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TOM TAT

D4t van dé: Ung thu phéi khong té bao nhé (UTPKTBN) di can budng trimg Ia trudng hop rat hiém géap, dac biét
trén nhém c6 dot bién ALK. Cac béo céo ghi nhan téi nay chi yéu dudi dang ca bénh don I8. Viéc phan biét véi ung
thuw budng trimg (UTBW) nguyén phét thuong gép khé khan. Qué trinh chdn doén va diéu tri ding gép phén bé sung
tai liéu tham khao hiru ich trong thurc hanh Iam sang.

Trwong hop bénh: Bénh nhén nik, 32 tudi, tién st khée manh, vao vién vi dau ving ha vi. Ldm sang va hinh anh
hoc cho théy khéi u budng trimg 2 bén, hach thuong don phai kém tén thuong phéi khéng dién hinh. Chan doan ban
dau: theo déi UTBW, di can hach cé va phéi. Sinh thiét hach cé cho két qua ung thu biéu mé tuyén nguén géc tai phéi
(TTF-1 va Napsin A duong tinh), NGS phat hién c6 dét bién tai sdp xép gen ALK. Chén doan cudi cung: UTPQ (P)
TxN3M1 (M néo, gan, tuy, xuong, theo déi M budng tring), chua loai trir UTPQ (P) TXN3M1/UTBW. Bénh nhén duoc
didu trj véi Alectinib, ghi nhan dap ting mot phén, cac tén thuong gén nhuw bién mét sau 9 thang. Bénh tién trién tai ndo
sau 18 théang va duoc kiém soat hiéu qué véi Lorlatinib.

Két luan: Day la mét trong sb rét it bdo cao ghi nhan di cdn budng triing tir UTPKTBN c¢é dét bién ALK, véi dién
bién 1am sang rdm ré nhung dép g ngoan muc véi liéu phap nham tring dich. Truong hop nay nhdn manh tdm quan
trong cua viéc chan doan dung va cho thdy hiéu qua cua liéu phép nhdm dich ngay cé trong mé hinh di cdn hiém gép.

Twr khéa: Non-small cell lung cancer (NSCLC), Anaplastic lymphoma kinase (ALK) rearangement, Ovarian
metastatis, Targeted therapy.

ABSTRACT
OVARIAN METASTASIS FROM ALK-POSITIVE NON-SMALL CELL LUNG CANCER: A RARE CASE REPORT

Trinh Tuan Anh', Nguyen Khac Kiem?®, Vu Ha Thanh'? Truong Cong Minh?, Bui Thi Ha', Phan
Thanh Lam’

Background: Ovarian metastasis from non-small cell lung cancer (NSCLC) is an extremely rare clinical presentation,
particularly in cases harboring ALK rearrangements. To date, most reports have been limited to isolated case studies.
Differentiating ovarian metastasis from primary ovarian cancer remains diagnostically challenging. Accurate diagnosis and
appropriate treatment in such cases provide valuable insights and contribute meaningfully to clinical practice.

Case report: A 32-year-old previously healthy female presented with lower abdominal pain. Clinical examination and
imaging revealed bilateral ovarian masses, a right supraclavicular lymph node, and atypical pulmonary lesions. The initial
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diagnosis was suspected primary ovarian cancer with metastases to cervical lymph nodes and lungs. Biopsy of the cervical
lymph node demonstrated adenocarcinoma of pulmonary origin, confirmed by positive immunohistochemical staining for
TTF-1 and Napsin A. Next-generation sequencing (NGS) identified an ALK gene rearrangement. The final diagnosis was
primary lung adenocarcinoma (right lung) TxN3M1 with metastases to the brain, liver, and pancreas, bone, follow up for
ovarian metastases; however, concurrent primary ovarian cancer could not be entirely excluded. The patient was treated
with Alectinib and showed a partial response, with near-complete resolution of lesions after 9 months. At 18 months,
disease progression was noted in the brain, which was subsequently well controlled with Lorlatinib.

Conclusions: This case represents one of the few documented instances of ovarian metastasis from ALK-rearranged
non-small cell lung cancer. Despite an aggressive initial clinical presentation, the patient demonstrated a remarkable
response to targeted therapy. This case highlights the critical importance of accurate diagnosis and underscores the
efficacy of ALK inhibitors, even in rare metastatic patterns.

Keywords: Non-small cell lung cancer (NSCLC), Anaplastic lymphoma kinase (ALK) rearangement, Ovarian metastatis,

Targeted therapy.

I. PAT VAN PE

Theo GLOBOCAN 2022, ung thu phdi (UTP)
¢6 ty 16 miac moéi cling nhu tr vong cao nhét trén
toan thé gidi, v6i hon 1,8 tridu ca tir vong hing nim
chiém t6i 18,7% [1]. Tai Viét Nam, UTP dung thir 2
vé nguyén nhan tir vong do ung thu. UTP dugc chia
thanh hai nhém 16n, ung thu phdi khong té bao nho
(UTPKTBN) (80-85%) va ung thu phdi té bao nho
(15-20%) [2]. Trén 40% bénh ¢ giai doan di can, vi tri
di can phd bién nhat dwoc ghi nhén 1a xuong, tiép dén
1a ph6i d6i bén, ndo, gan va tuyén thuong than [3].

Trén 90% ton thuong ac tinh tai budng trimg 1a
nguyén phat, di cin budng trimg tir UTP nguyén phat
rat hiém gap, chi chiém 0,07% [4]. Theo Irving va cong
sy nghién ctru trén 32 bénh nhén di cin budng trimg tir
UTP nguyén phét cho thiy su khong ddng nhat trong
thé mo bénh hoc. Hay gip nhét 1a UTP té bao nho, tiép
dén 1a UTBM tuyén va cac thé mo bénh hoc khac [5].
Day la nghién ciru 16n nhét cho t6i nay, cac bao cao chu
yéu bao cao dang ca bénh don 1¢ [6, 7].

Gen ALK ma hoda cho protein tyrosine kinase
tham gia qua trinh phat trién va phan chia té bao,
khi bi dot bién tao ra oncogen hop nhéat ALK, kich
hoat mot loat céc tin hi¢u ndi bao cta qua trinh tang
sinh va phan chia t& bao dén t6i hinh thanh ung thu
[8]. Khoang 3-5% cac truong hop UTPKTBN c6
dot bién ALK [9]. Hién nay, ba thé hé thuc nhim
dich ALK dugc FDA phé duyét cho UTPKTBN giai
doan di can: thé hé 1 1a Crizotinib, thé hé 2 lan lugt
1a Ceritinib, Alectinib va Brigatinib va mdi nhét co
Lorlatinib (thé hé 3). Mot vai truong hop UTPKTBN
c¢6 dot bién ALK di cin budng trimg da duoc bao cao

trén thé gioi, diéu tri bang Crizotinib cho thiy dap
tmg t6t va PFS kéo dai trén 10 thang [6, 7].

Hién nay, cac ghi nhan trong nudc vé hinh thai
nay con rat han ché. Ching t6i xin trinh bay mot
case 1am sang hiém gip vé bénh nhan nir tré tudi
méic UTP di can budng trimg, nhim mo ta chi tiét
qua trinh chan doan 1am sang, hinh anh hoc, mo
bénh hoc va phan tich dac diém sinh hoc phan ti
cling nhu vai tro liéu phap nhiam trang dich trén
nhom c6 dot bién ALK. Tir d6, cung cip mot s dit
lidu trong viéc quan 1y chan doan va diéu tri trong
nhom ddi twong nay.

II. BAO CAO CA BENH

Bénh nhan nit, 32 tdi, tién st PARA 2002 dé
thuong, vao vién thang 7 nam 2023 vi dau vung ha vi
kém bung to dan khoang 2 thang. Khéng c6 tién sir
hat thudc ciing nhu gia dinh khong c6 ai mic ung thu
vii hay ung thu budng trimg (UTBW). Chup MRI tiéu
khung tuyén dudi, phat hién nhiéu khéi u budng trimg
2 bén kem hach thuong don phai. Cac xét nghiém:
CA125 92,7 U/mL; HE4 453,1 pmol/L; AFP <2,0;
beta hCG am tinh; CEA 1,79 nm/mL; CA72.4 3,35
U/mL; CA19.9 7,6 U/mL. Chén doén ban dau Theo
doi UTBW giai doan IV (di can hach thugng don phai,
nghi ngo di can phdi), chuyén bénh vién K diéu tri.

Kham 1am sang thay khdi day 16i ving ha vi kém
hach thuong don (P) kich thudc 15x20mm, mat do
chic, it di dong. Sinh thiét hach ¢ phai, giai phdu
bénh va héa moé mién dich (HMMD) phu hop di
cin carcinoma tuyén ngudn gdc tir phdi voi TTF-1,
Napsin A va CK7 (+); PR (-); CK20 va CDX2 (-).
Chup CT bung - tiéu khung c6 nhiéu khdi u budng
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trimg 2 bén, kich thuéc (KT) 16n nhéat 130x98mm
dang nang, bo tron déu, da thuy, ngém thu6c manh
sau tiém kém 3 khdi t6n thuong 1an can véi hinh
thai va tinh chat tuong ty kich thudc lan lugt 67 x
91mm, 48 x 70mm va 55x60mm (Hinh 1). Ngoai ra,
budng trimg phai con c6 khéi KT 52 x 87mm theo
ddi Teratoma. Gan phai va than tuy c6 cac ndt ngdm
thude dang vién lan luot 17 x 22mm va 18 x 25mm.
CT nguc c6 tén thuong déng dic xep phoi thuy giita
phai kém rai rac cac ndt kinh mo 2 phdi Smm, ron
phdi va trung that c6 nhiéu hach, KT 16n nhét 20
x 25mm nhém 2 - 4R, dich mang ngoai tim 22mm
(Hinh 1). CT so ndo c6 cac nt ton thuong di cin 16n
nhét 14 x 16mm va xa hinh xuong ting bit xa xuong
ham trén, xwong sudn 5,6,10 bén trai (Hinh 1).

Chan doan xac dinh UTPQ (P) giai doan IV (M
nao, xuong, mang tim, gan, tuy, theo déi M buéng
trung) chua loai trr UTPQ (P) giai doan IV/ UTBW
nguyén phat. Xét nghiém gen NGS mau mo hach
cb phai phat hién dot bién gen tai sap xép gen ALK.

Bénh nhan dugc diéu tri Alectinib 250mg véi liéu
600mg udng hang ngay. Sau 3 thang, khong con dau
tirc vung ha vi, PS = 0. Chup CT Scanner toan than
danh gia diéu tri. Cac ton thuong dap tmg mot phan
(PR) theo tiéu chudn RECIST 1.1. Tén thuong ac
tinh tai budng trimg giam ca sb lwong va kich thudc
(tir 4 khéi giam con 2, kich thude giam 1an luot tir

130 x 98mm va 55 x 60mm xudng 56 x 75mm va
35x44mm). Khéi Teratoma tai budng trimg khong
thay d6i. Ton thuong gan va tuy dap ung 1 phan (nt
gan phai tir 17 x 22mm con 6 x 11mm, ndt than tyy
tir 18 x 25mm giam con 9 x 12mm). Tén thuong tai
nao dap trng hoan toan (CR) U nguyén phat & phoi
dap ung 1 phan chi con ndt dic 15 x 28mm, hach
ron phoi, trung that va cac nét kinh mo 2 bén phdi
dap Gmg gan nhu hoan toan.

Tiép tuc duy tri TKIs va danh gia lai sau 9 thang
bang CT Scanner toan than, cac ton thuong tai budng
trung bién mat hoan toan, chi con lai khéi Teratoma
khong thay d6i. Cac marker budng trimg déu dat
nguong am tinh, véi HE4 58,9 pmol/L va CA125
29,41 U/mL. Cac ndt tai gan va tuy giam xudng
chi con 7mm. Tén thuong phdi bién mat hoan toan
chi con lai dai xo héa. Bénh nhan dung nap thude
t6t, khong co triéu chimg 1am sang. Sau 18 thang,
bénh tién trién don doc tai ndo voi vai ndt ngém
thudc dang vién thuy thai dwong trai, KT 16n nhat
16x13mm, chuyén co s& tu nhan diéu trj Lorlatinib
lidu 100mg udng hang ngay. Sau 3 thang, danh gia
lai kh@ng con ton thuong trén MRI so ndo, khong
xudt hién ton thuong méi, tlep tuc duy tri Lorlatinib
cho t6i nay, bénh khong tién trién.

Bénh nhan da duoc giai thich va cho phép st
dung thong tin dé bao céo ca bénh.

Hinh 1: Hinh anh u nguyén phat kém theo cac ton thwong di cin
va danh gia sau diéu tri TKIs thoi diém 3 thang va 9 thang

Vi tri Ban diu

Sau 3 thang Sau 9 thang

U phdi phai

Hach trung that
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Vi tri Ban diu

Sau 3 thang Sau 9 thang

Budng tring

Gan

Tuy

II1. BAN LUAN

UTP 12 khéi u 4c tinh phd bién nhit va 1a nguyén
nhan hang dau giy tir vong do ung thu trén toan
thé gidi véi 80 - 85% la UTP khong té bao nho
[2]. UTPKTBN chia 2 nhom chinh: UTBM tuyén,
UTBM vay va céc type khac, trong d6 hay gap nhit
1a UTBM tuyén [10]. Chin doan loai mé hoc c6 y
nghia quan trong trong tién lugng va lya chon phac
d6 diéu tri. Tuy nhién, nhidu bénh 1y ung thu khac

ciing c6 cac type mo hoc 1a tuyén, vay hay than kinh
noi tiét gibng cuia phdi. Vi vay, trong mot sd truong
hop khé phan dinh loai mé hoc va can xac dinh
ngudn géc, HMMD 1a phuong phap duoc khuyén
c4o [11]. Bénh nhan (BN) cua ching t6i dén véi
hinh thai 1am sang la mét BN ni, tré tudi vao vién
vi ndi troi triéu ching dau bung ha vi ma khong co
triéu chimg 14m sang tai duong ho hap. Ton thuong
nhiéu co quan nhu gan, tuy, phdi, budng trimg, chua
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15 dau 13 ton thuong nguyén phat. Do do, chi dinh
HMMD 1a hét strc can thiét [11]. TTF-1 1a yéu t6
phién ma dic hiéu cho UTBM tuyén phdi va 4m tinh
trong hau hét cac loai UTBM vay va UTBM tuyén
tai co quan khac. Napsin A la mdt proteinase tham
gia qua trinh trudng thanh cta protein hoat dong bé
mat B, c6 mat trong phé bao II va dai thuc bao phé
nang. Su két hop TTF-1 va Napsin A 1a marker bo
d6i ddc hiéu cho UTBM tuyén phdi va cé thé phan
biét hau hét cac truong hgp UTBM tuyén tir co quan
khac [12]. Vay nén, voi TTF-1 va Napsin A (+) thi
viéc chan doan hach di cin ngudn gdc phoi da rd
rang trén BN nay.

UTP thuong dién bién 4m tham véi trén 40% di
cdn xa tai thoi diém chan doan. Vi tri phd bién nht
1a xuong (34,3%), tiép dén 1a phoi d6i bén, ndo,
tuyén thuong than va gan (lan luot chiém 32,1%,
28,4%, 16,7%, 13,4%) [3]. UTBM budng tring di
can tir phoi rat hiém gip, chi chiém 0,07% [4]. Vay
nén, chung thuong bi bo sot vao thoi diém chan
doan va viéc phan biét voi UTBW nguyén phat dat
ra nhiéu thach thirc. Theo Irving va cong su nghién
ctru trén 32 bénh nhan di can budng trimg tir UTBM
phdi nguyén phat nhan thay, BN thuong ¢ tré tudi,
trung binh 14 47, kich thudc khdi u trung binh 9,7cm
va 1/3 di can ca 2 bén [5]. Piac diém hinh thai cling
duogc ghi nhéan véi tinh chét tang sinh da ndt, bo
déu kém hoai tir va xdm l4n mach bach huyét lan
rong dic trung cho di can theo dudng mau va mach
bach huyét, khac véi di cin theo duong gieo hat
phic mac trong nhém ung thu duong tiéu hoa [6].
Sau khi tham khao y vin, ching t6i nhan thiy chan
doan UTPQ di can BW trén bénh nhan nay 1a hoan
toan co thé xay ra cho du rat hiém gip. Tuy vay, van
chua thé loai trir kha ning 1a hai 2 ung thu dong thoi
v6i nong do CA125 va HE4 tang, ER va CK7 trén
IHC (+). Viéc loai trirt UTBW nguyén phat chua dat
ra ngay boi ganh nang bénh tat do UTP lon, thém
nira viéc BN ton tai dot bién gen ALK va du doan
kha ning nhay cam cao véi ALK TKIs ciing khién
chiang t6i quyét dinh tri hoan sinh thiét ton thuong
tai budng trimg, str dung Alectinib truc va theo doi
sat qua trinh dap img 1am sang va can lam sang.

Gen ALK nam trén nhanh ngan cta NST s6 2,
ma hoa cho protein tyrosine kinase tham gia hoat
hoa qua trinh phat trién va phan chia té bao. Nam
1994, d6t bién gen ALK lan dau tién duoc xac dinh
trong u lympho té bao 16n dang bat thyc san, sau do
1a nhiéu loai ung thu khac nhau nhu u lympho té bao
B 16n lan toa, UTPKTBN, UTBM vay thyc quan
hay vu va dai truc trang [8]. Téi nay, chua c6 y van
nao ghi nhan co ché dot bién gen ALK hinh thanh
UTBW, tuy nhién c6 bao cdo 1 truong hop dap ung
kha t6t voi lidu phap TKIs trén bénh nhan UTBW di
can ndo c¢6 dot bién ALK, mé ra sy tiém nang nghién
ctru vé ALK trong UTBW [13]. D6t bién ALK véi
ty 1& 3 - 5%, cha yéu & nhom UTBM tuyén, khong
c6 tién sir hiit thude, thuong ganh ning bénh tat 16n
lac méi chan doan vai ty 1é di can xa da 6, phd bién
la di can ndo [14]. Nhitng mo ta trén hoan toan trung
khop voi bénh canh cua ca lam sang nay. Mac du
UTP 13 khéi u khong dong nhat, nhung nhém co
dot bién ALK lai c6 tinh dong nhat cao gitra khbi u
nguyén phét va cac ton thuong di cin, c6 thé 1én t6i
98% dwa dau an HMMD trén cung mot bénh nhan
[15]. Do &6, viéc sir dung két qua dot bién gen trén
mau md di can hach cd dé quyét dinh diéu tri 1a
hoan toan dang tin cdy trén bénh nhan nay.

Két qua tir cac thir nghiém 1am sang cho thay,
nhom c6 dot bién ALK rat nhay cam véi liéu phap
TKIs. Crizotinib 1a chat trc ché tyrosine kinase dau
tién dugc FDA phé duyét trong diéu tri UTPKTBN
¢6 ALK (+) cho thay sy t&i wu hon so véi hoa cht
tiéu chuan vé sdng thém ciing nhu kha ning dung
nap (PROFILE 1014 - nghién ctru pha III) [16]. Su
ra doi cac thude TKIs thé hé méi mang lai tac dong
manh mé& hon ca vé ty 18 dép Gng, thoi gian song
thém cling nhu kha nang dung nap so véi Crizotinib
nhu Alectinib hay Ceritinib, m&i nhét 13 Lorlatinib,
qua cac nghién ciru ASCEND 4, ALEX, CROWN
[17-19]. Tai Viét Nam, Bo y té méi chi phé duyét
cho Ceritinib va Alectinib diéu tri UTPKTBN giai
doan di can. Nghién ctru ALEX cho thay hiéu qua
vuot troi Alectinib so Crizotinib voi ORR 1én t61
82,9% so voi 75,5% va PFS dat dugc 25,7 thang so
v6i 10,4 thang [17]. Tuong tu, nghién citu ASCEND
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4 ciing cho thiy hiéu qua Ceritinib so v6i hoa tri
tiéu chuan, PFS lan lugt ¢ 2 nhom 13 16,6 thang
so voi 8,1 thang va ORR 1a 72,7% so voi 27,3%
[19]. Tuy khong nghién ctru ddi dau giira Alectinib
va Ceritinib, nhung dya trén tinh chit bic ciu tr 2
nghién ciru cho thiy ty 1& dap ung tai ndo va trung
vi PFS ctia Alectinib tot hon va tac dung phu lién
quan tiéu chay va ndi méan cta Alectinib ciing it hon
so voi Ceritinib [17, 19]. Do vay vdi nhom nir gidi
co di can nao, viéc lua chon Alectinib dugc uvu tién
hon so voi Ceritinib trén bénh nhan nay.

Bénh nhan cua chung t6i da dat duoc PFS téi 18
thang cho diéu tri TKI thé 2 budc 1 va hién tiép tuc
dap ung tot voi TKI thé hé 3 budce 2. Hidu qua tdt
dat duoc ca vé 1am sang va ca trén hinh anh hoc, ton
thuong giam dong nhat ca ¢ vi tri nguyén phat va vi
tri di cin, diéu ndy cang tng hd cho bang ching ton
thuong budng trimg ctia bénh nhan 1a di can tir phoi.
IV. KET LUAN

UTPKTBN di cin budng tring 1a rat hiém gip.
Viéc phan bié¢t UTBW nguyén phat hay di can ciing
nhu xé4c dinh dic diém sinh hoc phan ti 1a rat quan
trong dé dinh hudng diéu tri diing va hiéu qua. Bai
bao cta chung toi lam sang té mdt truong hop di can
hiém gap nham cung cép thém vé thong tin vé chan
doan va diéu tri, gop phan bo sung vao dir liéu y vin
con han ché vé loai hinh di cin hiém gap nay.

Pao dirc nghién ctru

Nghién ctru nay tuan thu cac nguyén tic dao
dutc trong nghién ctru y sinh hoc theo Tuyén ngén
Helsinki. Bénh nhan di duoc cung cap day dii thong
tin va dong y cho sir dung dir liéu 1am sang va hinh
anh trong bao cdo nay. Danh tinh ctia bénh nhan
dugc bao mat tuyét doi.

Xung dét loi ich
Céc tac gia khang dinh khong c6 xung dot loi ich
tai chinh hodc c4 nhan lién quan dén nghién ctru nay.
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