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BAO CAO CA LAM SANG UNG THU CO TU CUNG
GIAI DOAN DI CAN PIEU TRI BANG PHAC po HOA CHAT
KET HQ'P THUOC UrC CHE PIEM KIEM SOAT MIEN DICH

Pham Tuén Anh', Nguyén Tién Quang', Nguyén Hiru Thing?

TOM TAT .

Trong ky nguyén cua thuGc mien dich, phac do
hoéa chat két hgp Pembrolizumab da trg thanh diéu tri
tiéu chuin mdi trong ung thu ot cung (UTCTC) giai
doan tai phat, di can. Chung toi bao cao mot trl.rdng
hop bénh nhan nir 62 tudi, chdn doan UTCTC giai
doan FIGO IvB dugc diéu tri bang phac do nay va dat
dudgc két qua an tugng.

T khoa: Ung thu ¢6 t&r cung, Liéu phap mién
dich, Pembrolizumab.

SUMMARY
CASE REPORT: PATIENT WITH
METASTATIC CERVICAL CANCER TREATED
WITH CHEMOTHERAPY COMBINED WITH
AN IMMUNE CHECKPOINT INHIBITOR

In the era of immunotherapy, the combination of
chemotherapy and Pembrolizumab has become the
new standard treatment in recurrent and metastatic
cervical cancer. We report a case of a 62-year-old
female patient diagnosed with FIGO IVB cervical
cancer who was treated with this regimen and
achieved impressive results.

Keywords: Cervical
Pembrolizumab.

I. DAT VAN PE

UTCTC 13 bénh ung thu phé bién th tu &
phu nir trén toan thé& gidi. Ty I&é mac va ty & tr
vong clia UTCTC gilfa cdc nudc phat trién va
dang phat trién chénh léch rd rét. Hon 85%
truGng hgp mdc mdi va 80% trudng hgp tir vong
do UTCTC xay ra & cac nudc cé thu nhap thap va
trung binh'. Theo GLOBOCAN, tai Viét Nam, nam
2020 cd 4132 bénh nhan dugdc chan doan mdi va
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2223 bénh nhan tir vong?. Diéu tri da mo thirc co
thé dem lai cd hoi chita khoi bénh UTCTC giai
doan tai chd tai vung Trong giai doan di can xa,
phac d6 hoa chat nén tang Cisplatin két hgp véi
thudc khang sinh mach Bevacizumab dudc coi la
lua chon hang dau trong nhiéu ndm qua, tuy
nhién két qua s6ng thém con han ché. Thang 11
nam 2021, nghién cfu KEYNOTE-826 bdo cdo
két qua phan tich tai thdi diém 22 thang, dem
dén cd hdi kéo dai thdi gian s6ng thém cho bénh
nhan UTCTC giai doan di cdn vdi viéc két thém
hop thudc tc ché diém kiém soat mién dich vao
phac do tiéu chudn3. Ching tdi bdo cdo mdt
trudng hgp bénh nhan UTCTC giai doan FIGO
IVB dugc diéu tri bdng hda chat bd déi két hop
Pembrolizumab va Bevacizumab.

Il. BAO CAO CA BENH

Bénh nhan nir 62 tudi, cd tién s hen phé
quan, hién tai 6n dinh, tdng huyét ap kiém soat
tét bdng thuSc Amlodipin/Valsartan (huyét ap
hang ngay la 120-130/70-80 mmHg). Bénh nhan
da man kinh 13 nam, tién st thai san PARA 3003
(ba con sinh thudng). Bénh nhan dén kham va
nhap khoa Diéu Tri A Bénh vién K vdi triéu
chirng ra mau &m dao s6 lugng it. Danh gia thé
trang chung clia bénh nhan tét. Tham am dao
thdy cd tir cung téng kich thudc, cd khéi cling
chac, di dong kém, lan dén thanh trén am dao,
an dau, kem nhdy mdu ra theo gang. Kham hach
ngoai vi sG thdy hach ben phai kich thudc
khoang 1x1,5cm, cling chdc, con di déng dugc.
Bénh nhan dugc soi cd tu cung, phat hién ton
thudng sw loét chay mau, bat mau Lugol khong
déu tai cd tir cung. Sinh thiét tén thuong lam g|a|
phdu bénh thu dugdc két qua: Carcinoma vay
khong sting hda, xam nhép, do II. Bénh nhan
dugc chup phim MRI tiéu khung va chup PET-CT
chén doan g|a| doan bénh. MRIL ghi nhan ¢ ti
cung to, c6 khdi thdm nhiém kich thudc
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45x56mm, tang tin hiéu nhe trén xung T2W, cd
han ché khuéch tan, ngam thudc khong déu,
xam 18n day chang rdng lan can, xam lan thanh
am dao 1/3 trén; vai hach chau ngoai va hach
ben bén phai, dudng kinh I6n nhat 15mm, tang
tin hiéu trén xung DWI, ngam thubc sau tiém.
PET-CT ghi nhén khdi ti trong mé mém tai cd tor
cung, kich thudc 41x44mm nghi ngé xam lan
thanh trudc truc trang, SUVmax 22,7, nhiéu hach
chau trong hai bén va vai hach chau ngoai bén
phai, I6n nhat 10x23mm, SUVmax 8,1, vai hach
ben phai, I16n nhdt 14x9mm, SUVmax 7,5; ngoai
ra con cb cac tén thuong khdng phat hién dugc
trén MRI la nhiéu hach canh dong-tinh mach chu
bung, kich thudc khoang 10mm, SUVmax 7,4.
Dua trén tham kham lam sang va cac két qua
can 1dm sang trén, bénh nhan dugc chan doan:
Ung thu cd tr cung giai doan FIGO IVB (di cdn
hach ben). Sau khi thao luan v&i bénh nhan vé
ké hoach diéu tri, ching t6i chi dinh xét nghiém
PDL-1.

—
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PHIEU TRA LOT KET QUA XET NGHIEM PD-L1

Kéugs bie BPO-LL s
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VGi két qua diém sd duang tinh két hgp CPS
la 2%, bénh nhan phu hgp véi phac do
Paclitaxel-Cisplatin két hgp Pembrolizumab va
Bevacizumab. Bénh nhan dung nap diéu tri tot,
chi ¢4 biéu hién mét moéi mdc dd nhe trong 3-5
ngay sau truyén hda chat, khéng bao cdo bat ky
tac dung ngoai y nao khac. Sau ba chu ky, bénh
nhan dugc danh gia dap (ng diéu tri bang thdm
kham 1&m sang va chup phim MRI ti€u khung. Vé
Idam sang, bénh nhan khéng con ra mau am dao,
hach ben phai khong con sg thdy. Két qua MRI
ghi nhan u thanh trudc ¢ tr cung, kich thudc
10x15x21cm, ngdm thudc kém sau tiém; hach
nho doc bé mach chau hai bén, 16n nhat 5x9mm.
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Theo thang diém RECIST 1.1, bénh dat dap (ng
mot phan, ton thuong gidm 62,5%. Bénh nhéan
dugc diéu tri ti€p tuc theo phac do ban dau. Sau
sau chu ky, bénh dat dugc dap (ng hoan toan.
Két qua PET-CT bao cdo chi con hinh anh tdng
nhe chuyén héa FDG tai cd ti cung va khéng
phat hién hach chau, hach canh dong mach chu
hay hay ben bat thudng. Bénh nhan dugc tiép
tuc duy tri Pembrolizumab, hién tai dén chu ky
thir 8.

Hinh 1: Két qua xét n

hiém PD-L1

Hinh 2: Hinh 3nh u c6 t’ cung vé ach ch
trudc va sau 6 chu ky diéu tri trén PET-CT

8n PET-CT
=T

Hinh 4: Hinh anh a ben phai truoc va
sau 6 chu ky diéu tri trén PET-CT
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I1l. BAN LUAN

Hién tai, v3i ti 1€ mac va tir vong cao, UTCTC
tao ganh nang bénh tat I&n tai Viét Nam. Diéu tri
UTCTC, dac biét la giai doan di can xa con nhiéu
thach thilrc véi két qua han ché. Trong giai doan
nay, muc tiéu diéu tri la giam nhe cac triéu
chirng cta bénh, cling nhu kéo dai thdi gian
song thém cho bénh nhan. Cisplatin liéu
50mg/m? chu ky ba tuan tirng dudc coi la diéu tri
tiéu chuén trong sudt hai thap ky, véi hiéu qua
khiém ton (ti 1€ dap ing (ORR) chi khoang 20%,
thsi gian séng thém khong tién trién (PFS) va
thdi gian s6ng thém toan bd (OS) ngan (tucng
Ung chi dat 2,8-3,2 va 6,2-8,0 thang). Sau do,
cac phac do bd do6i da chiing minh vai tro trong
cai thién ti Ié dap Ung va s6ng thém.* > Nam
2009, nghién cru pha III GOG-204 so sanh bon
phac d6 b6 doi chla Cisplatin, két luan phac do
Paclitaxel-Cisplatin mang lai ti I& dap 'ng (29%),
PFS (5,8 thang) va OS (12,8 thang) cao nhat.®
Ndm nam sau do, su’ két hgp thém thudc khang
sinh mach Bevacizumab dugc Cuc quan ly Thuc
phdm va Dugc phdm Hoa Ky (FDA) chép thuén,
dua trén két qua cua nghién ciiu GOG-240
chirng minh Bevacizumab cai thién cé y nghia OS
(16,8 so véi 13,3 thang; HR=0,765; 95% CI;
0,62-0,95; P=0,0068). Nhu vay, so vdi thai ky
Cisplatin dan tri, thgi gian s6ng thém toan bo da
téng Ién dang ké.

Trong han mot thap ky vlra qua, cac thuéc
(c ché diém kiém soat mién dich dugc nghién
ctu khong nguing. Trong s6 dé, Pembrolizumab
da tr§ thanh diéu tri tiéu chudn méi trong cac
bénh Iy ung thu khac nhau (trén nhitng quan thé
bénh nhan phu hgp), vi du nhu ung thu phé
quan, dai truc trang.. Cd ché tac d6ng cla
Pembrolizumab da dugc cong nhan rong rai: Hé
thong mién dich gui cac t& bao T di khap co thé
dé phat hién va tan cong cac tac nhan nhiém
trung va bénh tit-ké ca t€ bao ung thu. Tuy
nhién, cac t& bao ung thu cé thé ding céc thu
thé PD-L1 d€ gén vao cac thu th€ PD-1 t€ bao T
va vO hiéu hoda cac t€ bao nay. Pembrolizumab
chén thu thé PD-1, 1am bét hoat ca ché Ian tradnh
nay clua t€ bao ung thu. N&i cach khac,
Pembrolizumab hd trg hé théng mién dich thuc
hién nhiém vu clia né: tiéu diét t€ bao ung thu.”
Vay thudc mién dich nay co vai trd gi trong ung
thu' ¢6 t&r cung giai doan di c&n? Cau hoi d6 da
dugc tra 16i bang két qua rat an tugng cla
nghlen clru pha III KEYNOTE-826.3 Nghlen clru
tuyén chon cac bénh nhan ung thu c6 ti cung
tai phat hoac di can, gidi phau bénh la ung thu
bi€u mé tuyén, vay, hodc tuyén-vay, thé trang

t6t (di€ém toan trang theo ECOG Ia 0 hodc 1). Tat
ca cac bénh nhan déu dugc xét nghiém PD-L1 va
dudc tinh diém CPS (tinh bang tdng s& té bao u,
bach cdu lympho va dai thuc bao boc 16 PD-
L1/s6 t€ bao u boc 16 PD-L1). Cac bénh nhéan
dugc diéu tri hoa chat phac do6 Paclitaxel-
Cisplatin, cé hodac khoéng cd Pembrolizumab. Mot
sO0 bénh nhan két hgp thém Bevacizumab tuy
theo thuc hanh 1am sang tai ting cd sd y t€. Héa
tri t6i da dén 6 chu ky, Pembrolizumab ti€p tuc
duy tri sau khi két hgp vdi héa tri toi da dén 35
chu ky. Thang 11 nam 2021, két qua budc dau
sau thdi gian theo d&i 22 thang cla nghién ciu
KEYNOTE-826 dugc dang trén tap chi The New
England Journal of Medicine. Trong 548 bénh
nhan cd diém CPS >1, trung vi thdi gian s6ng
thém khéng bénh tién trién la 10,4 thang &
nhom Pembrolizumab va 8,2 thang & nhom gia
dugc (HR=0,62; 95% CI, 0,50-0,77; P<0,001).
Ti 1€ sOng thém toan bd 24 thang la 53,0% &
nhém pembrolizumab va 41,7% & nhdm gia
dugc (HR=0,64; 95% CI; 0,50-0,81; P<0,001).
Cac bién cd bat Igi dd 3-5 phd bién nhat la thiéu
mau (30,3% & nhdm Pembrolizumab va 26,9% &
nhém gid dugc) va ha bach cau trung tinh (lan
luct la 12,4% va 9,7%). VGi két qua an tugng
do, ngay 13 thang 10 nam 2021, FDA da chap
thuan phac d6 hoa chat két hgp Pembrolizumab,
cd hodc khong cé Bevacizumab trong diéu tri
UTCTC giai doan tai phat, di can c6 boc 16 PD-L1
(CPS>1).8

Pay la trudng hgp UTCTC dau tién cua
ching t6i cé da diéu kién ti€p can phac do nay.
Bénh nhan dugc diéu tri héa chat bo doi
Paclitaxel-Cisplatin két hdp Pembrolizumab véi
liéu tuan thu theo nghién clru KEYNOTE-826 (lan
lugt la 175 mg/m?, 50 mg/m? va 200mg). Tinh
trang tdng huyét ap cla bénh nhan dugc kiém
soat tét bang thudc Amlodipin/Valsartan, huyét
ap hang ngay 6 mdc 120-130/70-80mmHg. Nhan
thdy nguy cc bién c6 tim mach la khong cao,
cung vG@i quyét tam diéu tri cia bénh nhan,
ching t6i quyét dinh thém Bevacizumab vdéi liéu
15mg/kg (tuong tu vai thiét ké cia nghién cliu
KEYNOTE-826) dé bénh dat dugc dap Ung tét
nhat. Chdng t6i ciing s dung nhitng phudng
tién chan doén hinh anh t&i uu (bao gém MRI va
PET-CT) dé danh gid giai doan bénh cling nhu
dap Ung diéu tri. Sau sau chu ky vdi phac do bon
thudc va bénh dat dap (ng hoan toan, ching toi
thao luan cling bénh nhan va théng nhat chi duy
tri Pembrolizumab d& han ché nguy cd bién
chirng tim mach vé lau dai. Ca bénh dau tién vdi
két qua diéu tri khd quan va thong nhdt vdi
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nghién clru gilp ching t6i budc dau cd goc nhin
thuc t& vé hiéu qua cla thudc Uc ché diém kiém
soat mien dich trong UTCTC giai doan di can.
Ddc biét, du chi s6 CPS chi la 2%, bénh nhan
nay cua chdng téi van dat dugc dap (ng hoan
toan trén 1am sang va chan doan hinh anh. Vao
dau thang 6 vlra qua, tai hoi nghi ASCO 2023,
nghién cilu KEYNOTE-826 da cap nhat két qua
song thém toan bd sau thdi gian theo doi trung
vi 39,1 thang. Trong nhdm bénh nhan c6 diém
CPS =1, trung vi thdi gian song thém toan bo la
28,6 thang & nhom Pembrolizumab va 16,5
thang & nhém gia dugc (HR=0,60; 95% CI,
0,49-0,74). Két qua nay cang cing cd viing chéc
hiéu qua cla thuéc mién dich nay trong diéu tri
budc dau UTCTC giai doan tai phat, di can.®

IV. KET LUAN

Ca ldm sang cla chdng t6i ban vé mot
trudng hdp ung thu ¢ tir cung giai doan FIGO
IVB dugc diéu tri bang phac d6 hoa chat bd doi
Paclitaxel- Clsplatln k&t hgp thudc Uc ché diém
kifm soat mién dich Pembrolizumab va thudc
khang sinh mach Bevacizumab dat dugc dap (ing
hoan toan trén Idm sang va chan doan hinh anh.
Ca bénh nay cho thdy viéc cap nhat &'ng dung
cac tién bo mdi trong y hoc phu hgp vdi hoan
canh, diéu kién Viét Nam sé gilp t6i uu hoa Igi
ich diéu tri cho ngudi bénh.
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D6 Anh Tud', Nguyén Pinh Loi?

Nghlen ctu mo ta hoi ciu trén bénh nhan mPCa diéu
tri tuan tu ADT va ADT két hgp AAP tai bénh vién K tur
thang 1/2014 dén 5/2023. Udc tinh thdi gian thdi gian
s6ng con toan bd theo phucng phap Kapan — Meier.
Phan tich cac yéu t6 anh hudng dén thdi gian s6ng
con toan b st dung phucng phap hoi qui Cox vGi do
tin cdy 95% (p = 0,05). Két qua Két qua nghién ciu
trén 65 bénh nhan cho théy, tudi trung vi la 67 tudi
(khoang t(r phan vi [IQR]: 62—-74). Ti 1& bénh nhan de
novo la 75,4%, Gleason > 8 1a 78 ,5%, va ECOG PS >
2 1a 24,6%. Ti & bénh nhan cé ganh nang khGi u cao
la (h|gh burden) la 46,2%. PSA trung vi la 150,6 ng/ml
(IQR:41,6-292,2). Thdl gian song con toan b trung vi
la 44,5 thang (95%CI 37,5-51 5) va ti lé benh nhan
con séng sau 5 nam la 20%. Tudi (= 70), thé trang
(PS = 2), diém Gleason (= 8), chan doan ban dau (de



