6.7)
! L X n o n n

Th&i gian song thém toan b (OS) Thidu mau 5 267) [ 1(33)[0(0) ][00
Survival Function o (20,0)

ol — S Ha Tiéu 5 [2(6,7)] 0(0) [0(0)[0(0)
+ cu (16,7)

_ Viém da 11 8 7 |0(0)]0(0)

71 trieng ca | (36,7) | (26,6) | (23,3)

L Daoc tinh 12 [ 6(20) [1(3,3)] 0(0) [0(0)
B oo "I trén gan (40,0)

E L. Daoc tinh 1 0(0) | 0(0) [ 0(0)]0(0)
E | trén than (3,3)

e * Tiéu chay 8 |3(10)[1(3,3)[0(0)|0(0)
. . (26,6)

02 Buon Non 7 6(20) | 0(0) [ O(0) [0(0O)
(23,3)

Hoichtng | 5 |2(6.7)| 0(0) | 0(0) | 0(0)
ban tay ban| (16,7)

T T T T T T
o 10 20 30 40 50 60

chan
s Hai ching | 7 4 |2(6,7)]0(0) [0(0)
Nhan xét: Trung vi OS: 25 thang (95% CI: than kinh | (23,3) | (13.3)
15,0-35,0) ngoai vi
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Nhan xét: Da sb cac doc tinh gédp & mc do
nhe (d6 1, d6 2). Tac dung phu hay gap nhéat 1a
viém da trirng ca (83%), trong dé muc dd 1-2
chiém 63,6%. Doc tinh trén hé tao huyét hay
gdp nhét 1a ha bach cau (36,7%)

BAN LUAN

1. Két qua diéu tri

Tién hanh nghién ctu trén 30 BN diéu tri
phac dd cetuximab két hop héa tri trén BN ung
thw dai tryc trang giai doan IV, khong dét bién
RAS/BRAF cho thay ty 1&é dap tng toan bo la
60%, trung vi thoi gian séng thém khong tién
trién 1a 13 thang, trung vi séng thém toan bo 1a
25 thang. Thi* nghiém lam sang pha il
CRYSTAL tuyén chon 1198 bénh nhan ung thw
dai tryc trang di cin chwa diéu tri trwéc do,
phan ngau nhién diéu tri FOLFIRI cé hodc
khéng c6 cetuximab. Khi phan tich dwéi nhém,
két qua cho thdy cac bénh nhan khoéng co dot
bién KRAS (KRAS typ hoang dai) c6 ty 1& dap
ng (ORR) cao hon & nhém diéu tri cetuximab
(59% so v&i 43%), dong thoi thoi gian séng
thém khong bénh (PFS) va thoi gian séng thém
toan bo (OS) cling cai thién khi diéu tri voi
cetuximab (twong ng la 9,9 thang so véi 8,7
thang, va 23,5 thang so v&i 20 thang) ¥. So
sanh v&i nghién clru clia chung t6i, cho thay ty
|& dap ng, va thdi gian sdng con toan bod twong
tw, tuy nhién vé thdi gian séng thém khoéng tién
trién, trong nghlen ctru clia chung téi cao hon.
Diéu nay c6 thé do trong nghién ctru CRYSTAL
chi phan tich dwédi nhém véi dot bién KRAS,
trong khi nghién ctru cla chung téi loai trir ca
cac BN c6 dot bién BRAF va NRAS, ma dot bién
BRAF va NRAS ciing la yéu t6 tién lwong xau,
lam gidm hiéu qua cua Cetuximab trén bénh
nhan ung thw dai tryc trang °1.

Trong nghién ctru cla chung t6i cho thay di
can gan la yéu tb tién lwong xau voi thoi gian
PFS va 0S, di can phdi la yéu t6 tién lwong xau
véi thoi gian PFS, trong khi diéu tri véi phac dé
héa chit FOLFOX hay FOLFIRI khéng anh
hwéng téi tién lwong séng thém. Trong nghién
ctu ctia Wang va cs (2020), tién hanh trén 170
BN ung thw dai tryc trang di can tir nam 2010
dén 2016 cho thay di can gan, phdi la cac yéu tb
tién lwong xau téi thoi gian sdng thém toan bo,
ngoai ra xét nghiém CEA cao BN I6&n tudi cling
la yéu t6 tién lwong xau . Neugut va cs (2019)
tién hanh nghién ctru vé anh hwéng cua phac
dd FOLFIRI va FOLFOX v&i thoi gian séng
thém cho két qua twong tw chidng t6i, khi ghi
nhan rang 2 phac dd nay khong co su khac biét
vé PFS va 0S B vitriu nguyén phat la mot yéu

quan trong anh hwéng téi két qua didu tri
cetuximab két hop hoa chét trén BN ung thw dai
triec trang di can. Trong thir nghiém lam sang
FIRE-3, 735 bénh nhan ung thw dai triec trang di
can chwa diéu tri trwéc dé6 dwoc phan ngau
nhién diéu tri FOLFIRI két hop véi bevacizumab
hoac cetuximab. Phan tich dwdi nhdm cho théy,
loi ich clia cetuximab cao hon bevacizumab chi
gi¢i han & nhom ung thw dai trang bén trai voi
thoi gian séng thém toan bo 1an luot la 38 thang
va 28 thang. Trong khi nhom ung thw dai trang
bén phai, bevacizumab lai vwot trdi hon véi thoi
gian séng thém toan bo lan lwot 1a 23 thang va
18,3 thang . Trong nghién ctru clia ching toi,
chwa cé su khac biét vé sdng thém gitra 2 nhém
BN dai trang trai va dai trang phai, tuy nhién cé
thé do ¢& mau chwa da 16n véi nhém dai trang
phai chi c6 6 BN (chiém 20%).

2. Tac dung khéng mong muén cua phac
dd Cetuximab két hop héa chat

Theo két qua nghién clru ctia ching toi trén
30 BN ung thw dai truc trang giai doan IV diéu tri
v6i phac d6 cetuximab két hop hoéa chét ghi
nhan da sb cac doc tinh gép & mrc dd nhe (d6
1, 6 2); tdc dung phu hay gap nhét |a viém da
trong ca (83%), trong dé mirc dd 1-2 chiém
63,6%, doc tinh trén hé tao huyét hay gép nhét 1a
ha bach ciu (36,7%). Két qua nghién ciru cua
chung t6i cling twong tw nhw két qua trong thir
nghiém lam sang FIRE-3. Trong nghién ctru nay
ghi nhan ty 1& tac dung phu hay gép nhét & viém
da trirng ca voi ty 1& 87%, trong d6 61% BN murc
dé 1-2, 17% BN muc ddé 3, khéng cé BN nao
viem da mirc do 4-5 . Viem da 1a mot tac dung
phu rat thwong gép khi diéu tri véi cetuximab vi
thé trong thwec hanh Iam sang can chi y phong
ngtra, st dung cac thudc hd tro, diéu tri kip thoi
theo tirng murc dd. Trong nghién cwru FIRE-3
cling ghi nhan cac tac dung phu hay gap khac
nhw doc tinh trén gan (67%), tiéu chay (57%),
mét 50% tuy nhién chd yéu gép & muirc do nhe,
rat it BN gap & mirc d6 3-5 . Nhw vay phac d6
cetuximab két hop héa tri trong nghién ctru cla
ching t6i, cling nhw nghién ciru khac cho thay
két qua dung nap tbt, co thé quan ly dworc.

KET LUAN

Diéu tri phac d6 cetuximab két hop hoa chat
trén bénh nhan ung thw dai tryc trang giai doan
IV khéng co dét bién RAS/BRAF cho ty 1& dap
&¥ng cao, thdi gian séng thém PFS va OS lan
lwot 1a 13 thang va 25 thang; doc tinh chap
nhan dwoc.
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, HIEU QUA DIET HELICOBACTER PYLORI
CUA PHAC DO THEO KHANG SINH DO KET HQP BISMUTH
TREN BENH NHI LOET DA DAY TA TRANG

TOM TAT

Helicobacter pylori (H. pylori) la nguyén nhan
chinh géy loét da day ta trang & tré em, hiéu qua
diéu tri cta céc phac db diét H. pylori hién nay
déu thédp < 90%. Viéc tim ra mét phac db cé
hiéu qua diét vi khuan cao la cén thiét. Nghién
clru ndy nhadm danh gié hiéu qud phéac dé 4
thube dua theo khéng sinh dé (KSP) ¢cé bismuth
trén tré em loét da day ta trang. Nghién ctru can
thiép mé so sanh truéc sau, duoc tién hanh tai
Bénh vién Nhi Trung wong ttr thédng 01/2017 dén
thang 6/2018, 112 bénh nhi loét da day ta trang
do H. pylori duoc diéu tri bang 2 khéng sinh
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NGUYEN TH] UT, NGUYEN HONG PHUC
Bénh vién Nhi Trung wong

nhay cam theo KSD voi bismuth va
esomeprazole. Danh gia sach vi khuédn bang
test thé C™ sau 6 tuan. Két qua nghién ctru cho
thdy: 112 bénh nhan dén danh gi sau diéu tr,
hiéu qua diét khuén cua phéc dé 4 thuébc theo
KSD két hop bismuth 1a 85,7%. Két ludn: véi
hiéu qua diét vi khuén cao, phac db 4 thudc theo
KSD két hop bismuth can duoc xem xét 4p dung
diéu trj doi voi tré em loét da day ta trang do H.
pylori trong bdi cénh ti 1é khang thudc ting cao
va hiéu qué diéu tri thp cla tat ca céc phac db
hién tai.

Twr khéa: Helicobacter pylori, diéu tri, khang
sinh db, 4 thubc bao gém bismuth, tré em.

SUMMARY

EFFICACY OF QUADRUPLE THERAPY

BASED ON ANTIMICROBIOL
SUSCEPTIBILITY WITH BISMUTH FOR
HELICOBACTER PYLORI  ERADICATION

AMONG CHILDREN WITH PEPTIC ULCER
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