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KET QUA PIEU TRI BUO'C MOT CETUXIMAB KET HOP HOA TRI
TRONG UNG THU PAI TRY’'C TRANG TAI PHAT,
DI CAN KHONG PHAU THUAT PUQC

TOM TAT

bat van dé: Cetuximab két hgp hoa tri trong
diéu tri ung thu dai truc trang (UTDTT) tai phat, di
cdn da dudc nhiéu nghlen ctu pha III chung minh cai
thlen dang ké ty 18 dap rng toan bd (ORR) va song
con khong bénh tién trién (PFS) & nhimng benh nhan
c6 RAS thé tu nhlen Muc tiéu: Danh gla ti Ie dap
ing toan bd, sdng con khong bénh tién trién va doc
tinh cla phac do cetuximab két hdp hda tri trong d|eu
tri buGc mot UTDTT tai phat di can. Dm tugng va
phuong phap: nghién cltu hdi ciu mo ta trén 28
bénh nhan dugc chan doan UTDTT giai doan tai phat,
di cén khong phau thuat dudc, RAS thé tu' nhién, dugc
diéu tri bing cetuximab két hcjp Vvéi héa tri tal Bénh
vién Quan Y 175 tUr thdng 1/2022 t&i 12/2024. Két
qua: ORR la 53,6%, PFS trung vi la 5 thang. Ddc tinh
hay gdp nhat la viém da tring ca (64,3%), trong do
muc do 1-2 chiém 50%. Cac dbc tinh khac da s6 &
mu{c do 1-2. K&t luan: Diéu tri buéc mot cetuximab
két hgp hoa tri co ty I€ dap Ung toan b kha quan vai
déc tinh chdp nhan dugc, la mot lya chon t6i uu cho
bénh nhan UTDTT tai phat di c&n khdng phau thuat
duac, RAS thé w nhién. Tuy nhién, PFS van chua
dudc cai thién cd y nghia.

T khoa: Cetuximab, ung thu dai truc trang tai
phat, di cdn, RAS thé tu nhlen diéu tri budc mot.
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Background: Previous data from the phase III
trials showed that adding cetuximab to chemotherapy
in first-line recurrent or metastatic colorectal cancer
treatment improved significantly the overall response
rate (ORR) and progression-free survival (PFS) in
patients with RAS wild-type tumors. Objective:
Evaluate the ORR, PFS and toxicity of the cetuximab
regimen combined with chemotherapy in first-line
treatment of recurrent or metastatic colorectal cancer.
Patients and method: Retrospective descriptive
study from 28 patients with unresectable recurrent or
metastatic colorectal cancer with RAS wild-type
treated with cetuximab plus chemotherapy at Military
Hospital 175, from January 2022 to December 2024.
Results: ORR was 53,6%, median FPS was 5 months.
The most common toxicity was acneiform exanthema
(64,3%), of which grade 1-2 accounted for 50%.
Other adverse events were mostly grade 1-2.
Conclusion: First-line cetuximab plus chemotherapy
has a favorable ORR with an acceptable toxicity, and
is an optimal choice for patients with unresectable
metastatic colorectal cancer with RAS wild-type.
However, there is no significant PFS improvement.

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

I. DAT VAN DE

Theo t8 chiic ghi nhdn ung thu toan cau
IARC (GIobocan 2022), trén thé gidi udc tinh moi
nam c6 1,92 triéu bénh nhan ung thu dai truc
trang (UTDTT) mdi mac, va c6 gan 904.000
bénh nhan t&r vong do cdn bénh nay [1]. Tai thdi
diém chan doan c6 dén 15 - 30% trudng hop da
c6 di cdn va 20% - 50% trudng hgp la tai phat
di can sau diéu tri [2]. Mac du c6 mot ti 1€ nhd
bénh nhan véi cac khdi u di cdn daon doc & phdi
hodc gan con khad nang diéu tri triét can bang
phau thuat, 80% bénh nhan & g|a| doan lan tran
c6 ton thudng di cin khdng con kha ndng phau
thuat [2]. V&i nhém bénh nhan nay, thdi gian
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song con thudng dudi 2 nam va héa tri la
phuong phap diéu tri chinh gilp nang cao chat
lugng cudc s6ng cla ngudi bénh, kéo dai thdi
gian s6ng thém.

Trong cac nghién clu pha III, cetuximab -
khdng th€ don dong nhdm vao thu thé yéu t6
tdng trudng bi€u bi (EGFR) d& dudc chrng minh
la cai thién hi€u qua cla cac phac do hda tri tiéu
chudn dugc s dung trong diéu tri budc mét
UTDTT tai phat, di can [3,4,5]. Nghién cliu
CRYSTAL vGi phac d6 cetuximab két hgp
FOLFIRI trong diéu tri budc mot UTDTT tai phat,
di can da dat dugc muc tiéu chinh véi ti 1€ dap
Ung toan bd (ORR) la 57,3% va thdi gian song
con khdng bénh tién trién (PFS) trung vi 9,9
thang va thai gian s6ng con toan bd (0S) la 23,5
thang [3].

Chung toi ti€n hanh thuc hién dé tai: "Panh
gid két qua diéu tri budc mot cetuximab két hop
hoa tri trong ung thu dai truc trang tai phat, di
can khéng phau thudt duoc" tai Bénh vién Quan
Y 175 véi 2 muc tiéu:

1. Panh gid t Ié dap unhg cua phac do
cetuximab két hop hoa tri trong diéu tri buc mot
UTDTT tai phat, di can khéng phau thuét duoc.

2. Xdc dinh thoi gian séng thém khdng bénh
tién trién va mot s6 doc tinh cua cdc phac dd
trén nhom doi tuong nghién cuu.

Il. DOl TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. Poi tugng nghién ciru. 28 BN dugc
chdn doan UTDTT giai doan tai phat, di can
khong phau thuat dugc va dudc didu tri bang
phac do cetuximab két hgp hda tri tai Bénh vién
Quéan Y 175 tir 01/2022 - 12/2024.

% Tiéu chuén lua chon BN

- TuGi 18-75.

- Chi s6 toan trang theo phan loai ECOG tir
0-2.

- C6 giai phau bénh 1a carcindm tuyén (tai u
nguyén phat hodc tai vi tri di can)

- KRAS, NRAS, BRAF thé tu' nhién.

- Giai doan tai phat, di cdn khéng con kha
nang phau thuét.

- Cac ton thuong cé thé do dugc bing
phuong tién chan doan hinh anh: CTscan, MRI.

- Chirc nang gan, than, tuy xuong trong gidi
han cho phép diéu tri.

% Tiéu chuén loai tra

- Mac ung thu thir 2

- Phdu thuat 16n bung hodc nguc gan day
(< 28 ngay) hodac mét thu thuat dugc coi la co
nguy cd dang ké chdy mau. C6 vét thucng phau
thuat chua hoan toan lanh.

- Co tinh trang tac rubt-ban tac rudt.
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- Phu ni{t mang thai hodc cho con bd.

- Bénh déng thdi nghiém trong, cd thé
mang lai rui ro khéng thé chdp nhan dudc hodc
anh hudng dén viéc tuan tha diéu tri.

2.2. Phu’dng phap nghién ciru. Nghién
ctru hoi clru - mo ta bao cao loat ca.

2.3. Quy md mau va lay mau. C3 mau
thuan tién.

2.4. Quy trinh nghién ciru

% Budc 1: lva chon BN theo cac tiéu chuan
nghién ctru.

TU danh sdch bénh nhdn c6 chan doan
UTDTT tir thang 01/2022 dén thang 12/2024 cua
Bénh vién Quan Y 175, ching t6i chon cac bénh
nhan thdéa ti€u chi nghién clru. Ghi nhan cac
thong tin:

- Tién st va bénh s

- Xét nghiém mau: céng thd'c mau, sinh hda
mau, CEA.

- Giai phau bénh, MMR, xét nghiém dot bién
gen RAS va BRAF.

- Ché&n doén hinh anh: ndi soi dai truc trang
toan b, CTscan nguc bung, MRI vung chau,
MRI so ndo, xa hinh xuang, ...

% Budc 2: biéu tri cetuximab két hgp hoa tri
[6,7,8].

Cetuximab chu ky 1: 400mg/m?, TTM, ngay
1. Chu ky 2 tré di: 250mg/m2, TTM, ngay 1, chu
ky hang tuan. Hoac Cetuximab: 500mg/m?, TTM,
ngay 1, chu ky 14 ngay.

Cac phac do6 hoa tri:

- CAPEOX: Oxaliplatin: 130mg/m2, TTM,
ngay 1. Capecitabine: 1000 mg/m2 x 2 lan/ngay,
udbng ngay 1-14. Chu ky 21 ngay.

- FOLFOX: Oxaliplatin 85mg/m2 TTM, ngay
1. Leucovorin 400mg/m2, TTM, ngay 1. 5-FU
400mg/m2 TTM, ngay 1, 1200mg/m2/ngay x 2
ngay. Chu ky 14 ngay.

- FOLFIRI: Irinotecan 180mg/m2, TTM,
ngay 1. Leucovorin 400mg/m2, ngay 1. 5-FU
400mg/m2 TTM, ngay 1, 1200mg/m2/ngay x 2
ngay. Chu ky 14 ngay

% Budc 3: banh gia két qua diéu tri

- banh gia dap Ung: Bao gom xét nghiém
chan doan hinh anh sau moi 3 dot diéu tri hodc
khi BN co triéu chiing lam sang bat thu’dng
Phuong phdp danh gia dap Ung theo ti€éu chuan
RECIST 1.1 (2009) [9]. ORR bao gom dap Ung
hoan toan va dap U’ng mot phan. DCR - ti Ié
kifm sodt bénh bao gém dap (ng hoan toan,
dap ('ng mét phan va bénh 6n dinh.

- Panh gid séng con khong bénh tién trién:
thdi gian tir khi bat dau diéu tri dén khi bénh tién
trién hodc tir vong do b4t ky nguyén nhan nao.

- Banh gia doc tinh: ghi nhan doc tinh trén
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hé huyét hoc va ngoai hé huyét hoc sau mdi dgt
diéu tri hodc khi c6 dau hiéu lam sang. Tiéu
chudn danh gid ddc tinh theo CTCAE phién ban
5.0 [10].

- XU tri cac tac dung phu va diéu chinh liéu
trong qua trinh diéu tri [6,7,8]:

+Doc tinh do 2 hoan dén khi doc tinh hoi
phuc vé do 0-1. Lan thr 1 khong gidm liéu. Lan
thr 2 gidm 25% liéu. Lan th 3 gidam 50% liéu.
Lan th 4 bo qua diéu tri.

+ DOc tinh do 3-4: Hoan dén khi doc tinh hoi
phuc vé do 0-1. Lan th& 1 gidm 50% liéu. Lan
thir 2 bd qua diéu tri.

- Tiéu chudn nguing diéu tri: Ddc tinh dudng
tiéu hda do 4. Tang men gan > d6 3. eGFR <40
ml/phdt. Pdc tinh & phdi, thinh giac, than kinh,
di ing > d6 3. Cac doc tinh hé huyét hoc va
ngoai hé huyét hoc khong tr§ vé dd 2 sau hai
tuan diéu tri ho trg.

2.5. Phuong phap thong ké. Cac s6 liéu
thu thdp dugc m3 hda va xr ly bdng phan mém
thong ké R 4.4.1. S dung cac phuang phap
thong ké y hoc thong thudng trong xur ly va
phan tich két qua. ,

2.6. Cac can nhac vé dao dirc. Nghién
cru nay la nghién cllu mo ta, khong can thiép
vao qua trinh chan doéan hay diéu tri nén khdng
vi pham dao durc nghién clu.

Ill. KET QUA NGHIEN cU'U

3.1. Pac diém ddi tugng nghién ciru.
Trong 28 bénh nhan nghién clu, tat ca déu cd
gidi phau bénh la carcinbm tuyén, 100% bénh
nhan cé kiéu gen KRAS, NRAS, BRAF thé tu’ nhién.

Tai phat 11 39,3
Co quan di can
Gan 14 50
Phoi 8 28,6
Phic mac 6 21,4
Hach 15 53,6
khac 5 17,9
Di can
MOt cd quan 14 50
Da cd quan 14 50
MMR
pMMR 27 96,4
dMMR 1 3,6
Hoa tri
CAPEOX 1 3,6
FOLFOX 9 32,1
FOLFIRI 18 64,3

~ 3.2. Pap (rng diéu tri
Bang 2. Ti 1€ dap ung diéu tri

Bang 1. Bac diém déi tuong nghién ciu
Pic diém S6 BN (n=28) |Ti I& (%)
Gigi tinh

Nam 17 60,7
Vg 11 39,3
Tudi ]
Khoang tudi 35 - 74 tudi
Trung Vi 52,5 tudi
ECOG
0 4 14,3
1 14 50
2 10 35,7
Nguyén phat
Truc trang i; 28;
Dai trang !
Piéu tri truéc do
Phau thuat 11 39,3
Xa tri 6 21,6
Hda tri 11 39,3
Giai doan
IV (de novo) 17 60,7

Pap U’'ng S0 BN (n=28)|Ti lé (%)
Pap Ung hoan toan 0 0
Dap ’ng mot phan 15 53,6

Bénh on dinh 8 28,6
Bénh tién trién 5 17,8

Nhan xét: Trong nghién clru cla chuing toi,
ti 1é dap Ung toan bo (ORR) la 53,6%, khong co
trudng hdp dap ng hoan toan. Ti I& kiém soat
bénh (DCR) la 82,2%.

3.3. Thdi gian song khong bénh tién trién
— PFS. Nghién clfu clia ching t6i co thdi gian song
khong bénh tién trién trung vi [a 5 thang.

Udc tinh bang Kaplan-Meier

Hinh 1. Séng con khéng bénh tién trién
trén din sé nghién ciu
3.4. Boc tinh diéu tri
Bang 3. Poc tinh diéu tri

" s Cacdo Do 3-4
Boc tinh n | % n | %
Poc tinh trén hé huyét hoc
Gidm BC hat 4 [143] 2 [ 71
S6t giam BC hat 0 0 0 0
Giam tiéu cau 1 36 | 0 0
Giam Hgb 7 25 1 | 36

Poc tinh ngoai hé huyét hoc
Vimdatringcd | 18 [ 643 ] 4 | 14,3
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Tiéu chay 5 17,8 1 3,6
No6n oi 15 | 53,6 0 0
HGi chirng ban tay -
ban chan 13 (464 | 2 7,1

Nhadn xét: Doc tinh trén hé huyét hoc
thudng gap la giam Hgb (chiém ti 1é 25%) va
giam bach cau hat (14,3%), da s6 & mdc do 1-2.
Ghi nhan 1 trudng hdp gidam tiéu cau do 1.
Khong gap trung hap s6t giam bach cau hat.

Poc tinh ngoai hé huyét hoc thudng gap la
viém da trdng ca, non 6i, hoi chirng ban tay-ban
chan va tiéu chay, da s6 ¢ mic do 1-2.

IV. BAN LUAN

4.1, Pap ung diéu tri. Trong nghién clu
clia ching t6i, ORR dat 53,6%, DCR dat 82,2%.
Theo nghién clu CRYSTAL cla tac gida Van
Cutsem nam 2009 trén 313 BN UTDTT di can cd
KRAS thé tu nhién dugc diéu tri bdng FOLFIRI +
cetuximab cd ti Ié ORR dat 57,3%, ti Ié DCR dat
88,8% [3]. Nghién clu FIRE-3 pha III cua tac
gia Heinemann nam 2014 trén 297 BN UTDTT di
can dugc diéu tri budc 1 phac d6 FOLFIRI +
cetuximab, ghi nhan ti Ié ORR la 62%, ti Ié DCR
la 80% [4]. Nghién ciru TAILOR pha III cua tac
gia Qin nam 2018 trén 193 BN UTDTT di can
dudgc diéu tri budc 1 phac d6 FOLFOX-4, co ti Ié
ORR la 61,1% [5]. Ti Ié ORR trong nghién cltu
cla ching toi thap han cac nghién cliru tham
khado trén, tuy nhién ti 1€ ORR > 50% va ti |é
DCR cao, va phac d6 hda tri clia ching t6i bao
gom FOLFIRI, FOLFOX, CAPEOX.

4.2. Ti lé song con khong bénh tién
trién. Nghién clfu clia ching tdi cd ti I8 PFS 1a 5
thang, thap hon PFS cac nghién clu tham khéao
nhu nghién cu CRYSTAL la 9,9 thang [3],
nghién cu FIRE-3 la 10 thang [4], nghién
cuTAILOR la 9,2 thang [5].

4.3. Poc tinh diéu tri

“Poc tinh trén hé huyét hoc. Doc tinh
trong nghién cru clia ching t6i da phéan la giam
Hgb (chiém 25% tat ca cac do) va gidm bach
cau hat (14,3% tat ca cac do), tuy nhién doc
tinh d6 3-4 thap vdi ti 1€ 3,6% doi véi giam Hgb
va 7,1% doi vdi giam bach cau hat, khong co
trudng hdp s6t gidm bach cdu hat. Theo nghién
clru CRYSTAL co ti Ié giam bach cau hat d6 3-4
la 28,2% [3]. Nghién clru FIRE-3, ti I€ gidm bach
cau hat va sot giam bach cau la 1%, gidam Hgb la
1% [4]. Nghién cltu TAILOR cd ti Ié gidm bach
cau hat la 79,9%, chu yéu & do 3-4 (61,9%),
doc tinh giam tiéu cau chiém 46,1% tuy nhién
muc do 3-4 thap vdi ti 1€ 10,3% [5]. Ti Ié doc
tinh trén hé huyét hoc cd ti Ié khac nhau giira
cac nghién clu.
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+Poc tinh ngoai hé huyét hoc. Trong
nghién c(ru cta chung toi ghi nhan doc tinh viém
da triing ca (chiém 64,3%), non &i (chiém
53,6%) va hoi chirng ban tay-ban chan (chiém
46,4%) la thuGng gdp nhét, tuy nhién viém da
trirng ca va hoi chirng ban tay-ban chan d6 3-4
co ti lé thap lan luct la 14,3% va 7,1%. DOc tinh
tiéu chay thudng gap vdi ti 1€ 17,8% va mic do
3-4 co ti 1€ 3,6%. So sanh vdi nghién clru
CRYSTAL co ti Ié doc tinh do 3-4 cua viém da
tring ca la 16,2%, tiéu chay la 15,7%, non Oi
4,7% [3]. Nghién cllu FIRE-3 cd cac doc tinh
thuong gdp la viém da tring ca (78%), non Oi
(63%) tiéu chay (46%), hoi chirng ban tay-ban
chan chiém (23%), va mic d6 3-4 vdi ti 1€ lan
lugt 1a 17%, 25%, 11%, 4% [4]. Nghién clu
TAILOR c6 doc tinh viém da trdng ca, thudng
gap vdi ti 1é 1a 80,4%, va mic do 3-4 la 23,7%
[5]. Nhin chung, trong nghién cru cta ching toi
khong phat hién thém doc tinh mdi, va ti 1é doc
tinh & mirc d6 3-4 thap (<10%), cac doc tinh co
thé kiém soét dugc.

V. KET LUAN

Phac d6 hda tri két hgp cetuximab mang lai
ti Ié dap Ung diéu tri kha quan vdi ti 1€ dap Ung
toan bd dat 53,6% va ti 1& kiéfm soat bénh cao
82,2% trén bénh nhan ung thu dai truc trang tai
phat-di can, cac doc tinh thudng gap & mic do
1-2 va kiém soat ddc tinh t6t. Tuy nhién thdi
gian sdng con khéng bénh tién trién van chua
dugc cai thién.
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NGHIEN CU'U HIEU QUA PHUC HOI CHU'C NANG TREN BENH NHAN
THOAI HOA KHOP GOI CUA PHU'ONG PHAP DIEN XUNG
KET HO'P BAI THUOC “POC HOAT TANG KI SINH”

Tran Thi Hong Ngii!, Vii Quang Huy'2, Nguyén Thi Thiy Chi?

TOM TAT

Muc tiéu: Danh gia tac dung phuc h6i chirc nang
trén bénh nhan thoai hoa khdp 90| thé phong han
th&p ty kém Can thén hu bang dién xung két hgp bai
thudc "Ddc hoat tang ki sinh”. Phudng phap: Nghién
cuu tién cuu, can thiép Iam sang m& c6 ddi chung, so
sanh truGc sau va so sanh vgi nhom dai cerng 60
bénh nhan dugc chan doan thodi hda khdp g6i theo
YHHD thé phong han thap ty kém can than hu theo
YHCT. Nhém chitng: Gom 30 bé&nh nhan dung bai
thuGc “Doc hoat tang ki sinh” dugi dang thudc séc.
Nhom nghién ctru: Gom 30 bénh nhan dung bai thudc
“Poc hoat tang ki sinh” dudi dang thudc sac két hgp
vGi Dién xung tri I|eu tai khu vuc khdp gdi. Két qua
Sau diéu tri 20 ngay (D20) diém dau trung binh ca hai
nhém déu gidm co6 y nghia thong ké (p < 0,01). Hiéu
suat giam cta nhom NC nhiéu han nhom BC trong do
hiéu suat giam cta nhém NC, su khac biét gilra hai
nhom co y nghia thdng ké véi p < 0,01. Nhdm NC sau
diéu tri TVD gap khdp gobi tang so vai trudc diéu tri co
y nghia thong ké véi p < 0,01. Sau 20 ngay diéu tri
chi s6 g6t mong trung binh ctia hai nhdm co cai thién
nhiéu, hiéu suat giam sau 20 ngay diéu tri nhom NC
cao han nhdm DC cb y nghia thdng ké véi p < 0,05.
Két luan: Phuang phap diéu tri thoai hda khdp goi
thé phong han thdp ty kém Can than hu bdng dién
xung két hop bai thudc “Boc hoat tang ki sinh”cho két
qua phuc hdi chiic néng tt trén 1dm sang.

Tur khoa: Thoai hoa khdp gbi, dien xung, doc
hoat tang ky sinh.
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KNEE OSTEOARTHRITIS OF THE ELECTRO
PULSE THERAPY COMBINED WITH THE

REMEDY "DOC HOAT TANG KI SINH"

Objective: To evaluate the effect of
rehabilitation on patients with knee osteoarthritis of
the wind-cold-dampness type with liver and kidney
deficiency using electro pulse therapy combined with
the remedy "Doc Hoat Tang Ki Sinh". Method:
Prospective, open clinical intervention study with
control, before-after comparison and comparison with
the control group. 60 patients were diagnosed with
knee osteoarthritis according to TCM with wind-cold-
dampness type with liver and kidney deficiency.
Control group: Including 30 patients using the remedy
"Doc Hoat Tang Ki Sinh" in decoction form. Research
group: Including 30 patients using the remedy "Doc
Hoat Tang Ki Sinh" in decoction form combined with
electro pulse therapy in the knee joint area. Results:
After 20 days of treatment (D20), the average pain
score of both groups decreased statistically
significantly (p < 0.01). The reduction in performance
of the NC group was greater than that of the control
group, in which the reduction in performance of the
NC group, the difference between the two groups was
statistically significant with p < 0.01. The NC group
after treatment of knee flexion TVD increased
compared to before treatment with statistical
significance with p < 0.01. After 20 days of treatment,
the average heel-buttock index of the two groups
improved significantly, the performance decreased
after 20 days of treatment, the NC group was higher
than the control group with statistical significance with
p < 0.05. Conclusion: The method of treating knee
osteoarthritis with wind-cold-dampness and kidney
deficiency by electric pulse therapy combined with the
medicine " Doc Hoat Tang Ki Sinh" gave good clinical
results of rehabilitation.

I. DAT VAN PE

Thodi hda khdp (THK) goi la hdu qua cua
qua trinh cd hoc va sinh hoc lam mét can bang
gilfa tng hgp va hily hoai sun, xudng dudi sun
[1]. O Viét Nam, THK gGi di’ng hang th( ba
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