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DOT BIEN TAI SAP XEP ALK O BENH NHAN UNG THU
PHOI DANG TUYEN CO THANH PHAN TE BAO NHAN:
CASE LAM SANG

Nguyén Minh Diing", Nguyén Tuan Khéi', Nguyén Tién Son’
TOM TAT:

Ung thu phdi dang tuyén c6 thanh phan té bao nhan hay goi tat 1a ung thu ph01 té bao nhan (Slgnet
ring cell - SRC) nguyén phat 1a mét phan nhom rat hiém gap cta ung thu phdi dang tuyen voi tién
lwong xau. Biéu hi¢n cua thanh phan té bao nhan dugc xem la mét dac diém mo bénh hoc ndi bat cua
ung thu phoi khong té bao nho c6 EML4-ALK duong tinh [2]. Gan day, sy théng qua cta thude trc ché
ALK thé hé 1, 2, 3 vdi ty 1& dap Gmg cao, PFS va OS kéo dai hon so v6i hoa tri dd mé ra ky nguyén méi
cho diéu tri ung thu phdi khong té bao nho c6 dot bién ALK dwong tinh. Tir d6, cai thién tién lwong cho
nhitng bénh nhan ung thu phoi dang té bao nhan so véi trude kia.

ALK-POSITIVE PULMONARY ADENOCARCINOMA WITH
SIGNET RING CELL: CASE REPORT

ABSTRACT:

Primary signet ring cell carcinoma (SRC) of the lung, a rare subtype of lung adenocarcinoma with
a poor prognosis. The presence of signet ring cells is considered a prominent histopathological feature
of non-small cell lung cancer (NSCLC) with EML4-ALK positivity. Recently, the advent of first,
second, and third-generation ALK inhibitors with high response rates and extended progression-free
survival (PFS) and overall survival (OS) compared to chemotherapy has ushered in a new era in the
treatment of ALK-positive NSCLC, thus improving prognosis for patients with signet ring cell lung
cancer compared to the past.

1. DAT VAN BE nhin nguyén phat dugc mé ta dau tién vao nim

Da s6 nhirng ca ung thu phdi té bao nhin xuét 1989 boi Kiws'h et al, mot phan nhom r'ét.hiém cua
phat tir duong tidu héa. Ca ung thu phdi té bao  Ung thu phoi dang € bao tuyen, véi tien luong
xau so voi nhitng phan nhém khéc. Nhiing nghién
ctru trude diy ¢ Bic My da xac dinh mot ty 1&
cao EML4-ALK duong tinh & phan nhom nay.
Do d6, biéu hién thanh phan té bao nhin co thé
12 mot dic diém mo bénh hoc quan trong cua ung
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té bao nho. Crizotinib, dugc chép thuan boi FDA
vao ngdy 26/8/2011, dugc khuyén céo cho bénh
nhan c6 tai sap xép EML4-ALK [2]. Sy phat trién
cta thude e ché ALK véi hiéu qua lam sang da
dugc thong qua dua dén nhitng hiéu biét vé dic
diém bénh hoc 1dm sang va ty 1& séng con & nhimng
bénh nhan voi ung thu phoi té khong té bao nho
c6 EML4-ALK duong tinh.

2. CASE LAM SANG 1

Bénh nhan nam T.V.T, sinh nam 1970 vao vién
vi kho thd ngay 07/7/2024. Bénh cli Bénh vién
Ung budu TP. HCM, chan doan ung thu phdi tir
thang 3/2024 nhung khong diéu tri. Cach nhap
vién 3 ngay, bénh nhén kho tho tang dan nén nhap
vién. Tién can hat thubc > 20 goi/nam. Kham 1am
sang lac nhap vién: Bénh nhan tinh, kho tho 2 thi,
ho khan, phoi ran ngdy 2 bén, hach thuong don
phai 5 cm, ciing dinh. CT scan (thang 3/2024) ghi
nhén nhiéu hach trung that, rén phéi hai bén dang
ac tinh, kich thude 16n nhat 51x74x68 mm; hach
trén don phai dang ac tinh, kich thuéc 16n nhat
33x42 mm; da ndt ddm do mo nghi ton thuong
thtr phat, kich thudc < 9 mm; dac xuong rai rac
than séng cot séng nguc. Bénh nhan dugc sinh
thiét hach trén don phai. Giai phau bénh ghi nhan
nghi ngd carcinom di cin hach. Héa mo mién dich
CK7 (+), TTF1 (+), CK20 (-), CDX2 (-), DOG1
(-), PSA (-), phu hgp carcinom tuyen loai té bao
nhan di can hach, c6 thé tir ph01 Sau do6 bénh
nhéan bd tri va nhap vién lai vao thang 7/2024.
Ltc d6 bénh nhan dugc chup CT scan ghi nhan
nhiéu ndt - khdi hach trén don hai bén nghi thu
phat, kich thudc lon nhat 43x61 mm; hach trung
that - ron phodi hai bén nghi thtr phat, kich thudc
16n nhat 59x92 mm (chan doan phan biét: u phoi
vung rén phdi chua rd bén, xdm 1an trung thét,
di can hach trung that - ron phél hai bén), kha
ning c6 xam lan gay hep phé quan gdc bén trai
va cac nhanh phe quan phoi thuy - phén thuy phoi
hai bén. Nhiéu ndt rai rac phdi - mang phéi hai
bén nghi tht phat, kich thudc 16n nhat 20 mm; di

cin xwong nhiéu noi; so sanh phim thang 3/2024
ghi nhan ton thuong tién trién. MRI ndo ghi nhan
nét ton thuong thily trén trai canh simg tran nio
that bén bén trai kich thudc 5 mm, theo ddi di
can. Bénh nhan duoc 1am héa moé mién dich (mau
hach thuong don thang 3/2024) ghi nhan ALK
(+), PD-L1 TPS < 1%. Sinh hoc phan tt EGFR
(-). Bénh nhan duoc diéu trj Ceritinib 150 mg 03
vién/ngay tur thang 7/2024. Trong qué trinh theo
doi chua ghi nhan tic dung phu. Bénh nhan tai
kham ghi nhan bénh nhan tinh, tiép xue t6t, khong
ho, khong kho th. Hudng diéu tri tiép tuc dung
Ceritinib va dénh gia dap ing sau 3 thang diéu tri.

3. CASE LAM SANG 2

Bénh nhan nt H.T.V sinh nam 1981 vao vién
vi dau nguc ngay 04/11/2022. Cach nhap vién 3
thang, bénh nhan dau nguc kém ho dam. Kham
tai Bénh vién Pa Nang phat hién u phdi. Chuyén
Bénh vién Ung budéu TP. HCM. Khong tién cin
hut thudc. Kham 1am sang lac nhap vién ghi nhan
bénh nhan tinh, dau nguc am i, kém ho dam trong.
CT scan (thang 11/2022) ghi nhan theo ddi ung
thu thiy trén phoi trai 27x19 mm di can hach trén
don trai 10 mm, di can hach trung that va hach rén
phéi hai bén, kich thuéc 16n nhat 12x15 mm, di
can phdi hai bén < 5 mm; tran dich mang phdi hai
bén; hach 6 bung 10 mm khong dién hinh viém.
Xa hinh xuong ghi nhén ung thu di can xuong da
o (khop vai phai, dbt sdng nguc 2, 11, dbt song
that lung 2). Bénh nhan dugc sinh thlet hach
thugng don trai, két qua giai phau bénh carcinom
tuyén loai té bao nhan grade 3 di can hach. Hoa
moé mién dich CK7 (+), TTF1 (+), NAPSIN-A
(), CK20 (-), CDX2 (-), ALK (+), PD-L1 TPS
5%, phut hop carcinom tuyén tir phoi di cin hach.
Bénh nhan duge diéu tri Alectinib 150 mg 04
vién x 2 (ubng)/ngay va BPPs tir thang 12/2022.
Trong qua trinh diéu tri bénh nhan giam dau nguc
giam ho, khong ghi nhéan tac dung phu. CT scan
(thdng 3/2023) ghi nhan tran dich mang phoi phai
luong vira + xep thiy giira phdi phai, kich thudc
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38x14 mm, theo doi con sang thuong ac tinh; di
can xuong nhiéu noi. CT scan (thang 6/2023) ghi
nhan nhu mé phdi hai bén khong thay bat thuong;
tran dich mang phdi phai lugng vira; di can xuong
nhiéu noi. CT scan (thang 9/2023) ghi nhan nhu
mo phoi hai bén khong thay bt thuong; tran dich
mang ph01 phai lugng vura; di can xuong nhiéu
noi; cac ton thuong 6n dinh so v6i phim thang
6/2023. Kham lai vao thang 5/2024, bénh nhan
tinh, khong ho dam, khong dau nguc, khong kho
tho, khong ghi nhan tac dung phy. Huéng diéu tr
tiép tuc Alectinib.

4. BAN LUAN

Ung thu phéi té bao nhin 1a mot phan nhom
hiém cua ung thu phdi dang tuyén. Trong mot
nghién ctru hoi clry, tac gia Ou et al dd nhan thdy
ty 1¢ ung thu ph01 té bao nhan trong nhém ung thu
phoi dang tuyén vao khoang 0,5% (trong 50351
bénh nhan ung thu phdi dang tuyén c6 262 bénh
nhan ung thu phoi té bao nhén) Khi so sanh vai
nhiing bénh nhan ung thu ph01 dang tuyén, nhiing
bénh nhén ung thu ph01 té bao nhan c6 xu hudng
khong hut thude 14, tudi phat bénh thap hon, di cin
xa nhiéu hon, séng con ngan hon va da sé nhitng
ca duoc chan doan & giai doan IV (49,2%). Nam
2018, tac gia Wu et al da khao sét lai thong sb vé
bénh hoc 1dm sang va tién luong cua 738 bénh
nhan ung thu phdi té bao nhan tir dir liéu SEER,
va 6ng da nhan thay phan 16n nhing ca 14 biét hoa
kém voi di can xa lac méi chan doan va nhan can
thiép diéu trj thip hon. Ngoai ra, sbng con 5 nim
chi dat 11% va sdng con trung binh dat 6 thang,
chi ra mdt tién luong kém cho da s6 bénh nhan.
Theo két qua cua tac gia Wu et al, séng con cua
ung thu dang té bao nhan co sy khac nhau theo vi
tri. So v6i ung thu da day dang té bao nhan, ung
thu phdi, tuy, thuc quan, tai mat co tién lugng x4u
hon, trong khi ung thu v va dai truc trang o tién
luong tot hon, nhu thé vi tri u nguyén phat ciing
1a mot yéu tb tién luong song con doc lap. Do
d6, can phéan biét ung thu phdi dang t& bao nhan

150

nguyén phat va mot ung thu dang té bao nhin di
cin dén phoi trong giai doan sém. Triéu chimng
1am sang va hinh anh hoc cta ung thu phéi té bao
nhan nguyén phat khong khac nhiing loai ung thu
phéi khac. Boi vi, ung thu té bao nhan c6 thé phat
sinh tir nhiéu co quan khac nhau nhu da day, dai
trang, bang quang, tuyen tién liét, vu,... Ung thu
ph01 dang té bao nhan nguyén phac th1 tuong dbi
hiém, thuong cin phai thaim kham toan dién va
loai trir 1 ton thuong di can tir vi tri khac. Chan
doan xac dinh dya vao sinh thiét, giai phiu bénh
va nhudém hoa mé mién dich. Pic diém giai phau
bénh dic trung 1 té bao nhan thuong cd dang
hinh tron hodc hinh bau duc véi ranh gidi rd rang.
Té bao chat tich liiy dbi dao chéat nhay ddy nhan
vé mot phia ciia mang t& bao tao nén dang “ban
nguy¢t” lam cho nhan I¢ch vé mot bén tao hinh
dang giéng nhu chiéc nhan. Tiéu chuan chan doan
thi chua c6, va thanh phan té bao nhan dugc dung
dé xac dinh ung thu phdi dang té bao nhin nguyén
phat thay d6i tir 5+50% trong nhing bao céo trudc
day. Trong 39 ca nghién clru cua tac gia Tsuta et
al, thanh phan té bao nhan duoc quan sat thay o
36 ca carcinom tuyen 2 ca carcinom vay tuyen 1
ca ung thu té bao nhan thuin nhat. Panh gia hinh
thai thi khong du cho chan doan bénh. Nhu thé,
can thyc hién hoa md mién dich. Nhirng dic diém
héa moé mién dich chi tiét cua bénh, theo tac gia
Merchant nhan théy TTF-1 c6 biéu hién hién cao
trong ung thu phoi té bao nhan nguyén phat, trong
khi ung thu té bao nhan & nhimng ving khac khong
¢6 biéu hién nay. CK7(+) va CK20 (-) ciing dugc
tim thiy & 94,1% bénh nhan ung thu phdi té bao
nhan nguyén phat. Do d6, xac dinh TTF-1, CK7
va CK20 duoc nhan théy ¢6 su hitu ich trong chan
doan phan biét. Boi vi phdi 1a co quan thuong bi
di can, nhimng vi tri nguyén phat khac can dugc
loai trir. Mot s6 khang thé nhu 1a Villin, CDX2
(6ng tiéu hoa), ER, PR, GCDFP-15 (tuyén va),
PSA, PSAP (tuyén tién liét) c6 thé duoc dung dé
hd trg chan doan [1] Ca 2 ca lam sang trén déu co
két qua hoa md mien dich phu hop véi ung thu té
bao nhin nguyén phat tir phoi.
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Hinh 1: Ung thw phOI té bao nhan nguyén phét. (A) Hinh &nh té bao nhan (mdi tén).
(B) Hinh anh nhuém TTF-1 dwong tinh. (C) Hinh anh nhuém CK7 dwong tinh.
(D) Hinh énh nhuém CK20 &m tinh [1]

Xac dinh chuyén vi EML4-ALK trong ung thu
phoi khong té bao nho va su chap thuan thude trc
ché ALK di dua dén nhiing hiéu biét vé dic diém
bénh hoc lam sang va tién luong ¢ nhitng bénh
nhan ung thu phdi khong té bao nhé c6 dot bién
ALK. Ty 18 xuat hién dot bién ALK trén dan sd
chung khoang 3+7%. EML4-ALK da tr¢ thanh
lidu phap nham tring dich méi cho ung thu phi
khong té bao nho. Thude trc ché ALK da md ra co
hoi c4 thé hoa diéu tri va cung cip nhiing diéu tri
thay thé cho bénh nhan khong dung nap véi hoa
tri va xa tri. Trong 2 thap ky trudc, nhimg trudong
hop ung thu phoi té bao nhin nguyén phat da
that bai trong dap (mg véi hoa tri va xa tri truyén

thong va do d6, dugc xem 1a tién lugng xau. Y
nghia cua ung thu phdi té bao nhin thi khong rd
rang cho dén khi nhimg nghién ciru duoc cong
bd vé mbi lien két gitra ung thu phdi té bao nhin
va EML4-ALK [2]. Tuy nhién, nhimg nghién ciru
nay véi ¢ mau nho va két qua van chua dong
nhat. Bén nam 2012, tac gia Nishino va cong su
d3 thuc hién nghién ctru vé dic diém mo hoc cia
ung thu phdi dang tuyén c6 ALK (+) trén 226
bénh nhan. Trong do, tac gia c6 khao sat vé mdi
tuong quan gitra thanh phan té bao nhan va dot
bién tai sap xép ALK [3]. Két qua dugc trinh bay
trong bang sau:

ALK + (N = 54) ALK- (N = 172) P-value

Té bao nhan
Khéng co 5 (28%) 145 (84%) < 0.0001
> 0% va < 10% 20 (37%) 23 (13%) < 0.0001
>10% 9 (35%) 4 (2%) < 0.0001
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Trong nhitng thir nghiém ban dau, crizotinib
da ching minh ty 1¢ dap ng cao ¢ bénh nhén
ung thu phoi khong té bao nho c¢6 ALK duong
tinh. Tuy nhién qua nghién ctru PROFILE 1007
v6i PFS trung binh 10.9 thang thi chi sau vai
thang tinh trang khang thudc da xuat hién [4].
Sau do, 1a sy ra doi cua thude e ché ALK thé
h¢ 2, 3 cho ty 1€ dap ting cao hon, PFS va OS dai
hon c6 y nghia so véi crizotinib. Qua nghién ctru
ASCEND 4, st dung ceritinib cho bénh nhan ung
thu phdi khong té bao nho c6 ALK duong tinh da
cho nhiéu két qua kha quan véi trung vi PFS 16.6
thang so voi nhom hoa tri 8.1 thang (HR 0.55, p <
0.001), DOR 23.9 thang so v&i hoa tri 11.1 thang
va ¢6 nhiéu uu thé & bénh nhan di can ndo [5].
Qua nghién cuu ALEX, PFS cua alectinib 1a 34.8
thang so vdi crizotinib 1a 10.9 thang (HR 0.43, p
<0.001) [6]. Nghién ctru 4n tuong nhat 1 nghién
ctru CROWN, véi PFS ctia lorlatinib & thoi diém
60 thang dat 92% [7]. Piéu nay c6 nghia la nhing
bénh nhén véi ung thu phoi té bao nhan kha ning
cao mang dot bién EML4-ALK s& c6 tién luong
song con dai hon khi diéu tri voi thuée ALK, 4n
tuong nhat 13 lorlatinib véi PFS gén nhu tuong
duong v6i ung thu phoi khong té bao nho giai
doan sém con mod dugc. Tur do, thay d6i vién canh
ung thu phoi dang té bao nhan c6 tién lugng xau
nhu trude kia.

PFS astimate (%)
o cwmokomomoD

— Ceritinib (n=189)
= Chematherapy (n=187)

16.6 months
(05% Cl: 12627 3)

HR=0.55 (95% CI. 0.42-0.73)
Log-rank p=0.00001

Time (morths)

Hinh 2: PFS cua nghién ctru ASCEND 4 [5]
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Hinh 3: PFS cda nghién ctru ALEX [6]
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Qua 2 ca lam sang chung t6i trinh bay, cling
da thiy duoc bénh nhan hudng loi rat nhidu tir
viéc str dung thudc e ché ALK. Cu thé ¢ ca 1am
sang thi 2, bénh nhan di diéu tri alectinib dugc
18 thang va chua ghi nhan bénh tién trién.

4. KET LUAN

Ung thu phdi dang t& bao nhan nguyén phat
thi hiém gap, chan doan xac dinh thuong 1a chan
doén loai trir voi ung thu tir vi tri khac di can dén
va can co su hd trg ciia hoa mo mién dich. Ung
thu ph61 té bao nhin nguyén phat c6 lién quan véi
tai sap xep EML4-ALK. Ngay nay, su ra doi cua
cac thudc e ché ALK véi két qua song con an
tugng da thay doi tién lugng cia thé bénh nay so
voi trude kia.
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