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Tém tat

Tén thwong &c tinh & da thuwdng gap trong thue hanh 1am sang bao gdm ung thw
bidu mé té bao gai, t& bao day va ung thw té bao hic t6 (melanoma). Bén canh dé,
c6 mot tén thwong da hiém gdp hon trén [am sang 1a ung thw biéu md té bao Merkel.

Ung thw biéu md t& bao Merkel Ia khéi u &c tinh hiém gap, dién tién nhanh, tién
lwong kém, c6 ngudn gbc tir t& bao than kinh noi tiét. Khéi u thuwdng xuét hién & viing
da tiép xuc v&i anh sang mét tréi, thuwdng kho phan biét vai cac ung thw da khac. Sinh
thiét va héa mé mién dich c6 vai trd quan trong trong viéc chan doan xac dinh bénh.
Chung téi trinh bay hai trwdng hop 1am sang ung thw biéu mé té bao Merkel hiém
gap dwoc chdn doan va diéu tri tai bénh vién Ung Bwéu TP H& Chi Minh, bénh nhan
phat hién tén thwong da vung dui trai va trwdng hop khac bénh nhan di can hach
ben chwa rd nguyén phat. Ca hai treérng hop 1am sang nay déu dwoc chdn doan ung
thw biéu mo t& bao Merkel théng qua tiéu chun vang cla giai phau bénh Iy va héa
mo6 mién dich v&i két qua nhudém dwong tinh véi CD20 va cac diu an than kinh noi
tiét khac, ddng thei da loai trir cac nguyén nhan khac nhu lymphém, sarcém Ewing,
melanoma... Bénh nhan sau phau thuat chan doan dwoc diéu tri toan than béng héa
tri v&i phac db cisplatin - etoposide. Qua hai trwéng hop 1am sang nay, chung toi
mubn néu I1&n rang vai trd cta viéc chan doan déi v&i nhirng tén thwong da va diéu
tri thich hop co thé cai thién ty 1& sdng con clia bénh nhan.

T khéa: Ung thu té bao biéu moé Merkel.

Abstract
Merkel cell carcinoma: two cases report

Malignant lesions of the skin are common in clinical practice, including squamous
cell carcinoma, basal cell carcinoma and melanoma. In additions, there is also Merkel
cell carcinoma (MCC) which is clinically rare.

MCC is a rare disease with aggressive malignancy tumor of the neuroendocrine
cells and poor prognosis. MCC often presents in sun-exposed areas of the
skin.lt is hard to differentiate from other malignancy tumors of skin. Biopsy and
immunohistochemical staining play important roles in confirming the diagnosis. This
report describes two cases of MCC diagnosed in the Oncology Hospital in Ho Chi
Minh city: a patient had a lesion of skin in the left leg and another had an inguinal
lymph node with occult primary tumor. These cases are diagnosed with MCC by
histopathology and immunohistochemical staining, which are positive with CD20 and
neuroendocrine markers, and excluded other diseases such as lymphoma, Ewing
sarcoma, melanoma... The patients who had been diagnosed will be treated with
cisplatin - etoposide regimen. With these cases, we wish to report the important role
of making a definitive diagnose of cutaneous lesions and appropriate treatment plans
in improving an overall survival of patients.

Keyword: Merkel cell carcinoma.
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I. TONG QUAN

Tén thuong 4c tinh ¢ da thuong gip trong
thyc hanh 1am sang bao gdm ung thu biéu mo
té bao gai, té bao ddy va melanoma, bén canh
d6 mot ton thuong da hiém gip hon trén 1am
sang la ung thu biéu mé té bao Merkel. Ung thu
biéu mo té bao Merkel 1a khéi u nguyén phat
cta té bao than kinh noi tiét, hiém gap, dién tién
nhanh, dugc mo ta 1an dau nam 1972 bai Toker.
Xuit 46 mac bénh 0.18 - 0.41/ 100 000 ngudi.
Khoang 90% cac khdi u gidp & bénh nhan trén 50
tudi, trong 6 gap nhiéu hon & nam gidi - chiém
61%. Hai nguyén nhan di dugc xac dinh dén
bao gom: su tiép xtic Vi tia cyc tim (tia UV) va
nhiém Merkel cell polyomav1rus (MCPyV) [1]

Lam sang thuong biéu hién boi su xuat hién
cia mot ndt do da, khong dau, cung, trén nén da
tiép xic v6i anh sang mit troi, hay mang di can vé
tinh, it gdp sang thuong loét da. Sang thuong phan
16n xuat hién ¢ dau va cd (41 - 50%), cac chi (32 -
38%), than minh (12 - 14%), trong do vi tri quanh
6 mit chiém khoang 10%. [2] Khai niém AEIOU
duoc tong hop dé mé ta 1am sang clia 195 ca bénh
duoc thong ké , bao gdom nhiing bénh nhan khong
biéu hién triéu chimg 1dm sang (asymptomatic),
bénh tién trién nhanh (expanding rapidly < 3
months), trén nén co dia suy giam mién dich
(immune suppression), trén 50 tudi (older than
50 year old), tiép xtc véi tia UV (location on an
ultraviolet - exposed site). [3]

Chan doan thuong dugc xac dinh dua vao
mo bénh sinh thiét sang thuong da hay sinh
thiét hach linh gac va hoa md mién dich duoc
dung dé loai trir cac loai ung thu biéu mé té bao
nho di can khac.

Cho dén nay, viéc diéu tri ung thu biéu mo té
bao Merkel van con gip nhiéu thach thire do sy

thiéu dir liéu 1am sang. Phau thuat van 1a diéu
trj nén tang d6i voi ung thu giai doan sém. Ti
1¢ séng 5 nam ddi v6i ung thu da di can chi dat
14%. Diéu tri tai chd bé’lng xa tri hay vai tro ctia
diéu tri toan than hd trg sau mé con nhiéu ban
cai. [4]

2. TRUONG HQP LAM SANG

2.1. Truong hop 1am sang 01

Bénh nhan nam, 65 tudi, vao vién vi kh01
budu ving dui trai, hach ben trai, phin mém
hong lung phai véi tién sir chua ghi nhan bat
thuong. Cach vao vién khoang 3 thang, bénh
nhan phat hién khdi budu ving dui trai va hach
ben trai. Kham 1am sang ghi nhan nét ton thuong
& mat sau dui trai, 10 x 10 mm, chéc, di dong
it, dinh da, kém theo hach ben trai 20 - 30 mm,
chic, di dong it. Hinh anh hoc trén CT-scan ghi
nhan hach ben trai nghi tht phat 32 x 44mm.
Bénh nhan dugc phiu thuat cat rong budu ving
dui trai, buéu vung hong lung phai va nao hach
ben trdi. Cidc mau mé duoc giri giai phau bénh,
ghi nhan budu ac tinh kém biét hoa, dién cat
duong tinh ¢ dui trai, di can hach ben trai. Hoa
m6 mién dich dugc thuc hién: Budu 4c tinh té
bao tron, SOX10, VIMENTIN, HMB45, CD99
(-); PAN KERATIN, CK20, Synaptophysin,
chromogranin, NSE (+) .

Chén doan x4c dinh (ngay 22/07/2021): Ung
thu biéu mé té bao Merkel viing dui trai di can
hach ben - chau trai, phan mém lung phai, thanh
bung, phiic mac. Sau phau thuit bénh nhan
dugc diéu tri toan than véi phac d6 Cisplatin
- Etoposide (tir ngay 26/07/2021). Bénh nhan
van dang tiép tuc theo ddi va diéu tri tai bénh
vién Ung buéu TP.HO6 Chi Minh cho dén hién
nay (thang 01/2022).

Hinh: CT bung chau cho thiy ton thuong nghi thir phat & hach ben trai
va phan mém ving hong lung phai.
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2.2. Truong hop 1am sang 02

Bénh nhan nit gidi 65 tudi vao vién vi phat
hién hach ben phai voi tién st chua ghi nhéan
bat thuong. Cach nhap vién 2 thang, bénh nhan
phat hién nbi hach ben phai véi chan doan di
can hach ben 2 bén chua rd nguyén phat, sau do
duoc phau thuat nao hach ben 2 bén. Két qua
moé hoc ghi nhan: Carcindm tuyén, loai té bao
nhan, grad 3, di can hach, nghi tir dudng tiéu
hoa. Nai soi dai trang - truc trang, thuc quan -
da day - ta trang, bang quang: chua ghi nhin bat
thuong. PET - CTscan: vai hach ben phai theo
ddi hach viém, khéi tu dich ving ben trai sau
mo, nhén xo tir cung, chua ghi nhan hoat dong
chuyén héa & vi tri khac. Hoa mo mién dich
(thang 08/2021): CD45, CD30, ALK, SOX10,
VIMENTIN, HMB45, MELAN-A, S100 (-),
CD20 (+) lan toa, PAN KERATIN, EMA (+),
CD56 (+) yéu, synaptophysin (+) rai rac, phu
hop carcindm di can hach, nghi tr carcinom
té bao Merkel. Bénh nhan duoc xa trj bo tic
hach ben - chau ngoai 2 bén 50 Gy/25 phan lidu
(thang 11/2021), va tiép tuc duoc tai kham cho
dén hién nay (thang 01/2022).

3. THAO LUAN

3.1. Tong quan

Ung thu biéu mé té bao Merkel 1a mot dang
ung thu hiém gip, dién tién nhanh va co ti
1¢ tai phat, di can cao. Tan suat mac khoang
0,44/100.000 ngudi, trong d6 nguoi da tring
chiém trén 95%, mdi nam tai My c6 khoang
2000 trudng hop ca mdi mic va ting dan theo
thoi gian. Viéc gia tang ty 1 mac duge cho 1a do
cac tién bo cua ky thuat chin doén va sy phoi
nhidm v&i cac yéu td nguy co. [3]

Ung thu biéu mo té bao Merkel dugc
phén loai trong nhom ung thu da khong phai
melanoma. Pugc dat tén dva vao hinh anh vi
thé giéng té bao Merkel. Tuy nhién hién nay,
ngudn gdc ctia khdi u duoc cho rang bit ngudn
tlr té bao than kinh ndi tiét.

Triéu chimg 1am sang cta khéi u nguyén
phat thuong rat nghéo nan. O ca 2 bénh nhan
ctia chung toi, sang thuong nguyén phat déu
nhé hodc khong tim thy, bénh nhan khong dau
va kho chiu khi sinh hoat. Bénh nhan chi di
kham va diéu tri khi bénh da di can hach vung.

Ung thu biéu mo té bao Merkel thuong c6
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mo hoc giéng véi nhiéu loai ung thu té bao nho
khac, do d6 thudng kho phan biét véi cac ton
thuong di cin tai da. Hoa mo6 mién dich thuong
duoc dung dé xac dinh chan doan. Mau mo
thuong duong tinh véi cytokeratin trong khoang
95% cac ca va mot trong s6 cc dau 4n than kinh
noi tiét (chromogranan, synaptophysin, neuron
specific enolase, CD56). [5] Khoang 70% cac
ca mic co duong tinh véi khang thé CM2B4
dbi v6i MCPyV [6]. Ngoai ra, ung thu biéu
mo té bao Merkel 4m tinh véi CD45 (biéu hién
trong Lymphoma), EWS/FLI-1 (biéu hién trong
sarcom Ewing). [1] O hai ca 1am sang trén, ¢
thé dua ra két luan chan doan vi déu ghi nhan két
qua nhudm duong tinh véi CD20 va cac dau an
than kinh noi tiét khac, ddng thoi di loai trir cc
nguyén nhan khac nhu lymphém (CD45, CD30
am tinh) , sarcom Ewing (Vimentin, CD99 am
tinh), melanoma (SOX10, HMB4, MELAN-A,
S100 am tinh).

3.2. Chén do4n giai doan va diéu tri

Chan doan d6i v6i ung thu biéu moé té bao
Merkel thudng 12 it dwgc dit ra dau tién vi khoi
u nguyén phat thiéu nhimg dic diém dic trung,
d6i khi con khong thay sang thwong nguyén
phat. Do d6 viéc dau tién dé chan doan 1a loai
tri kha nang cac ung thu nguyén phat hay di can
0 da nhu lymphom, sarcom Ewing, melanoma.
Bén canh d6, do dién tién ty nhién cua ung thu
nay, ta can phai thuc hién cac xét nghiém khac
dé danh gia di cin hach va cac di cin xa. Cac
x6t nghiém nay bao gdm siéu am, chup cit 16p
vi tinh, chup cong huong tir hay chup hinh ct
16p positron (PET/CT). Hién nay, danh gia giai
doan bénh dya vao hé théng phan chia giai doan
ctia Hiép hoi Ung thu Hoa Ky (AJCC). Dbi véi
ung thu con khu tra, phau thuat cit rong véi ria
an toan 1-2cm quanh khdi u nguyén phat, véi
dién cét am tinh, duoc xem 1a diéu tri co ban
[7]. Kém theo d6 1a sinh thiét hach canh gac
dbi voi moi bénh nhan vi nguy co di cin cao.
Tuy nhién, khuyén cdo diéu tri cia Mang lugi
Ung thu Quéc gia My (NCCN) van con dya vao
danh gia hach trén lam sang vi lgi ich cai thién
sdng con cla viée sinh thiét hach canh gac con
chua ro.

Xa tri don doc dugc xem la phuwong phap
diéu tri thay thé trong truong hop bénh nhan
khong thé phau thuét. So véi phau thuét, xa tri
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don dgc co ti 1€ tai phat xa cao hon va thoi gian
song thém toan b (OS) thap. Pdi voi xa tri bo
tic sang thuong nguyén phat sau phiu thuat,
cac nghién ctru gan day cho thay cai thién OS
& nhom bénh nhan phau thuat két hop voi hoa
xa tri so voi nhém bénh nhan khong co6 xa tri
bo tuc. [8]

Dbi v6i bénh nhan co di cin hach ving, diéu
tri d6i voi khdi u nguyén phat giéng nhu ¢ giai
doan khu tra, tuy nhién lga chon phuong phap
diéu tri cho hach di cin (nao hach, xa tri hay
hoa tri) con nhiéu ban cii do thiéu cic nghién
ctru 1am sang. Tuy nhién, NCCN d¢ nghi nén
Ivra chon nao hach, ¢6 thé két hop xa tri b tac 1a
phuong phap diéu tri du tién. Xa tri bd tic vao
hach linh gac dugc can nhic phu thude vao két
qua sinh thiét hach va danh gia cac yéu t6 nguy
co (nhidu hach hay hach v& vo bao hach). [7]

Pdi véi bénh nhan & giai doan tién xa, cac
phac d6 diéu tri con kha han ché. Hién nay,
hoa tri dugc sir dung voi phac d6 két hop giita
cisplatin hodc carboplatin va etoposide hay phac
dd CAV (cyclophosphamide, doxorubicin hoic
epirubicin, vincristine). Ty 1& dap tmg dbi véi
hoéa tri thay ddi nhiéu, 53 - 76%, trung vi PFS
3 - 8 thang, va 90% bénh nhan s& tién trién sau
10 thang. Ngoai ra, doc tinh khi diéu tri hoa tri
cling la mot van dé can duoc can nhéc, dic biét
do bénh thudong xuat hién & nhém bénh nhan
16n tudi, mot nghién ctru ghi nhan ty 1€ t&r vong
lién quan dén doc tinh hoéa tri 1én dén 7,7%. [9]

Liéu phap mién dich khing PD-1/PD-L1
hién 1 hudng di méi trong viée diéu tri. da duoc
chimg minh c6 hiéu qué trong diéu tri bénh &
giai doan tién xa. Phac 6 NCCN hién nay da
cho phép sir dung avelumab, pemprolizumab,
nivolumab & bénh nhan giai doan tién xa. [7]
Tuy nhién, phuong phap diéu tri niy vin con
han ché do gia thanh cao va sy dé khang thude
0 mot nhom bénh nhan.

3.3. Yéu to tién lwong

Dic diém ctia bénh nhan: Gidi tinh nam, tudi
cao, thiéu vitamin D va tinh trang mién dich
lién quan dén tién lwong x4u. Nhitng bénh nhan
dang sir dung tre ché mién dich c6 OS giam so
v6i nhitg bénh nhan khong st dung e ché
mién dich toan than. Bénh nhan bi carcinom té
bao Merkel c6 nguy co cao méc cac khdi u ac
tinh huyét hoc.

Nhiém MCPyV: Mic da MCPyV hién dién
trong phan 16n cac khdi u MCC, mbi quan hé
giita tinh trang virus va dién bién 1am sang cua
bénh 1a khong 16 rang. Cac nghién ciru da diéu
tra tic dong cua MCPyV ddi v6i OS thi khong
nhit quan, bao cdo c6 mdi twong quan thuan
hodc khong c6 mbi lién quan nao. Ngoai ra, mot
nghién ctru béo céo rang mic MCPyV cang cao
trong mau, tién lugng cang xau.

Déu 4n sinh hoc: thu thé yéu t6 ting truong
¢6 ngudn gdc tir tiéu cau (PDGF), c-kit (CD117)
va phosphoinositide 3-kinase (PI3K) thuong
duoc biéu hién qué muc trong cac khédi u MCC
va su biéu hién qua muc nay c6 thé din dén tién
luong x4u hon cho bénh nhan MCC. Tuy nhién,
mdi lién quan gitra tinh trang dot bién PI3K va
su séng con cua bénh nhan van chua dugce xac
dinh. Mot sb diu 4n sinh hoc khac, bao gém
PD-L1, p63, thu thé yéu td tang truong ndi mo
mach mau (VEGFR), Ki-67, CD34, Ep-CAM,
yéu té hat nhan kappa B duoc dé xuat dé tién
lugng ¢ bénh nhan MCC. Tuy nhién, di li€u
toan dién hién dang thiéu dé chi dinh bét ky
dau 4n sinh hoc nao cho cac méi lién quan tién
luong 10 rang.

Mb hoc khdi u: mot sé dic diém mé hoc
(xam 14n mach bach huyét, mo hinh phat trién
khdi u va s6 luong hach bach huyét di can) va
su hién dién cua cac dic diém phén bao va nhan
khdi u tir d6 2 da duge chimg minh 1a ¢6 ¥ nghia
tién lugng. Hai nghién ctru da chimg minh mdi
lién quan gitra s6 luong hach di cin va tién
luong bénh x4u. [10]

4. KET LUAN

Ung thu biéu mo té bao Merkel 1a mot loai
ung thu da hiém gip, c6 dién tién nhanh va
tan suit mac dang ngdy cang ting. Viéc chan
doan bénh hién nay dua vao két qua héa mo
mién dich, tuy nhién da ) bénh nhan thuong
duoc chin doan khi bénh d3 tién xa. Piéu tri
phu thudc vao giai doan bénh. béi véi giai doan
sém, phau thuat cit rong kém sinh thiét hach
canh gac la diéu tri nén tang. Xa tri va cac diéu
tri toan than dong vai tro cai thién triéu chung
va tdng séng con toan bo trong giai doan bénh
tién xa di can. Cac thir nghiém 1am sang vé liéu
phap mién dich dang dugc nghién ciu nhim
mo ra mot hudng moi cho diéu tri bénh ly it
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gap nay. Qua hai truong hop lam sang nay qua
d6 néu 1én vai tro clia viéc chén doan déi voi
nhitng ton thuong da va diéu tri thich hop co thé
cai thién ty 1¢ séng con cua bénh nhan
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