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KET QUA PIEU TRI BUO'C MOT CETUXIMAB KET HOP HOA CHAT
TRONG UNG THU PAI TRU'C TRANG TAI PHAT, DI CAN

Nguyén Thi Thanh Tam!, Nguyén Tién Quang!

TOM TAT

Nghién cru nham muc tiéu danh gia két qua diéu
tri va tac dung khong mong mudn cla cetuximab két
hdp héa chat trong, diéu tri budc mc}t ung thu dai truc
trang tai phat di can khong dot bién RAS. Dai tugng
va phuong phap: nghién cttu hdi clru mé ta trén 50
bénh nhan chan doan ung thu dai truc trang giai doan
tai phat di c&n khong dot bién RAS tai bénh vién K tir
théng 1/2017 t6i 3/2023 didu tri phac do cetuximab
két hdp vGi mFOLFOX6 hoac FOLFIRI. Két qua: Ty 1é
dap Lrng toan bo (ORR) la 80%, trung binh thdi gian
s6ng thém khong t|en trién 13 15,1 thang Tac dung
phu hay gap nhat la viém da trLrng ca (88%), trong do
erc do 1-2 chiém 84%; thay doi vé mong gap 6 64%,
cac tac dung phu khac da s6 & mirc do nhe (1- 2). Ket
ludn: Cetuximab két hgp héa chat ngay budc mot co
ty 1& dap (ing cao, doc tinh chdp nhan dugc, c6 thé 13
mot Iua chon t&i uu cho nhdm bénh nhan RAS khéng
dot bién. 7w khda: cetuximab, ung thu dai truc trang
di can, khong dot bién RAS, diéu tri budc mot

SUMMARY
THE EFFECTIVENESS OF CETUXIMAB
COMBINED WITH CHEMOTHERAPY IN FIRST

- LINE TREATMENT FOR METASTATIC,

RECURENCED COLORECTAL CANCER

The study aimed to evaluate the effectiveness and
side effects of cetuximab combined with
chemotherapy in first-line treatment for patients
having metastatic or recurenced RAS wild-type
colorectal cancer. Subjects and methods: A
retrospective, descriptive study on 50 patients with
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metastatic or recurenced RAS wild-type colorectal
cancer treated by cetuximab in combination with
mFOLFOX6 or FOLFIRI in K hospital from 1/2017 to
3/2023. Results: The overall response rate (ORR) was
80%, the mean progression-free survival (PFS) was
15,1 months. The most common side effect was
dermatitis acneiform (88%), in which grade 1-2
accounted for 84%; the nail changes occurred in 64%
of the patients; the other side effects were mainly mild
(grade 1-2). Conclusion: First-line cetuximab combined
with chemotherapy resulted in high response rate and
tolerable toxicity, which can be optimal treatment for
patients with metastatic or recurenced RAS wild-type
colorectal cancer.

Keywords: Cetuximab, metastatic colorectal
cancer, RAS wild-type, first - line treatment.

I. DAT VAN DE

Ung thu dai trang la mot trong cac bénh ly
ac tinh hay gdp nhat & cac nudc phat trién va co
xu hudng gia tdng & cac nudc dang phat trién
trong d6 cé Viét Nam [1]. Trong nhitng bénh
nhan mdi chan doan thi cé 25% trudng hop la
ung thu dai truc trang tai phat di can sau diéu
tri,80% la ton thucng lan tran nhiéu vi tri hoac u
xam 1an khdng thé phau thuat dudc thi diéu tri
chinh la héa chat. Gan day, nhd cac hiéu biét siu
vé sinh hoc phan tr (cdc dot bién RAS, BRAF,
tinh trang mét &n dinh vi vé tinh...), cac lua chon
diéu tri ngay cang dugc ca thé hda, gilp cai
thién tién lugng cho bénh nhan ung thu dai truc
trang giai doan mudn. Cetuximab la mot thudc
khang thé dan dong gén vao thu thé phat trién
biéu md (EGFR), Uc ché khéi u ting sinh, phat
trién [2],[3]. Cetuximab da chitng minh hiéu qua
gilp cai thién ty 1€ dap Ung (ORR), thsi gian
s&ng thém bénh khéng tién trién (PFS), thdi gian
song thém toan bd (0OS), khi két hgp véi FOLFIRI
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trén ung thu dai truc trang di can, khong cé dot
bién KRAS trong th nghiém |am sang pha 3
CRYSTAL [4]. Tai bénh vién K thubc da dua vao
st dung va budc dau dem lai hiéu qua kha quan
cho bénh nhan tuy nhién ciling chua cé bao cao
nao veé diéu tri budc mot cetuximab phdi hgp hoa
chat bd trén nhom bénh nhan ung thu dai truc
trang tai phat di can khong cé dot bién RAS. Vi
vay chung t6i thuc hién nghién clu "Két gqua
diéu tri budc mot cetuximab két hop hoa chat
trong diéu tri ung thu dai truc trang tai phat di

can”nhdm lam rd van dé nay.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Pdi tugng, dia di€m va thdi gian:
Nghién c(tu gém 50 bénh nhan dugc chan doan
xac dinh ung thu dai truc trang tai phat, di can,
khong cd dot bién KRAS/NRAS/BRAF dugc diéu
tri budc mot bdng phac d6 hoda chat két hgp
cetuximab tUr 1/2017 dén 03/2023.

- Tiéu chuédn lua chon: Bénh nhan chin
doan tai phat, di can hodc di can ngay budc 1
khong c6 kha nang phau thuat ngay budc dau.
Bénh nhan dudc chan doan xac dinh 1a ung thu
dai truc trang badng md bénh hoc. Xét nghiém
gen bdng phuong phdp Reatime PCR két qua
khdéng mang dot bién KRAS/NRAS/BRAF (trén
bénh phdm cii néu tai phat di cin khéng |dy
dugc bénh phdm hodc trén bénh phdm mdi ddi
bénh nhan mdi chan doan ung thu dai truc trang
tai phat di cdn). Diém toan trang theo ECOG 0 —
2. bugc diéu tri budc 1 phac dé bd doi hoa tri
két hgp Cetuximab.

- Tiéu chudn loai tra: Cic bénh nhan
khdng du tiéu chudn hodc tUr chéi tham gia
nghién clru.

2.2. Phuong phap nghién ctru:

- Thiét ké nghién cdu: Nghién cilu mo ta
hoi clu.

- Cac bién sé trong nghién ciru: Dac
diém chung cla d6i tugng nghién ciru gém tud;i,
gidi, thé trang chung (PS), giai doan bénh, vi tri
u, thé giai phau bénh, s6 vi tri di cdn va vi tri di
can, phac do két hgp cetuximab. Ty |é dap (ing
(ORR) (danh gid dap (ng theo tiéu chuén
RECIST 1.1), ty & gap tac dung khong mong
muodn (phan d6 CTC AE 5.0).

- Phac dé diéu tri:

Phdc d6 mFOLFOX6 - Cetuximab: gom
Cetuximab 500mg/m2, Oxaliplain 85mg/m2 ,
Leucovorin 4000mg/m2, Fluorouracil 400mg/m2
tinh mach trong 5 phut, Fluorouracil 2400mg/m?2
trong 46h; chu ki 14 ngay.

Phac d6 FOLFIRI - Cetuximab: gom
Cetuximab 500mg/m2 , Irinotecan 180mg/m2 ,

Leucovorin 400mg/m2, Fluorouracil 400mg/m2
tinh mach trong 5 phut, Fluorouracil 2400mg/m2
trong 46h; chu ki 14 ngay.

biéu tri dudc ti€p tuc cho dén khi bénh ti€n
trién hodc khdng thé dung nap dugc phac do.

2.3. XU ly sd liéu: Céc s6 liéu dugc kiém
tra, lam sach, phan tich bang cac thuat toan
thong ké, st dung phan mém SPSS 20.0 vdi
p<0,05 la c6 y nghia thong ké.

2.4. Pao dic nghién clru: Nghién clu
dugc théng qua bai Hoi dong théng qua dé
cudng Bac si chuyén khoa cap II cla trudng Dai
hoc Y Ha N&i nam 2022 va dudc su dong y cua
Bénh vién K. Cac thong tin vé két qua nghién
cu cla ca nhan bénh nhan dugc bao mat va
dam bao dao diric nghién clru trong y hoc.

Ill. KET QUA NGHIEN CU'U

3.1. Pic diém chung cua ddi tugng
nghién clru

Bang 1. Pic diém chung cua déi tuong
nghién cuu

Pac diém chung n| %

GiGi Naﬂm 29 | 58,0
N 21122,0
Tuoi Trung binh £ SD |58 + 11,0

PS 0 45 (90,0

1 5 110,0

. 1T 6 (12,0
Glat doan il 1122,0
i I\ 33 /66,0

ny Pai trang phai 6 (12,0
vitiu Pai trang trai 44 88,0

~ .. % | Ung thu bi€u mo tuyén | 48 (96,0

The giai phau Ung thu bi€u mé tuyén

bénh nhay 2 14,0
S0 vi tri di <2 vitri 39 178,0
can > 2 vi tri 11 [22,0
Gan 31162,0

Cac vi trf di Phol 20 140,0
c&n PhucAmac 7 114,0
Hach 6 bung 9 118,0

Khac 18 [36,0

Hoda chat két mFOLFOX 6 22 (44,0

hagp véi

cetuximab FOLFIRI 28 [56,0

Nhdn xét: Nghién clitu cho thdy da s6 doi
tugng nghién ciu 1a nam gidi (chiém 58%), tudi
trung binh 1a 58, thé trang trung binh t&t khdng
cé bénh nhan nao PS 2. Phan Ién bénh nhan
chan doan giai doan 4 (chiém 66%) va c6 u
nguyén phat tur dai trang trai (bao gobm dai trang
trai, dai trang sigma va tryc trang). Phan Ién
trudng hop ¢ thé giai phau bénh 1a ung thu
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bi€u md tuyén (96%), c6 khdng qua 2 vi tri di
can, chu yéu lagan (62%) va phoi (40%). Phac

3.3. Dac diém tac dung khéng mong muén
Bang 3. Bac diém déc tinh cua cetuximab

d6 hoda chéat két hgp thi cao han ¢ nhdom dung Péc tinh cua Thdi gian
FOLI;II;I. & o cetuximab n | % xuat hu_alldgc
.2. Két qua diéu tri tinh (tuan)
Bang 2. Bang dap ung diéu tri NGi ban Khégg c6| 6 [12,0
Dao 4 L Sa_L‘13 dgt SayAG dc:it dang Dg 1 26 |52,0
ap ng diéu tri diéu tri diéu tri triing ¢4 Do 2 16 32,0 33+1,4
n % n % A Do 3 2 14,0
Dap Ung hoan toan 0 0 2 4 tren da Do 4 0] O
Dap (ng mét phan 42 | 84 | 38 | 76 Khongcd| 6 [12,0
Bénh gilr nguyén 8 16 5 10 Do 1 42 84,0
Bénh tién trién 0 [0 [51] 10 Khéda | D62 [ 2 [40] 34£14
Nhan xét: Co 4% bénh nhan dat dap Ung Do 3 0] 0
hoan toan, dap (‘ng mét phan chiém 76%, gilr Bbo4 | 0] O
nguyén chiém 10% va tién trién 13 10%. Ty lé Khong c6 | 18 | 36,0
dap (mg toan bd la 80%, ty 1é kiém soat bénh | Thay g6i | 291 | 27 [54,0
dat du’O'C Ié 900/0. Vé méng Bg % g 1%’0 5’5 * 3’0
Do 4 0 0
LH Khong co | 48 | 96,0
Phan iing| Do 1 2 |4
2 N tém | D62 | 0 1,3+1,2
2 LH truyén Do 3 0
“ Do 4 0 0

:

Biéu dé 1. Thoi gian séng thém bénh

khéng tién trién (PFS)

Nhan xét: Thai gian s6ng thém bénh khong
tién trién trung binh la 15,1 + 1,4 thang, trung vi
la 13 thang (CI 95%: 10,5 — 15,5). C6 26/50
bénh nhan cd thdgi gian sdng thém bénh khong
tién trién trén 12 thang, chiém ty 1& 52 %.

Nhan xét: Nghién clu nhan thay tac dung
phu phd bién cua cetuximab 13 trén da gém kho
da va ban tring ca trén da chiém 88%, chu yéu
la tac dung phu do6 1 va 2 chiém 84%, thai gian
xuat hién tac dung phu trung binh 3,3 tuan.
Thay d6i vé méng gdp & 64% bénh nhan chd
yéu la viem ké moéng do 0-1 chiém 90%, do 2
¢ 5 bénh nhan (chiém 10%), thdi gian xuat hién
muoén hon (khoang 5,5 tuan) va trong qua trinh
diéu tri chi cd 2 bénh nhan c6 phan (ng tiém
truyén do 1.

Bang 4. Mot sé doc tinh vé huyét hoc, gan than va déc tinh khac

Pdc tinh khac Po 0 P 1 Do 2 Po 3 Po 4 Tong
o " n 33 13 2 2 0 50
Giam bach cau % 66 26 4 4 0 100
Giam bach cau hat 090 347} 198 g 8 8 15000
o - n 34 14 2 0 0 50
Giam Hemoglobin % 68 28 4 0 0 100
e s n 41 8 0 1 0 50
Giam tieu cau % 82 16 0 2 0 100
v n 26 22 1 1 0 50
Tang men gan % ) 44 2 2 0 100
“ " n 50 0 0 0 0 50
Tang creatinin % 100 0 0 0 0 100
R n 42 8 0 0 0 50
Non % 84 16 0 0 0 100
N n 38 12 0 0 0 50
Buon non % 76 24 0 0 0 100
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. n 71 8 i 0 0 50
Tieu chay % 82 16 2 0 0 100

Bénh ly than kinh cam n 37 12 1 0 0 50
giac % 74 24 2 0 0 100

Nhan xét: Ty |é bénh nhan ha bach cau la
17 bénh nhan, trong d6 d6 3 la 2 bénh nhan, ti
I€ ha hemoglobin la 16 bénh nhan trong dé chi
ha dd 1,2, ha ti€u cau trén 9 bénh nhan trong dé
1 bénh nhan ha dé 3. Ti Ié tdng men gan gap &
24 bénh nhan chu yéu d6 1,2, khong gap trudng
hdp nao tang creatinin trong nghién ciu. Cac
tac dung phu trong qua trinh diéu tri nhu buodn
non, non tiéu chay, bénh ly than kinh cam giac
déu gap 6 do 1,2.

IV. BAN LUAN

4.1. Pic diém chung cua nhém doi
tuogng nghién ciru. Trong 50 bénh nhan nghién
clru. da s6 la nam gidi véi tudi trung binh 1a 58,
két qua nay tuang dong véi nghién clu cta Po
Huyén Nga, tré hon so véi nghién clu cla
Heinneman V (nghién cltu FIRE-3) 1a 64-65 tudi
[5] [6]. Toan bd cac bénh nhan thé trang con t6t
(PS 0-1) phu hgp vdéi nhdm bénh nhan trong
nghién cltu cla ching téi la diéu tri buéc mat,
cao hon vdi nghién cliu cta Do Huyén Nga la
68,8%[5] va tuong dong nghién clu cha Trinh
Lé Huy [7].

Két qua nghién clttu cho thay c6 66% bénh
nhén chan doéan & giai doan 4 va con lai la bénh
nhan cd tai phat di can. Nghién cifu ctia ching
t6i lua chon ung thu dai truc trang di can cé RAS
tu nhién trong dé c6 88% bénh nhén la ung thu
dai trang trai bao gébm dai trang trai, dai trang
sigma va truc trang, con dai trang phai chién
12%, ung thu bi€u md tuyén chiém da s6 90%,
va 10% la ung thu tuyén nhay, so véi két qua
clia D6 Huyén Nga ung thu bi€éu md tuyén chi la
43,8%[5]. Bénh nhan di can 2 vi tri chiém da s0,
trong do di can gan chiém 62%, két qua nay
tuong dong nghién ctu cda Trinh L& Huy [7] la
64,1%, va cao han so vdi nghién clu cta Po
Huyén Nga la 40% [5] va nghién cltu cla Eric
Van Cutsem (nghién cru CRYSTAL) la 22,4%[4].

4.2. Két qua diéu tri. Nghién clu cua
chiing t6i diéu tri budc mot cetuximab trén nhom
bénh nhan ung thu dai truc trang di cdn c6 RAS
tu nhién dat két qua ty Ié dap ing la 80%, ty Ié
kim soat bénh 13 90%, thdi gian séng thém
khdng tién trién 13 15,1 thang. So sanh vdi thir
nghiém |am sang pha III CRYSTAL[4] ndm 2009
(phan tich dudi nhém 172 bénh nhan gen KRAS
ki€u hoang dai) cd ORR |a 46,9% ty 1é kiém soat
bénh la 84,3%, nghién clftu cla chlng t6i co ti 1€

dap Ung toan bd cao hon. K&t qua nay cd thé la
do thdr nghiém CRYSTAL chi phan tich dugi nhom
cac doi tugng khong céd dot bién gen KRAS,
trong khi nghién cffu cta ching téi tuyén chon
cac bénh nhan khdong mang ca 3 dot biét KRAS,
NRAS va BRAF. Hai d6t bién gen NRAS va BRAF
da dugc chiing minh trong phan tich tdng hop
clia 22 nghién clu trén tdng 2395 bénh nhan[8]
la yéu to tién lugng xdu doi vdi su dap Ung vdi
Cetuximab bénh nhan ung thu dai truc trang di
can. Han nira, ty 1€ bénh nhan ung thu dai trang
bén trai trong nghién clfu clia ching t6i la 88%,
trong khi thr nghiém CRYSTAL lua chon bénh
nhan dai trang bén phai va dai truc trang bén
trai mot cach ngau nhién.

4.3. Pic diém tac dung khéng mong
mudn. Nghién clfu nhan thdy tac dung phu phd
bi€n cla cetuximab la trén da gom khé da va
ban trdng ca trén da chiém 88%, chu yéu la tac
dung phu d6 1 va 2 chiém 84%, thdi gian xuat
hién tac dung phu trung binh 3,3 tuan. Thay d6i
vé mong gap & 64% bénh nhan chi yéu la viém
ké mong d6 0 -1 chiém 90%, do 2 c6 5 bénh
nhan (chiém 10%), thdgi gian xuat hién muodn
han (khoang 5,5 tuan) va trong qua trinh diéu tri
chi c6 2 bénh nhan c6 phan (ng tiém truyén do
1. Cac phan Ung cta bénh nhan déu dugc théng
bdo va hudng dan du phong tac dung. Két qua
nay ¢ nhiéu tugng doéng vdi nghién chu
CRYSTAL [4] véi ti 1€ viem da khong nghiém
trong la 35,8% va chi c6 3 trudng hgp (tucng
dudng 0.5% gdp viém da nghiém trong). Cé thé
thdy viém da dang tri’ng ca la mét tac dung phu
kha thudng gap khi diéu tri vdi Cetuximab; vi thé
trong thuc hanh lam sang can chd y phong
ngura, st dung cac thubc ho trg, diéu tri kip thai
theo tirng mic d6. Ngoai ra, tuong tu nhu két
qua cla nghién ctu FIRE-3[6] phac do hoa tri két
hgp Cetuximab trong nhém bénh nhan cla chiing
t6i cling ghi nhan mot s6 tac dung phu hay gap
khac, cht yéu & do 1-2 va khong cd bénh nao &
d6é 3-4, nhu tang men gan (48%) va tiéu chay
(18%) (so vGi ti 1€ 67% va 57% cla nghién ciu
FIRE-3). Nhu vay, nghién ctu nay cling nhu’ nhiéu
nghién c(u khac da cho thdy bénh nhan c6 thé
dung nap t6t v&i phac do, cac tac dung phu khong
mong mudn cd thé quan ly dugc.

V. KET LUAN
Nghién cltu 50 bénh nhén tai ung thu dai
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truc trang tai phat di can khong cd dot bién RAS
diéu tri budc mot bang cetuximab két hgp hoa
chat tai Bénh vién K tir thang 1/2017 dén 3/2023
ching t6i cé két luan nhu sau ty I€ ORR trung
binh 1a 80%, trung binh thai gian sdng thém khdng
tién trién 1a 15,1 thang, doc tinh hay gdp nhat Ia
nGi ban dang triing ca trén da, khd da va viém ké
moéng & muic do nhe ¢ thé diéu tri dugc.
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TAC PONG CUA CANH BAO SU'C KHOE TREN BAO BI THUOC LA
TOTNGU'OT TRUONG THANH: MOT SO KET QUA KHAO SAT SO’ BQ
TAI THANH PHO HA NOI NAM 2022

TOM TAT

Nghién c(tu dugc tién hanh véi muc tiéu tim hiéu
tac dong clia cac canh bao suirc khoe (CBSK) trén bao
bi thudc 1a I1én nhan thirc va thai do doi vai hanh vi hit
thuéc 13 & ngch“Ji trudng thanh trong pham vi thanh
ph6é Ha NG6i nam 2022. Nghién clu diéu tra trén 267
doi tugng ngu’dl hién hat thudc 14 va khong hat thuoc
14 tir 15 tu0| trd lén & Viét Nam. Két qua cho thay cac
CBSK déu cé cac tac dong nhéat dinh 1&n nhan thirc va
thai doé cua ca 2 nhém theo hudng tich cuc (diém
trung binh & ca 2 nhdém déu tir 3,4 trd 1&n). Bén canh
dd doi véi nhom khong hat thuoc 14, tdc dong cua cac
CBSK déu I6n han so vGi nhom h|en dang hut thudc
(p<0,05). Cu thé chénh l&ch 16n nhat vé diém trung
binh danh gia tac dong gitra hai nhdm nay cao nhat &
tiéu chi “Cac CBSK nay khdi day cho t6i noi sg hut
thuGc 13" va “Cac CBSK nay co hiéu qua vGi ngudi
khéng biét chi”. Trong 6 mau CBSK ma ching t6i dua
ra, duy nhat mau A c6 s6 ngudi hat thudc céd cam
nhan “khong mudn nhin” chiém ti Ié cao han s6 ngudi
khong hut thudc (55,2%). Ngoai ra ching t6i cling
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khao sat cam nhan ve vai tro “lam tang quyet tam bo
thuoc cla t6i” & tat ca cac mau chiém ti |1é cao va mau
A ¢4 ti 1& chon cao nhét, cu thé 52 ddi tugng (35 4%).

TU do, dé tang thém dong luc bo thudc, cac nhan
hang can nang cao nhitng thiét k& d6 hoa séng dong,
chan thuc trén bao bi thudc 1d hon nita. 7o’ khoa:
thudc 13, hut thudc 13, canh bao stc khoé

SUMMARY

IMPACT OF HEALTH WARNINGS ON
CIGARETTE PACKAGES ON ADULTS: SOME

PRELIMINARY SURVEY RESULTS IN

HANOI IN 2022

The study was conducted with the aim of finding
out the impact of health warnings (HWs) on cigarette
packaqging on awareness and attitude towards smoking
behavior among adults within Hanoi city. 2022. The
study investigated 267 current smokers and non-
smokers aged 15 vears and older in Vietham. The
results show that the HWs have certain effects on the
perception and attitude of both groups in a positive
direction (the average score in both aroups is 3.4 or
higher). Besides, for the non-smoking group, the
impact of the HWs was larger than that of the current
smokina aroup (p<0.05). Specifically, the largest
difference in mean score of impact assessment
between these two groups is highest in the criteria
"These HWs arouse my fear of smoking" and "These
HWs are effective for illiterate people". Of the 6 HWs
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