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TIEP CAN PIEU TRI VO LIEU PHAP MIEN DICH TRONG UNG THU DAI
TRU’'C TRANG GIAI POAN DI CAN: BAO CAO MOT TRUONG HO'P LAM SANG

Chau P§ Truong Vi', Nguyén Ha Gia Hung!,

Pao Nguyén Hang Nguyén!, Nguyén Thi Bich Lién!, Lé Tuin Anh’

TOM TAT B

Ung thu dai trang van la van dé thach thic I6n
ddi vai hé thong cham séc sirc khoé toan cau va cling
la nguyén nhan hang th(f ba dan dén tr vong do ung
thu trén thé gidi. Diéu tri ung thu dai truc trang di can
dang c6 nhieu tién bo. Nhiéu phudong phap diéu tri
nhy hda trj, cac thuéc nham trung dich va liéu phap
mien dich da giup keo dai thai gian s6ng cho bénh
nhan. Khoang 5% cac tru’dng hgp ung thu dai truc
trang giai doan di can cé tinh trang mat on dinh vi vé
tinh cao (MSI-H), do thiéu hut kha ning stra chifa sai
sot DNA (dMMR). Théng thudng, bénh nhan ung thu
dai truc trang di can c6 MSI- -H/dMMR dap u’ng kém
hon véi hda tri truyén thong va c6 tién lugng xau. Cac
nghién ctru da chira rang khoi u MSI- H/dMMR 6 thé
dat dugc phan (ng bén viing khi diéu tri bang liéu
phap mién dich. Qua do6 ching t6i da diéu tri thudc
mién dich Pembrolizumab cho mét trudng hgp bénh
nhan thdt bai v6i hoa tri toan than & bénh vién Chg
Ray va dat dudc dap (ing &n tugng.

Tu khoa: Ung thu dai truc trang, Liéu phap mién
dich, tinh trang méat 6n dinh vi vé tinh, thiéu hut kha
nang stfa chifa sai s6t DNA.

Chir viét tat: MSI-H (Microsatellite instability-
high), dMMR (DNA mismatch repair)

SUMMARY
TREATMENT APPROACH WITH
IMMUNOTHERAPY IN METASTATIC

COLORECTAL CANCER: A CASE REPORT

Colorectal cancer remains a significant challenge
for the global healthcare system and is the third
leading cause of cancer-related deaths worldwide. The
treatment of metastatic colorectal cancer has seen
substantial advancements. Various treatment methods
such as chemotherapy, targeted therapies, and
immunotherapy have extended the survival time for
patients. Approximately 5% of metastatic colorectal
cancer cases exhibit high microsatellite instability
(MSI-H) due to deficiencies in DNA mismatch repair
(dMMR). Typically, patients with MSI-H/dMMR
metastatic colorectal cancer respond poorly to
conventional chemotherapy and have a poor
prognosis. Studies have shown that MSI-H/dMMR
tumors can achieve durable responses when treated
with  immunotherapy. @~ We  administered the
immunotherapy drug Pembrolizumab to a patient who
had failed systemic chemotherapy at Cho Ray
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I. DAT VAN DE

Ung thu dai truc trang la mot trong nhirng
bénh ung thu phd bién gdy ganh ndng I6n d6i
vGi hé thdng cham sbéc suic khoe trén toan thé
gidi vdi han 1.9 triéu ca mac mdi va han 900.000
ca tr vong toan cau. Tai Viét Nam, ung thu dai
truc trang xép th{r tu' vé ti Ié mac mdi va xép thr
nam Ve ti |é tir vong, véi tdng s6 ca mac mdi va
sO ca tir vong udc tinh trong nam 2022 lan lugt
la 16.835 va 8.454 [1].

Ung thu dai truc trang phat trién thdng qua
3 con dugng mét on dinh vé gen la: con dudng
mat én dinh nhiém sic thé, con dudng mét 6n
dinh vi vé tinh (MSI) va con dudng siéu dot bién,
trong doé 15% xuat phat tir con dudng MSI. Day
la hdu qua cla su thi€u hut hé théng slra chita
ghép cap sai DNA (dMMR — Deficient Mismatch
Repair), gay ra bdi su bat hoat cac gen MMR:
MLH1, MSH2, MSH6, PMS2 [2]. Khoang 5% cac
trudng hgp ung thu dai truc trang giai doan di
cén ¢ tinh trang méat &n dinh vi vé tinh cao (MSI-
H), va bénh nhan thong thugng sé dap ing kém
hon véi hda tri truyén thong. Tuy nhién, khéi u
MSI-H/dMMR c6 thé dat dugc phan (ing bén viing
khi diéu tri bang liéu phap mién dich [3].

Bénh vién Chg Ray trong nhiéu nam qua da
va dang két hdp cac phuang phap diéu tri khac
nhau nham mang lai Igi ich séng con t6t nhat,
phu hgp véi thé trang cla tiing ngudi bénh.
Chung t6i xin minh hoa mét tinh hudng Iam sang
bénh nhan ung thu dai truc trang c6 MSI-
H/dMMR th&t bai v&i hoa tri toan than, sau do
dugc diéu tri véi thudc Uc ché diém kiém sodt
mien dich Pembrolizumab va dap Ung rat t6t.

Il. TINH HUONG LAM SANG

Bénh nhan nam, 67 tudi, sinh s6ng tai Thanh
phd HO Chi Minh.

Tién s ban than: dai thdo dudng, tang
huyét ap dang diéu tri.

Vao thdi diém thang 10/2020, bénh nhan bi
dau bung, r6i loan tiéu hoa 1 thang, dudc chan
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doan U ac dai trang 1én T4aN1MO. Sau d6 bénh
nhan dugc phiu thudt cdt dai trang phai, nao
hach va dugc hod tri hd trg XELOX 8 chu ky.

Pén thang 05/2021, bénh nhan dau quan
bung, khdng nén 6i, tiéu tiéu binh thudng, dugc
ndi soi dai trang. Bénh nhan nhap vién, chén
doan u ac dai trang ngang (gan miéng ndi hoi
dai trang) xam lan thanh bung tai phat di can
phic mac, sau dé dugc phau thuat cat dai trang
ngang.

Giai phau bénh sau mé: Carcindm tuyén, biét
hoa vira, xam lan qua thanh mac cua dai trang
kém xam nhap than kinh, mach bach huyét va di
can md md sgi mac treo; hai ria dién cat khong
6 té bao 4ac tinh.

Xét nghiém sinh hoc phén ti: KRAS (+),
NRAS/BRAF (-). i

Dén thang 06/2021, tai bénh vién Chg Ray,
bénh nhan dugc dugc diéu tri phac d6 XELIRI va
Bevacizumab 4 chu ky. Bénh nhan dau bung lam
ram kéo dai, di tiéu ldng sau an, té tay té chan,
khdng thé tiép tuc cdng viéc thudng ngay va
hoat déng thé duc thé thao ua thich. H6i chan
quyét dinh duy tri Capecitabine va Bevacizumab.
Tac dung phu do thubc hoa tri Irinotecan giam
dan, bénh nhan bét dau bung va té tay chan.

Thang 11/2021, bénh nhan dau bung tang
dan, chi an chdo va udng sifa, sut 2 kg trong
vong 1 thang. Chup PET-CT cho két qua xuat
hién cac hach quanh tinh mach chd dudi va cac
not phuc mac thanh & ving bung phai tdng hoat
ddng chuyén hod kha ndng tai phat. So sanh
hinh anh CT thang 6/2021 trudc khi hoa tri, thi
thady tén thuong tang kich thudc 30%. Ching toi
s dung lai Irinotecan phéi hgp clng
Capecitabine va Bevacizumab thém 4 chu ky.

Két qua chup PET-CT vao thang 11/2021
cho théy kich thudc tén thuong ting thém
30% so voi két qua chup PET-CT vao thang
06/2021

Thang 02/2022, bénh nhan dugc chup lai
CT, ton thuang phlc mac va hach & bung gidm
kich thudc 25% so véi phim cii. Lic nay cac chi
s6 ung thu cia bénh nhan CEA= 4,6 ng/ml va
CA19.9=110,2 IU/ml

396

Két qua chup CT vao thang 02/2022 cho
thdy tén thuong phic mac va hach 6 bung
giam kich thuoc 25% so voi két qua chup

PET-CT vao thang 11/2021

Thang 04/2022, bénh nhan lai quay lai bénh
vién vdi tinh trang dau bung dir d6i, danh gia
thang diém dau VAS=8. Chup phim MRI ving
bung co can tur thay hach I6n canh phai dong mach
cht bung 3 cm tang kich thudc lai, chi s6 ung thu
CEA=8,9 ng/ml va CA19.9=477,6 IU/ml. Bénh
nhan dugc st dung thudc glam dau tich cuc.

Xét nghiém hod md mién dich trén mau mé u
clia bénh nhéan thi phat hién cé mét biéu hién nhan
clia MLH1 va PMS2, tic la cd tinh trang khiém
khuyét stra chita DNA, dMMR dugng tinh. Ching
toi diéu tri Pembrolizumab 200mg mai 3 tuan.

Thang 7/2022, sau khi diéu tri 4 chu ky
Pembrolizumab trong 3 thang, bénh nhan khong
con cam thdy dau bung, thang diém danh gia
dau VAS=0, b&nh nhan c6 thé sinh hoat lam viéc
va hoat dong thé duc thé thao ua thich. CTscan
thang 7/2022 thay ton thuong phlc mac va hach
& bung gidm kich thudc, bénh nhan dat dudgc
dap Ung 1 phan, chi s6 ung thu CEA=2,9 ng/ml
va CA19 9= 4 1 IU/mI trd Ve gldl han binh terdng

Két qua chup CTscan vao thang 07/2022,
sau diéu tri voi 4 chu ky Pembrolizumab
cho thay bénh nhadn dap irng moét phan

Thang 11/2022, bénh nhan dugc danh gia lai
bang PET-CT két ludn cac nét phic mac thanh
viung bung phéi 0,5-1,6 cm khong téng hoat
ddng chuyén hod, chi con 1 hach 1 cm khéng
tang hap thu FDG.



TAP CHi Y HOC VIET NAM TAP 541 - THANG 8 - SO 2 - 2024

Két qua chup PET-CT 11/2022 sau diéu tri
voi 10 chu ky Pembrolizumab so voi PET-
CTri11/2021

Duy tri Pembrolizumab 17 chu ky thi bénh
nhan xuat hién triéu chiing té tay chan tang dan.
Bénh nhan kham chuyén khoa néi than kinh do
dién cd dugc chdn doan: Bénh than kinh cam
giac ngoai bién cd ton thuang sgi truc hodc hach
than kinh cam giac, phan do 2 theo CTCAE.

Sau dé Bénh nhan dugc danh gia lai PET-CT
vao thang 9/2023 thi két qua cac n6t phic mac
va hach khong hap thu FDG va kich thuéc khéng
thay ddi so phim PET-CT 10/2022

Két qua chup PET-CT thang 9/2023

Dén thang 5/2024 bénh nhan da hoan thanh
da 35 chu ky. PET-CT 5/2024 cho thdy ton
thuong vai nét phic mac nho va hach canh tinh
mach cht dudi kich thudc nho hon so phim PET-
CT 9/2023 khong hép thu FDG kha ndng mo xg.

Két qua PET- CT vao thang 05/2024, sau
hoan thanh vdi 35 chu ky Pembrolizumab
Ill. BAN LUAN
Lua chon diéu tri dugc chung téi quyét dinh
dua trén nhiéu yéu t6 bao goém: hi€u qua, an
toan, ké hoach diéu tri sau that bai budc 1, chi
phi va kinh nghiém. Hién nay, mot s6 luva chon

diéu tri ung thu dai truc trang di can, c6 MSI-
H/dMMR dugc chap thuan tai Viét Nam bao gom:

Thuoc hdéa triSy két hgp cla
fluoropyrimidine vGi oxaliplatin hodc irinotecan
da dugc chap nhan réng rdi nhu la hda tri liéu
gay ddc té& bao tiéu chuan cho ung thu dai truc
trang. Cac phac do hoa tri bao gom axit folinic/5-
FU/oxaliplatin (FOLFOX), capecitabine/oxaliplatin
(XELOX), axit folinic/5-FU/irinotecan (FOLFIRI)
va capecitabine/irinotecan (XELIRI).

Thudc diéu tri dich: Bevacizumab: MGt
phén tich tdng hgp clia mudi hai nghién ciu cd
nhom bénh nhan ung thu dai trang phai co6 dot
bién KRAS , khi diéu tri phac d6 co bevacizumab
so véi cac phac dé cé cetuximab cai thién thdi
gian s6ng con toan bd 26,1 thang so véi 15,9
thang. Vi vdy khi bénh nhan tién trién bénh
ching téi da phéi hap hoa tri va Bevacizumab.

Thudc mién dich: Pembrolizumab: B0
gen cua cac khdi u bi thi€u hut enzyme sira chira
bat c&p sai (dAMMR) ¢ tinh b4t 6n dinh vi vé tinh
cao (MSI-H) va chra hang tréam dén hang ngan
dot bién soma ma hoda cac gen tan sinh tiém
nang. Do dd, cac khéi u nhu vay cd kha nang tao
ra dap (ng mien dich, kich hoat qua trinh diéu
chinh cac protein chét kiém soat mién dich.
Pembrolizumab, mét khang thé daon dong (c ché
thu thé PD-1, ¢ hoat tinh chéng lai cac bénh
ung thu do MSI-H/dMMR gay ra.

Nghién clitu KEYNOTE-164 la mé6t nghién ciiu
nhan mé pha II, dugc thuc hién trén bénh nhan
ung thu dai truc trang di cdn > 18 tudi va cd
MSI-H dugc diéu tri bang > 2 liéu phap trudc do,
bao gom fluoropyrimidine, oxaliplatin va irinotecan
¢ hodc khong cd VEGF hodac khang EGFR (doan
hé A) hodc = 1 phac do diéu tri trudc do (doan hé
B) & 128 trung tadm trén thé gidi.

Ty |é dap Ung khach quan la 33% doéi véi
doan hé A va 33% ddi v8i doan hé B. Trung vi
PFS la 2,3 thang dGi v&i doan hé A va 4,1 thang
dGi vai doan hé B. Trung vi OS la 31,4 thang doi
vGi doan hé A va chua co6 két qua (not reach) doi
vGi doan hé B. Cac tac dung phu do 3-4 lién
quan dén diéu tri xay ra ¢ 10 bénh nhan (16%)
trong doan hé A va 8 (13%) trong doan hé B.

D{r liéu tr KEYNOTE-164 xac nhan Igi ich
ldam sang lau dai cta pembrolizumab véGi hd so
an toan cd thé quan ly dugc & nhitng bénh nhan
mac CRC tién trién hodc di c&n MSI-H/dMMR d3
dudc diéu tri trudc do.

Can ctr luva chon diéu tri thuc té. Su phat
hién MSI-H/dMMR la rat quan trong d6i véi diéu
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tri 1a ung thu dai truc trang di can. Thong
thudng, bénh nhan ung thu dai truc trang di can
cd MSI-H/dMMR dap ng kém han véi hoa tri
truyén thong va co tién lugng xau. Cac nghién

clru da chi ra réng khéi u MSI-H/dMMR c6 thé

dat dugc phan (ng bén vimng khi diéu tri bang
liéu phap mién dich [3]. DIt liéu tir KEYNOTE-164
xac nhan Igi ich ldm sang lau dai cua
pembrolizumab & nhitng bénh nhan bénh nhan
ung thu dai truc trang tién trién hodc di cdn
MSI-H/dMMR da dugc diéu tri trudc dd. Doi vdi
trudng hop bénh nhan nay, da that bai véi hoa
tri toan than va chiu nhiéu tac dung phu cta hoa
tri, ching t6i da diéu tri thu6c mien dich
Pembrolizumab cho & bénh nhan va dat dugc
dap Ung rat tot.

Quay trd lai ban luan vé tac dung phu “bénh
than kinh cadm gidc ngoai bién cé ton thudong sdi
truc hodc hach than kinh cam giac, phan do 2".
Vé tac dung phu nay ching tdi nghi cd thé do
nhirng nguyén nhan gay ra nhu sau: thtr nhat la
bién chirng than kinh ngoai bién do bénh ly dai
thdo dudng ki€ém soét khdng tét, thir hai do tac
dung phu than kinh ngoai bién do nhitng lan hod
tri trudc déy, va cudi cling c6 thé la do tac dung
phu lién quan dén thudéc mién dich gay viém
than kinh ngoai bién. Sau khi can nhac nhiing
nguyén nhan trén, dudng huyét bénh nhan kha
on dinh dao ddng tir 94-117 mg/dl, HbA1C=6.4
nén it nghi dén nguy nhan bién chirng than kinh
do dai thdo duGng. V& nguyén nhan th(r hai, tac
dung phu do ddc tinh hoa tri Ién than kinh ngoai
bién, bénh nhan da ngung hoa tri tir thang
4/2022 cach day 1 nam, nén it nghi do doc tinh
tich luy do thu6c hod tri. Nguyén nhan thir ba do
tac dung thuéc mien dich khong thé loai tru,
hodc c6 thé 1a hé qua clia téng hop ca 3 nguyén
nhan trén gay ra tinh trang trén. Theo hudng
dan x{r tri tAc dung phu lién quan dén mién dich,
thi bién c6 bénh ly than kinh ngoai bién d6 2 sé
dudc tri hoan thuéc mién dich theo doi hoac diéu
tri v8i corticoid [4]. Tuy nhién sau khi can nhac
cac yéu t6 véi bénh nhan, chidng toi quyét dinh
ti€p tuc diéu tri pembrolizumab va khong su
dung corticoid, chi dung thu6c giam dau than
kinh Gabapentln ho trg triéu chitng. Sau d6 bénh
nhan van dugc hoan thanh day du 35 chu ky, vdi
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két qua dap Ung rat t6t, va quay trd lai cudc
s6ng thuGng ngay.
IV. KET LUAN

Ung thu dai truc trang la bénh ly rat phé
bién & Viét Nam, vdi ti I& s6 ca mac mdi va sb ca
t&r vong cao. Cac dau an sinh hoc déng vai tro
quan trong trong phdng nglra, chdn doan va
diéu tri. D6i vGi bénh nhan ung thu dai truc
trang di can vgi MSI-H/dMMR, cac lua chon diéu
tri kha han ché khi ngugi bénh cé xu huéng dap
Ung kém vGi hoa tri truyén théng. Liéu phap
mién dich dudc nghién clu cho thdy dap (ng
bén vitng véi khdi u MSI-H/dMMR, tuy nhién viéc
lva chon diéu tri can dugc xem xét trén ting
trudng hgp bénh nhén cu thé, dua trén nhiéu
yéu t6 bao gobm tinh an toan, hiéu qua, chi phi
va kinh nghiém cla bac si.
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