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TOM TAT

Ung thw biéu mé vay ving dau cb duoc xép dirng thir ndm trong céc loai ung thuw phé bién nhét trén
toan thé gidi, véi hon nira triéu ca méi mdc mbi ndm. Hon mét nira sb ca ung thw déu cé thuéc ving
Chéu A Thai Binh Duong, noi ma ung thu vady dau cé cing la mét trong nhitng ung thu phé bién phét
hién hang ndm. Bénh nhan ung thu vay vung dau cé giai doan téi phat, di cén cé tién luong xau va diéu
tri vot vat thuong it dem lai loi ich cho bénh nhan. Khang thé don dong khang lai yéu té phét trién biéu
mé nhw cetuximab, két hop véi hoé tri liéu phéc dé 5FU/platinum dwoc chirng minh hiéu qud séng thém
qua céac nghién ctru va tré thanh phac dé diéu tri chuén cho ung thw vay ving dau cé giai doan téi phat,
di cdn buéc mot. Ngoai ra, céc phac dé budce 2 ¢6 thé nhw phac db chira taxan hodc methotrexate.
Gén day, nhiéu nghién ctru cho thdy hiéu qua clda afatinib trén nhém bénh nhan nay sau khi that bai
v&i hod chat nén tang platinum. Tuy nhién, cac phéc dé con nhiéu han ché vé loi ich 1dm sang, dung
nap phéac db kém, dnh huéng dén chat luong cudc séng ctia bénh nhan. Do dé cép thiét can tim ra céac
phwong phép diéu tri nhdm dem lai hiéu qué diéu tri cao va han ché céc tac dung khéng mong muén.

Pembrolizumab, khang thé don dong nhdm vao phén ti protein PD-L1, da duoc chép thuan cho diéu trj
ung thw hic t6 va ung thw vay dau cé ttr thang 8 ndm 2016 va da duoc chimg minh hiéu qua qua cac nghién
ctru pha 3. Chiing téi bao cdo mét truong hop ung thu Amydan di cén phdi, tién trién tai ché, tai vung va that
bai v&i nhiéu phac dé, két qua dép (g tot véi liéu phap mién dich tai Bénh viénh K.

Tor khod: Ung thu vy dau cé tai phét di cdn, pembrolizumab, mién dich

ABSTRACT
CASE REPORT OF IMMUNOTHERAPY FOR METASTATIC HEAD AND
NECK SQUAMOUS CELL CARCINOMA
Do Hung Kien”, Nguyen Van Tai’

Head and neck squamous cell carcinoma (HNSCC) is the fifth most common cancer worldwide,
with more than half a million new cases every year. Over half of these originate from the Asia Pacific
region, where HNSCC accounts for a much greater proportion of newly diagnosed cancers. Patients
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with recurrent or metastatic (R/M) HNSCC have a poor prognosis, and there is no effective salvage
therapy. Anti-epidermal growth factor receptor monoclonal antibodies, such as cetuximab, plus platinum-
fluorouracil chemotherapy improve overall survival (OS), and these regimens are now standard first-line
treatments for R/M HNSCC. Taxanes and methotrexate are usually used as second-line treatments.
Recent studies have examined the effect of afatinib on patients with R/M HNSCC after failure of platinum-
based therapy. However, these therapies provide limited benefit, and the associated toxicities may impair
patient quality of life. A more effective and less toxic therapy is needed for these patients.
Pembrolizumab, a monoclonal antibody that targets the programmed cell death protein 1 (PD-1),
was approved for the treatment of melanoma and R/M HNSCC in August 2016 and was confirmed in
some clinical trials phase 3. We present a case of metastatic tonsil cancer who regressed with many

chemotherapy regimens and showed a great efficacy in immunotherapy at National Cancer Hospital.
Keywords: R/M HNSCC, pembrolizumab, immunotherapy

I. PAT VAN PE

Ung thu biéu moé ving dau c6 1a mot nhom
bénh ung thu xuét phat tir nhitng vi tri khac nhau ¢
duong ho hip va tiéu hoa trén nhu khoang miéng,
hong miéng, ha hong, thanh quan, .... Ung thu ving
dau c6 chiém 10% trong tong s6 cac bénh ung thu
va hon 90% c6 md bénh hoc 13 ung thu biéu moé té
bao vay. DP6i voi ung thu biéu mé vay ving dau
co tai phat, di can khong thé phiu thuat, trude day
thi hoa tri v6i nén tang Cisplatin 1a sy lya chon
hang dau véi ty 1é dép img toan bo khoang 30-40%
nhu cac phac dd cisplatin/5FU, cisplatin/taxan,...
Thoi gian séng thém khoang 6-8 thang tuy timg
loai phéc dd va ting nghién ctru.

Ung thu biéu mé vay ving dau c6 c6 hon 90%
truong hop boc 16 thy thé yéu t6 phat trién biéu bi
(EGFR) va hoa tri két hop v6i khang thé don dong
nhu Cetuximab da dugc chirng minh 1a cai thién ty
1¢ dap tmg, sdng con (PFS, OS) song van con nhidu
tac dung phu do 3-4 dugc ghi nhan. Hién nay voi
su phat trién cua diéu tri mién dich trong ung thu
biéu mé vay ving dau cb tai phat, di cin dd nang
cao hiéu qua séng con ciing nhu nhitng phan ung
bat loi.

Chung t61 bao cao mdt truong hop bénh nhan
ung thu Amydan di cin phdi, tai phat hach c6 da
that bai nhiéu phac d6 nhung bénh tién trién nhanh

va tri€u chirng lam sang ram rg.
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II. BAO CAO CA BENH

Bénh nhin nam 65 tudi, tién si thang 4/2018
chan doan ung thu amydan trai tién trién tai chd,
tai ving va di can phdi da duoc didu tri nhidu phéac
dd: Cimabher, Docetaxel-Cisplatin, Capecitabine,
Extreme. Bénh tién trién rAm ro ngay tudn thr 2 cua
phac d6 Extreme, hach c6 to dau nhiéu.

Kham 1am sang: Bénh nhan thé trang trung binh,
chi s6 toan trang ECOG 1 diém, hach c6 2 bén kich
thudc 2x3cm, chic cung, dau, u amydan (T) kich
thuéc 3x3cm. Bénh nhan kiém soat dau bang opioid
(Durogensic 50mcg/h)

PET-CT: hach ¢6 2 bén, u amydan (T) kich thudc
nhu trén, ndt t6n thuong thir phat phdi. Giai phau
bénh: Carcinoma vay sung hod, bdc 10 PD-L1: 65%.
Bénh nhén dugc chuyén diéu tri phac d6 mién dich
Pembrolizumab don tri, liéu lugng 200mg truyén
tinh mach ngay 1, chu ky 21 ngay. Dung nap diéu
tri ctia bénh nhan tét, khong gip tac dung khong
mong mudn d6 3-4. Sau 3 chu ky, bénh nhan kiém
soat duoc dau va hach c6 mém, giam kich thudc
so v6i trude diéu tri, ngimg kiém soat dau bang
thudc opioid. Bénh nhan tiép tuc dugc diéu tri
Pembrolizumab don tri va danh gié tri¢u chung lam
sang, cac xét nghiém huyét hoc, sinh hoa mau trong
cac lan didu tri, danh gia dap ung mdi 3 chu ky.
Hién tai, sau 9 chu ky, bénh nhan khong dau, hach
cd giam kich thudc nhiéu, hach mém kich thuge
0,5cm, dung nap thude tot.
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Trude diéu tri (T9/2019)

III. BAN LUAN
Nghién Keynote-040  so
pembrolizumab so v6i methotrexate, docetaxel

clru sanh
hodc cetuximab trén bénh nhan ung thu vay vung
dau co giai doan tai phat, di can xa. Nghién ciru
ngau nhién, nhan md pha III trén 97 trung tam
tai 20 qudc gia voi tir 2014-2016, phéan chia 247
bénh nhan duoc diéu tri pembrolizumab va 248
bénh nhan dugc didu tri cac phac dd hoa tri liéu
[8]. Két qua cho thiy, trén toan b quan thé nghién
ctru, thoi gian song thém toan bo gitta hai nhém
pembrolizumab va nhoém hoa chét 1an luot 14 8,4 so
v6i 6,9 thang (HR=0,8, 0,65-0,98; p=0,0161). Khi
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PRIMARY

Danh gia sau 3 chu ky

phan tich nhém bénh nhan c6 bdc 1o PD-L1>=1,
thoi gian séng thém toan bo nhém pembrolizumab
so voi nhom hoa tri lan luot 8,7 so voi 7,1 thang
(HR=0,74, p=0,0049). BSi v6i nhom bénh nhan
boc 160 PD-L1 dudi 1%, thoi gian sdng thém giita
hai nhom 1an luot 6,3 so véi 7.0 thang. Khi phan
tich nhom boc 16 PD-L1 trén 50% thoi gian song
thém gilra pembrolizumab va hoéa tri liéu dat 11,6
so voi 6,6 thang (HR=0,53, 95%CI: 0,35-0,81;
p=0,0014). Tac dung khong mong mudn chu yéu
lién quan dén mién dich nhu suy giap (13%), ty 1&
gip doc tinh do 3-4 hiém gap.
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Biéu do song thém
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Nghién ctru Keynote-048 la nghién cuu ngau 13 thang, so sanh két qua gifta phac d6 chua

nhién, nhan md, pha III dugc thyc hién tai 200
trung tAm y khoa trén 37 qudc gia [9]. Tiéu chi lya
chon bénh nhan ung thu biéu mé vay khoang miéng,
hong miéng, ha hong, thanh quan giai doan tai phat,
di cin khong con kha nang phau thuat, tit ca bénh
nhan dugc danh gia boc 16 PD-L1, nhiém HPV p16
v6i ung thu hong miéng va chi so toan trang ECOG
0-1. Cac bénh nhan dugc phan nhém theo chi s6 boc
16 PD-L1 theo CPS (combined positive score) chia
thanh cac nhom CPS20, CPS1 va toan b quan thé
nghién cuu. Trong nghién cuu, c6 882 bénh nhan
dugc chia thanh 3 nhéom theo ty 1€ 1:1:1 véi phac
dd diéu tri 1an luot 1a: Pembrolizumab don thuén,
Pembrolizumab két hgp SFU/Platinum, Cetuximab
két hop 5FU/Platinum. Tiéu chi chinh ctia nghién
ctru bao gdm thoi gian séng thém OS, PFS va céac
tiéu chi phu bao gdm tinh an toan, dung nap cua
phac dd va chat luong cudc séng ctia bénh nhan.
Sau thoi gian theo doi trung binh khoang
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pembrolizumab va phac dd c6 cetuximab cho thiy
hiéu qua cua liéu phap mién dich trén nhom bénh
nhan ung thu biéu mé vay ving dau c6. Loi ich
séng thém toan bd khi phan tich trén nhom bénh
nhan CPS20 (thoi gian OS trung vi gita 2 nhém
pembrolizumab va cetuximab lan luogt 1a 14,7 so
v6i 11,0 thang, thoi gian OS 2 nam dat 35% so véi
19% véi chi sé6 HR=0,6; 95%CI: 0,45-0,82). Loi
ich séng thém toan bd cling xuat hién trén nhom
bénh nhan CPS1 (thoi gian trung vi khoang 13,6 so
voi 10,4 thang, ty 1€ OS 2 nam dat lan lugt 31% va
17% véi chi s6 HR=0,65; 95%CI: 0,35-0,80). Mat
khac, khi phan tich trén toan b quan thé khong
tinh dén chi s6 CPS, phac d6 c6 pembrolizumab
cai thién sdng thém toan bd so véi phac d6 chua
cetuximab (thoi gian trung vi cia 2 nhom 13,0
so voi 10,7 thang, ty 18 OS 2 nam dat 1an luot 1a
29% va 19%, HR=0,77; 95%CI: 0,63-0,93). Tuy
nhién, khi so sanh ty 1¢ dap ung toan bo khong co
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su khac biét giita 2 nhom (43% so v6i 38% ddi vai
bénh nhan CPS20, 36% vs 36% ddi voi bénh nhan
CPS1), nhung thoi gian dap Gng ctia bénh nhan
diéu tri pembrolizumab kéo dai hon so véi phéac
dd c6 chua cetuximab (7,1 so véi 4,2 thang doi
v6i nhom CPS20 va 6,7 thang so véi 4,3 thang dbi
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Overall survival (%)

— Pembrolizumab
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neminal p=0-0049
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1a thdp hon & nhém Pembrolizumab don thuan so
v6i Pembrolizumab-5FU-Platinum va Cetuximab-
5FU-Platinum. tic dung khong mong mudén phd
bién 1a mét moi va thiéu mau. Khi didu tri véi
pembrolizumab, nguy co cao cta suy tuyén giap.
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Biéu do song thém

Truong hop bénh nhan nay, sau khi diéu tri
Pembrolizubmab don thuin 3 chu ky, bénh dép tng
ro: bénh nhan gidm dau, hach c6 giam kich thudc.
Sau 9 chu ky, khong con triéu chimg dau, hach ¢b 2
bén giam nhiéu, hach mém, nho. Hién tai bénh nhan
on dinh. Pay 1a truong hop 1am sang cho thiy hiéu
qué, vai tro ctia Pembrolizumab trong ung thu biéu
mo vay déu ¢b tai phat, di can méc du bénh tién trién

nhanh, ram r¢ va that bai véi nhiéu phac do hoa chat
trude do.

IV. KET LUAN

Diéu tri mién dich béng pembrolizumab don tri
dem lai hiéu qua diéu tri va dung nap thudc cho bénh
nhan ung thu amydal biéu mé vay, c6 boc 16 PD-L1
cao, thit bai voi nhiéu phac dd hoa chét trude do.
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