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Bs Lé Trung Nghia - TTUB

CHUYEN D0 : UNG THI BIoU MO TUYON KHONG RO NGUIN GO C

(PHON 1)

Ung thO khéng rd ngulin gic (CUP) la mOt bInh ly Iam sang t00ng dli phO bi0 n, chil m khol ng
2% t0ng sO cac bInh ung thl xadm I0n . CUP dl0c chln doan 0 nhing b0 nh nhan mO ¢ ung th
di can nhi ng khéng xac dinh di0c vO tri nguyén phat vl mit gili phOu trong qua trinh danh gia
ban dl u toan dil n. Ung th0 t0 nhiCu vO tri nguyén phat vli sinh hi ¢ khac nhau di0c tim thOy O
nhing bl nh nhan mic ung thd. 0 nhilu bl nh nhan mic ung thO chOa ré nguyén phat, cac
phi0ng phap chlin doan dilc cli tidn nh xét nghid m phan loli ung thl phan t0 (MCCA; con
di0c gdila xét nghiim hO sO bilu hiln gen) va nhul m héa mé miln dich (IHC) cé thD d0 doan
vl tri khOi phat c0a khii u. Tuy nhién, b0 nh nhadn mic ung thO chla rd nguyén phat vin la mit
nhom Iam sang riéng bilt vi v tri nguyén phat vl mOt gili phOu th00ng khong di0 ¢ phat hiln
trong qua trinh dil n til n 1&am sang.

Trong dé ung thd billu mé tuyl n khéng rdé ngull n gO ¢ chil m khollng 70% cac tri0ng hl p ung

thD khéng r6 nguln gdc (CUP). Trong cac lo0t kham nghil m t0 thi, m0 ¢ du nhd ng b0 nh ung tho
nay cé th0 phat sinh t0 nhilu vO tri khOi u nguyén phat khac nhau, nhing cac vO tri nguyén phat
di0c xac di nh thi0 ng xuyén nhit la phii, tuyln t0y, d0ng mOt va thO n, chil m khol ng hai
phin ba sl tri0ng hOp. Ung thD bilu mé tuyln va va tuyOn tiln li0t it d00c¢ xac d0 nh khi kham
nghidm t0 thi, mOc du day la nhi ng b0 nh ung thD phO biln nhit0 n0 gili va nam gidi t00ng O ng.
Khéng thi xac dinh di0c v tri nguyén phat 0 20 diln 30% bl nh nhan. Tuy nhién, cac khii u
nguyén phat rit nhl cOn nhilu lat cOt d0 xac d0nh b ng kinh hidn vi ¢c6 thO b0 b0 sét khi kham
nghidm t0 thi. Cac lo0t kham nghillm t0 thi bao g0 m nhi ng bl nh nhan khéng dil0 ¢ danh gia
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bl ng cac philng phap hinh OUnh hiln dli nhD chOp cO0tI0p vitinh (CT) va chip cOtI0p phat x0
positron (PET), va do d6 di lilu dic céng bl cé thD khéng phd n &nh chinh xac qul n thd bl nh
nhan hil n dii mic ung thO bilu mé tuydn khéng rd nguln glc.

TO 10 mOc ung thD bilu m6 tuyl n khéng ré6 ngul n gd ¢ tang theo tuli. Bilu hiln I[am sang d00c
xac diinh bliv0 tri di can cla khii u, thO0ng la nhiCu vO tri va thO 0 ng bao gdm gan, phdi, hOch
bl ch huylt va x00ng. Nhilu b0 nh nhan mic ung thd bil'u mé tuyl n khéng rd nguln gl ¢ c6 di
can lan rng va tinh tring s c khi e kém khi d00c chln doan. Tién I00ng dli vOi hlu hdt cac
bl nh nh&n nay la x0u, mic du dilu nay bl 0nh hiOng blilo0i ung thd bilu mo tuyln, vO tri di
can, mdc dl lan rIng clOa khi u, tinh trOng s c khl e va ph00ng phap dilu tr0 bl nh.

PANH GIA CHIN POAN

HOu hOt cac xét nghidm lam sang cOn thilt 0 ra da di0c thd c hi n trong qua trinh chl n doan
ung thi khéng ré ngul n gl c (CUP). Cac xét nghil m nay bao gl m khai thac bl nh s0 va kham
thOc thD KO 100ng, xét nghid m céng thl ¢ mau toan b, xét nghil m n00c ti0 u, xét nghil m sinh
héa huylt thanh ¢ bln va chip CT cé thulc cIn quang holc chip cdng hiOng t0 (MRI) c6
thul ¢ cn t0 gadolinium vung ngl ¢, b0 ng va khung chlu. 0 nam gili, cdn bao gi m kham tuyn
tiln li0t va do ning d0 khang nguyén dilc hilu tuyOn tiin li0t (PSA) trong huylt thanh. 0 nO gili,
cln bao g m kham vung chCOu va ch p nht 0 nh. Ngoai ra, b0 nh nhan cln di0c danh gia Iam
sang chuyén sau vl bit kD diu hilu hoUc trilu chllng nao gliy ung tho di can.

0 cac nhdm b nh nhén ¢l thD, mOt sO nghién cOu lam sang b0 sung r0t hdu ich trong vill ¢ xac
dinh vDO tri gili ph0u ban ddu:

00 phO nO c6 bilu hiln lam sang gdiy ung thd vu di can (vi dO: hOch nach to), nén thic hiln
chip cing hoOng t0 va (MRI) ngay cO khi chd p nhii 0 nh binh thi0ng. Nhuom mé miln dich
(IHC) trén miu sinh thilt ¢ thd phat hiln s bilu hiln cla cac diu 0n dlc hilu cla ung thd vd,
ching hO'n nhO thO thO estrogen va progesterone, mammaglobin va protein di ch nang 0ng dl n
sl a.

0 NOisoi dditrang nén dilc thOc hiln O nhing bl nh nhén co6 di can trong 0 bl ng, co mé hic
dil n hinh cOa ung thD d00ng tiéu héa dili va c6 kit qud nhul m mé mid n(IHC) dil n hinh
(cytokeratin 20 [CK20] dd 0 ng tinh, cytokeratin 7 [CK7] &m tinh, yOu t0 phién m& homeobox kil u
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dudi 2 [CDX-2] di 0 ng tinh) hol ¢ chi' n doan bl ng xét nghid m phan loli ung thl phan to (MCCA)
cho thdy vO tri khOi phat la ung thO ddi trd c trang.

0 0 nam gili co bilu hiln 1&am sang gliy ung th0 tuyOn tiOn li0t di can (vi d0 : di can x00ng dO ng
t0 o xd0ng), nhul m mé di phat hiln PSA dbdi khi cé thi chin doan dilc¢ ngay ¢l khi nilng dl
PSA trong huylt thanh khéng tang cao.

ChOp ctl0p phat xO positron (PET) la mOt quy trinh chl n dodn giai dol n tiéu chul'n bl sung c6
thOD hOu ich trong mOt sO trl0ng hOp nhit ddnh. Trong mOt sO lo0t nghién cOu hii cO0u, PET da
xac diinh di0c vD tri nguyén phat 0 kholng 40% bl nh nhan. Tuy nhién, trong mOt nghién cOu
tidn c0u duy nhit hiln c6, PET khéng vi Ot trli hin so vii CT. Do dé, vilc sU ding PET nén
di0c hdn chO trong vi c danh gia bl nh nhan c6 bil u hiln 1am sang ¢l thD (vi d: nhOng ng00i
b0 ung th bidu mé vy 0 hOch blch huyltcl hollc cé mitdi can duy nhit). MO c du khdéng lién
quan dl n danh gia chi n doan, chip PET ctng hDu ich d0 theo d6i dap Ung dilu tr0 0 bl nh
nhan co6 di can chl ylu 0 x00ng.

Khéng nén th ¢ hil n cac xét nghillm hinh 0nh va nli soi toan dil n vi nhl ng xét nghid m nay
hil m khi phat hiln d00c vO tri tOn th00ng chinh 0 b0 nh nhan khéng c6 trilu chl ng, va co thi
gay nhim I0n do kOt qul dO0ng tinh giO.

Céac diu 0n sinh hic khii u trong huyOt thanh truy0 n th0 ng (khang nguyén phéi thai ung thi
[CEA], khang nguyén ung thO (CA 19-9, CA 15-3, CA 125) nhin chung khéng hi u ich trong
chin doan hol ¢ tién I00ng b0 nh. Tuy nhién, ning d0 cla chung thi0ng tang cao va cé thl hiu
ich trong vill ¢ theo d6i dap Ong dil u trD.

PANH GIA BAN P0U MOU KHOI U

Cach til p cl n chung: Ung thl khéng ré ngull n gi ¢ (CUP) theo dnh nghta la mOt khdi u di can
ma vil c danh gia tri0c dilu tr0 khéng tilt 10 d00c vO tri nguyén phat vl mOt gili phOu. Trong
tr00ng hd p nghi ngd CUP, nén thil ¢ hil n sinh thiDt tdi v tri dJ ti0p cOn nhOt, {0t nhitla sO ding
sinh thilt kim 16i hol ¢ sinh thidt cOt b0 d0 thu di0c d0 mé cho tt cl cac nghién clu ¢l n thilt.
Ung thO bilu mé tuyOn thdOng cé thd di0c phan bilt vii cac lolli mé hic khac bl ng cach kilm
tra d00i kinh hil n vi quang hi c. Xét nghil m héa mé miln di ch (IHC) va cac nghién clu bl

sung nén diiic hiIng din blimd hilc clakhliu. Sau do, vilc dilu trl nén dilc tiln hanh dla
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trén k't qul cla cac danh gia nay.

Kinh hil n vi quang hi ¢: Chl n doan ung th0 bilu mé tuyln th00ng dia trén vil ¢ xac dinh cac
clu truc tuyl n d00c hinh thanh bli cac t0 bao tan sinh. Nhlng diic diim nay dlu cé 0 0t cl cac
lo0 i ung thO billu mé tuyln, va v tri cOa khii u nguyén phét thi 0 ng khéng thl xac dinh diilc
bl ng kinh hidn vi quang hi'c. MO c du mO0t sO dl ¢ didm hinh thai co6 th0 lién quan d0n mOt lo0 i
khOiu cO thd (vidD:d0c dilm ding nha viiung thO bul ng trdng va t0 bao hinh nhin vii ung
thD d0 day), nhO ng nhin chung chung khong di dic hilu d0 dCa ra chi n doan xac di nh.

ChOn doan ung thd bilu m6 tuyl n kém bill't héa thiOng di0c dla ra khi chD thOy sO hinh thanh
tuyd n t0i thid u trong qua trinh kil m tra mé hic hollc 0 nhOng khii u thilu s bilt héa tuyldn
nhOng I0i nhudm ddOng tinh v i chOt nhO'y. Ung thd bilu mé tuydn, ung thO bi0u mo tuyl n kém
bilt h6éa va ung thl bilu mé kém bil't h6éa la nhi ng chin doan md hic dlli diln cho mOt phU vO
mOc dl bilt hoéa cla khDi u chd khong phUila nhing thO ¢ thO di0c phén dinh ré rang. Cac nha
bl nh ly hi ¢ khdc nhau c6 thd sO ding céc tiéu chi hii khac nhau cho mii chl n dodn nay.

Vil ¢ chlln doan bl ng kinh hil n vi quang hic dUi vOi ung thO bidu mé tuylln kém bilt héa clin
difc diln gili mOt cach thin tring vi mOt sU bl nh nhan nay co sinh hi ¢ khii u d0 c thu va khQ
nang dap 0ng vli héa trl toan than. Vi ly do nay, vil c danh gid va didu trl bl nh nhan ml ¢ ung
thD bil u m6 tuyl n kém bil't hda khdng rd ngulln gl ¢ ¢l n tuan theo cac hi0ng diin di0c néu
cho ung thO bilu mé kém bilt héa khéng ré nguln gic, bao giim vil ¢ sU ding ph00ng phap
nhul m IHC, xét nghil m phan lodi ung thO phéan t0 (MCCA) va kinh hiln vi diln t0 (ndu cOn) do
xac dinh ung th0 c6 khi nang dap 0ng vili héa trd va loli trl cac loli khii u khac nhi ung thl
mau, sarcomas, ung thi bidu mé thin kinh ndi tilt holc u t0 bao mim.

Cac phi0ng phap nhulm moé hic va héa mé miln dichTrong hiu hit cac triIng hip, IHC
thanh céng trong vil ¢ xac dinh dong t0 bao khii u cla cac khii u tan sinh kém bilt héa . Tuy
nhién, IHC chO cho phép xac dinh mé gl c trong mit sO it troi0ng hd p ung thd bilu mo tuyln
khéng rd nguln gl c ban dilu. MOt phin, dilu nay la do cac kil u nhulm khéng dil n hinh cé
trong nhil u trd0ng hO p ung thO bidu mé tuyl n. Tuy nhién, vilc I0a chl n cac thul ¢ nhul m IHC
thich hip ctng gdp khé khan. Khéng tho thO ¢ hion miilo0i thul c nhul m IHC ¢6 thO do hin chi
vl mé ¢é sl n va chi phi; thay vao do, nha bl nh ly hic phi chOn thul c nhulm dl a trén cac
phat hiln mé hic holc lam sang gliy.

Trong qua trinh danh gia CUP, hilu hi't cac nha blnh ly hO'c b0t d0u vOi mOt nhém bl n chit
nhudm IHC t0 o thanh ¢l s cla mdt sO mdu chOn dodn til m nang (cytokeratin 7 [CK7],
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cytokeratin 20 [CK20], yOu t0 phién ma tuyl n giap-1 [TTF-1], you t0 phién ma homeobox kil u
dudi 2 [CDX-2]) di thu hOp cac khll nang chlln doan va bl sung cac chiit nhul m dda trén mo
hi c, bilu hi0n lam sang va kit qul c0a nhém IHC ban dlu. VOi cach tilp cin nay, kit qud chl
gliy mOnh mO vl mOtlodiung thD duy nhit0O 33% bl nh nhdn mic CUP. Ngay cl 0 nhOng

bl nh nh&n nay, cac bac st 1am sang viin ngin ngdi sU ding cac di doan IHC d0 hiOng din
difu tr0 t0i chd, vi cac bao cao bl nh ly thiOng kha md hi, viicac cIm t0 nhO "phu hOp vOi"
hoU ¢ "nghiéng vO", thay vi m0t ch'n doan chic chin.

Trong mOt sO trd0ng hip, IHC cung clp bl ng ching mdnh mO lién quan din vO tri chinh:

0 KOt qul nhulm di0ng tinh vii khdng nguyén dlc hilu tuyOn tion liot (PSA) khd di ¢ hilu di
viung thD tuyOntiln li0t va nén d00c dla vao qud trinh danh gia nam gili mdc ung th bilu
mo tuyl n khéng ré ngul n gl c.

0 NhuOm di0ng tinh vOi thyroglobulin kOt hO'p vii TTF-1 ¢é tinh d0c hilu t00ng d0i cao dii vOi
ung thO tuyln giap.

0 NhuOm ddOng tinh vOi CDX-2 hollc k't h0 p CK20 di 0 ng tinh/CK7 &m tinh 1a d0u hilu r0t rd
rang cla ung thi tric trang .

0 KOt qul nhulm di0ng tinh vii CK7 va TTF-1, cung vOi kOt qul nhuDm &m tinh vOi CK20, cho
thO'y khd nang cao mic ung thd billu mé tuydn phUi.

0 KOt qul nhulm di0ng tinh vOi CK7, protein ddch nang I0n 15 va protein lién kit GATA 3
(GATA3) cho thi'y khil nang cao mic ung th0 bil u mé tuyln va.

0 NhuOm do0ng tinh vOi ung thO bilu mé t0 bao thin (RCC; con dilc glila diu0n ung tho
bil u mé t0 bao thin [RCC-Ma]) va gen hip déi 8 (PAX8), cung vili nhudm am tinh vii CK20,
cho thiy kh nang cao mic RCC.
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0 KOt qul nhulm di0ng tinh vii CK7, Wilms tumor 1 (WT-1) va PAX8 cho th'y khi nang cao
mO c ung thD bidu mé tuyl n bull ng tr0 ng.

0 KOt qul nhulm di0ng tinh vOiyOut] phién mé lién kOt octamer 4 (OCT-4) va phosphatase
kiDm nhau thaila ddu hilu r0t gdiy din ung thd t0 bao mOm.

MO u nhul m vOi cytokeratin CK20 va CK7 cé thi hOu ich trong vil ¢ thu hi p ph m vi ch n doan.
CK20 la mOt cytokeratin co6 tring 100 ng phén t0 thOp, thd0ng di0c bilu hin 0 d00ng tiéu héa
di0i, bilu mé nilu dlo va t0 bao Merkel. CK7 diiI ¢ bil'u hil n trong ung thO ph0i, bull ng tr0 ng,
ndimdc t0 cung va vu nhllng khdng c6 trong ung thd di0ng tiéu hoa dili. SO kit hIp CK20

di 0 ng tinh/CK7 am tinh la di ¢ hilu nhit, d0c bilt n0 u nhul m CDX-2 ciling d0 0 ng tinh, va cho
phép d doan mOnh mO ung thd ddi trdc trang 0 nh0 ng bl nh nhén c6 cac dl ¢ dil m Iam sang va
mo hi ¢ t00ng thich.

ChOa cé kit qul IHC nao diilIc danh gid mit cach cé hU thOng vO d0 chinh x4c trong vil ¢ xac
dinh vO tri kKhOi u nguyén phat 0 b0 nh nhan mic CUP. TOOng t0, chda c6 nghién c0u nao gili
quylt thla dang cau hii lilu vilc dillu tr0 dOa trén cac "chl n doan" IHC nay cé cli thiln kOt qul
difu tr0 cho nhd ng b0 nh nhan nay hay khéng. Tuy nhién, sO t00ng quan t0t gila chdn doan IHC
va MCCA khi IHC gdiy mOt vO tri khOi u nguyén phat duy nhit ho tr0 d0

Xét nghidm phén lo0i ung th phan t0: NOu danh gia bl nh ly ti€u chul n khéng xac dinh dilc
mo6 nguln gdc, md khi u nén dilc phan tich bb ng MCCA, con dilc gli la xét nghil m h0 s{
bil u hiln gen. Hilu qud chin doan cda MCCA dia trén cac hi sO bilu hil n gen khac bilt co
trong cac mo cl thD binh thI0ng khac nhau. Khi ung thd phét sinh t0 cac mé binh th 0 ng, cac
ho sO bi0u hiln gen khac bilt thiOng di0c gil I0i, it nhOt1a mOt phOn, bli cac t0 bao tan sinh,
cho phép xac dinh v tri khD'i u nguyén phat. MOt s MCCA, sO diing phOn 0ng chuli
polymerase phién ma ngil0c (RT-PCR) hol ¢ cong nghll vi ming gen, hil'n cé s n trén tho
trd0ng va cung cOp kOt qul vOithOigian x0 ly lam sang khollng mOt d0 n hai tudn. DO a trén cac
nghién cOu xac nhin lam sang, MCCA c6 thl xac dinh chinh xac mé nguin gic (t0c la vD tri
khOi u nguyén phat) trong 85 din 95% cac tri0ng hip ung thd di can td nhiDu vO tri nguyén
phat da bilt va trong hlu hit cac tri0ng hi p CUP.

Phén tich phan t0 toan dil n (CMP): Phan tich phén t0 toan diln (CMP) bao g m vill ¢ xét
nghidm mOt nhdom gen rIng d0 xac dl nh cac biln dli phan t0 gay ung thd c6 thd dilu trd d00c¢(
vi d0 HER2, EGFR, BRAF, ALK, TRK, RET, BRCA, ROS1, FGFR, cung nhil u gen khac), ciling
nhO cac diu hilu b0 gen (vidO: ganh ning dit biln khdiu [TMB], d0 b0t 0n d0nh vi vD tinh cao
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[MSI-H] va mOt tinh d0 hOp t0 trén toan b0 bl gen). Nhing biln dUi phan t0 nay cé thd diilc sO
ding di di doén holt dl ng cac tac nhan nhI m mic tiéu va/hol ¢ li0u phap mil n dich. CMP
th00Dng d00c thd ¢ hiDn trén sinh thilt md, nhi ng sinh thilt ddch di a trén mau (axit
deoxyribonucleic [DNA] khii u I0u hanh) cliing khi thi.

Pang chu y, CMP khac vili MCCA, phC0ng phap do I00ng sU bil u hil n khac bilt cla cac gen
binh th00ng d0 x4¢c dinh ngulln gdc m6. Mic du di lilu cho thOy CMP s ding bOng gili trinh
t0 thO hO ti0 p theo cling c6 thD dO doan nguln gilc mé, nhi ng cl n phii x4c thd c Iam sang thém
va cac nin tong gidi trinh t0 thO hO ti0 p theo hidn c6 khéng chl a chi ¢ nang nay.

SO 100ng cac thay dli phan t0 c6 thl hanh ding ma CMP c6 thd xac dilnh til p t0 ¢ tang 1én.
Ngoai ra, CMP c6 thD xac dinh cac ylu t0 d0 bao phin Ong vli liDu phap miln dich, bao gdm
MSI-H va TMB. Cac thay dli phan t0 gilng hit nhau cé thD x0y ra 0 nhilu lo0i khi u khac
nhau, mdc du t0n sult rdt khac nhau. Khi di0c CMP phat hil n, nhd ng thay dli phén t0 nay c6
thD h0Ong dOn li0u phdp nh'm mic tiéu hol ¢ lilu phap miln dich hilu qud bOt kD lo0i khOi u;
khai nil m nay cting di0c gUi la lil u phap "khdng pht thul ¢ vao loli khii u".

Phén tich phén t0 toan dil n (CMP) xac di nh c4c thay dli phan t0 c6 thD hanh ding 0 khol ng
20% 00b0nh nhan mdc CUP. Ngoai ra, cac di u hilu gen di doén phlin 0ng vUithulc Oc ch

did m ki m soat midn dich (MSI-H, TMB cao, khul ch dli holl ¢ billu hiln qua mic phdit0 chit t0
bao theo chil ' ng trinh 1 [PD-L1]) cing dl0c xac dinh 0 CUP. TMB cao t00ng dli phU biln O
CUP, x0y ral 8% ung thd billu mé tuydn, 11% ung thD bidu mé va 23% ung th0 bilu mé vOy.
MSI-H va khuU ch ddi PD-L1 it phO biln hn (1 din 2%). Bidu hin qua mic PD-L1 ph0 biln hO'n
0 CUP; nhul' m mau trong cac t bao lympho xam nhip khili u dilc thly 0 63% va nhul m mau
cla cac tl bao ung thl dilc quan satthly 0 21%.

Trich dich tO nguln: https://www.uptodate.com/contents/adenocarcinoma-of-unknown-primary
-site
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