Ung tho dii trd ¢ trang (Colorectal Cancer)

Viot bdi Bién t0p vién
ThO hai, 10 Thang 3 2014 17:51 - LOn cOp nhOt culli ThO hai, 10 Thang 3 2014 18:42

Bs Trin Qui ¢ Chiln - Khoa Ung bl0u [

PhOn I:

Ung thD ddi trdc trang la mOt nguyén nhan chinh gay chit lién quan vii ung thD 0 Hoa KO va Ul
nhidu vung trén thD gili. Hi0 n nay, n6 la nguyén nhan th00ng gip ding hang thl hai gay t0
vong do ung thd 0 Hoa KO, vOi trén 150.000 tri0ng hi'p mOc mOi va 55.000 tri0ng hip chOt mOi
nam. TOn sudt cla ung thD dlitrdc trang da st gilm 2,1% gila nhi ng nam 1992 va 1996, dl
litu hidn nay giiy ring t0 I0 t0 vong do ung thO dUi tr0 ¢ trang cling dang sOt gi0 m. Nhi ng
khuynh hd0ng nay c6 thd quy cho nh'ng n I0c gia tang villc sang l0c, vilc can thilp sOm vOi
clt polyp dU phong, va cli thil n cac philIng phap dillu trl b0 tr0, va da di 0 ¢ khuyld n khich
blng nhing nO I0c I0n hn nOa trong vil ¢ phat hil n, phong ngla, va dif u tr0.
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Hinh minh h0 a

Trong sult thii gian qua, cac nha nghién clu t0 cac chuyén nganh khac nhau da c6 nhi ng
kham pha quan tring vO cac biln cO di truyln va di truydn hi ¢ bilu sinh trong vil ¢ sinh ung thQ
di truydn, sO sang I0c va phong ngl a, va lilu phap dilu trd khang ung th0 . Theo thii gian,
nhOng tidn bl nay da gop phin trong vilc st gilm lién t0c vO toan bl t0n sultvatl sultcla
ung thd dditrlc trang. MOt vi dO, li0u phap dilu tr0 chuln cho ung tho d0i tr0 ¢ trang giai do0n 1l
va IV, vO n khéng thay dli trong nhillu nam, da til p t0c phét tril n t0 nam 2000. SO 100ng cac
thul c va nhiing sU kOt hdp thudc sOn cé cho vilc didu trl va phong ngla da til p t0 ¢ phat triln
va hiln nay bao g m cac tac nhan dilu tr0 dich.

ChO00ng nay nhin I0i sO hilu bilt hiln nay cla chung t6i vO ung thd dli trlc trang, mé 10 sO hilu
bilt v nhOng dOt biln di truy0n va cac ylu t0 nguy cU, va phac hia vilc sang l0c, dI phong, va
cac chilnl0Oc difu trd nOibOtvlisl nhin mOnh dic bilt vl phi0ng phap di0c thic hiln t0i
trung tdm ung th0 M.D Anderson ( MDACC- M.D. Anderson Cancer Center ).

+DICH TO HIC VA NGUYEN NHAN HIC CIA SO T0O U Bil TRIC TRANG

SO PHAN BO Vo POA LY

Ung thD dlitrdc trang thOOng gip 0 cac nic céng nghilp PhiOng Tay (t0c la, Hoa KO,
Canada, Scandinavia, Bl c va Tay Au, va New Zealand) hOn a0 Chau A, nhit 1a cac n00c Nam
MO, va nhing cOng ding ng0ida den cla Chau Phi. KD t{0 nam 1978 10 ID t0 vong cl a ung
th dlitrang d& sOt gilm 0 mOt vai ni0c Tay Au va 0 Hoa K0, trong khi tn sult va tl |0 t0 vong
cla ung thd diitrlc trang da va dang tang Ién 0 NhOt BOn va Trung Qui c. NhO'ng ngd0i di tra 10
nhOng vung co t0n sult thOp cé nguy cl ung thd dlitrlc trang 0 “d0t n00c sOng gli” (adopted
country) clla hil, am chl sO tdc ding I0n nhau cla cac you t0 maéi trl0ng va di truyl n trong sO
phat sinh cla can binh nay. TOn sult mic chuln theo tuli c0a ung thd diitrlc trang 0 Hoa KO
tang Ién mOt cach d0u din, vi hOn 90% tr00ng hlp d00c chin doan 0 nhing bl nh nhan 50
tuli holc hIn. TO 10 nam: n0 cho ung thd dditrang la 1,34 va cho ung thd bilu moé tr0c trang la
1,78.
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SO SINH UNG THO: SO NOITIOP T0 U TUYON BON UNG THO BIoU MO TUYON

Cac kit qud t0 nhilu nghién clu, bao g0 m nhilng nghién clu cla nhdm Vogelstein va Nghién
clu Polyp Qui ¢ Gia (National Polyp Study) giliy ring sO tlo u dlitrlc trang la kit quD t0 sl
tich 10y lién t0 ¢ trén nhilu nam cla nhi ng thay dli 0 gen va phan t0 ma culli cung din diin sl
thay dli cl a billu mé binh thi 0 ng thanh s t0o u trong bil u mé (lo0 n sUn) va sau doé la bil u mé
ac tinh. Hinh thai hO ¢ s n0i ti0 p u tuyd n- ung thO bilu mé tuyl n da di0c céng nhi n cach day
trén 40 nam thi hil n nay diCc bilt d n bao go m nhi ng t0n th0 0 ng d0 ng khia cling nhi cac u
tuyOn truyOn thOng va khii d0u vOi 0 hang b0t th00ng.Céac con ding di truyln va ditruyln hic
bil u sinh riéng bilt culi cung cé thD din d0n bOnh ly &c tinh. Trong khi mOt cai nhin tdng quan
toan bl v Dt qua phIm vicla chiOng nay, s xdy ra do c6 it nhit 3 con di0ng kh&c nhau vi di
truy0 n sinh ung thi : tinh mOt 0n d0 nh c0a nhidm sl ¢ thd, tinh mdt 0n d0nh cOa vi thd kém (MSI-
microsatellite instability) (ND- th0 kém: mit clu trdc nhd gin vli mOtcOu trdc I0n hOn, d0c bidt
la mOtthD rOt nhD gOn vOi mOtnhidm sOc thd bdi mOt sUichOt nhidm sOc thd mOnh- d0 nh nghta
tham khU o theo t0 didny hi ¢ anh- vilt cl'a ban bién soll n chuyén t0 dil n new era), va methyl
héa dlo CpG (ND- dlo CpG : la nhi ng vung thullc b0 gen ma c6 chlla mit t0n sult cao cac vl
tri CpG. Chi p trong CpG am chi lién k't phosphodiester gill a cytosine va guanine- theo
wikipedia). Theo con ddng mdtOn ddnh nhidm sOc thO, nhing d0t bil n sUm bao gi m nhing
thay dli di truyn holc mic phdi0 gen0Oc chl u, APC, cé v tri trén nhanh dai cla nhilm slic
thD 5, va nhng d0t biln 0 tidn gen sinh ung thd K-ras. NhO ng bidn ¢ di truydn sau dé bao gdm
nhOng thay dli trong villc x6a bl 0 gen dit biln ung thd diitrang (DCC- colon cancer
mutation) trén 18q, va dit biln cla gen 0c chl u p53 trén nhidm s c thl 17p. NhO ng dit bil n
gen xOy ra trong ung thd dii tr0 ¢ trang c6 tinh di truyl n sinh ra theo con d00ng mOt 0n ¢l nh
nhid m s0 ¢ thD bao gdm nhi ng dit bil n cOa gen APC trong da polyp ding u tuyl n cé tinh gia
dinh. SO tich lGy cla nhiing thay d0i 0 gen vO cOu truc va sao chép si 100ng nhilu nhi ng b0t
th00ng 0 nhilu nhidm sOc thD culi cung din ddn nhdng thay dii vO kil u hinh trong bilu m6 doi
tr0 c trang va c6 lién quan vii sO phat sinh cla cac u tuyl n ma déi khi phat tril n thanh ung thi
bilu mé xam nhip vi kOt qul culicung la di can.

KO t0 khi nhom Vogelstein I0n dlu tién dla ra kil u di truydn ddi vOi sO sinh ung thO diitrlc
trang, cac nghién cllu sau dé da céng nhiin s tOn tli cla cac con diIng khac nhau. Theo con
di0ng mOt0On dinh vithD kém, nhi ng thay dli 0 cac gen vli mOt trdng thai khac nhau cla cac
enzyme slla chl'a khéng dilu hip DNA xOy ra 0 hinh thai di truy0n (hOi chOng ung thd dditrlc
trang khdng da polyp di truyl n/ hOi chd ng Warthin- Lynch), va sO nin I0ng cla mOt trong cac
gen nay (hMLH1) bOi sO methyl héa 0 hinh thai ngl u nhién. SO thilu hit trong vilc slla chOa
khong didu hip din din nhidu ditbiln0 cacgenlOp dillp I0i0 cac chuli nucleotide (vi thl
kém- microsatellites) va [ cac nucleotide riéng 10 (kil u hinh di't bil n), nh ng nhi ng thay dili v
nhidm s ¢ thO thi khdng thO0Ong gdp. VOi con d0ng methyl héa ddo CpG sU methyl héa mic dl
cao di truydn hic bifu sinh cDa DNA xUy ra, din din vidcOc chd sO bilu l0 gen blng cach
methyl héa cac chit holt héa. NhOng rdilodn Onh hiOng ddn sO biDu I0 c0a céc protein dil u
chO nh quan trl ng kil m sodt hinh thai hO ¢, s phat tridn, va sO kOt dinh cla ti bao. SO methyl
héa mic dl thlp cla intronic DNA (ND- introns: kholl ng khn6ng mang ma n m gida nh0 ng vung
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mang ma di truyl n phan bilt cda AND- dil nh nghia tham khO o theo t0 dilny hilc anh- viltcla
ban bién solln chuyén t0 diln new era) di cung v i methyl héa mic dl cao. Cac bltthilng
nhilu hOn mOt trong ba con A ng da di0c céng nhin nay thOOng ré rdt trong ung thl dditrlc
trang, nh0 sO methyl héa dlo CpG cé thl x0y ra phli hIp viicl con ding mOt0On ddnh nhilm
s c thd va con diing mdtOn d0nh vithd kem.

Nh0O ng con di0ng khac nhau da di0c dla ra di gili thich cho sO phéat sinh ung thl diii trang
theo tinh trdng cl a bl nh chi ng hin nhO viém loét dJi trang. Theo mé hinh nay, sO b0t th0 0 ng
ban dllu phat sinh trong cac ti bao mé dilm cla dli trang, dla din mOt vi mbi trilng co I0i cho
sO rOilo0n di0u hoa bilu mé. Bilu nay dic glila con ding thilu s6t cla nglli xay di ng

v n hoa. N6i chung, sl céng nhin nhO ng con di0ng riéng bilt nay viln chOa lam thay diii vil ¢
difu tr0 1&m sang dli voi cac ung thl da dilc thilt I0p, nhing dl liDu ndibOt gliy r0ng nhlng
s kh&ac nhau quan tring v0 tién 100 ng va ddp Ong vli cac lilu phap dilu tr0 ¢6 thD tntligila
chung. Thém nla, vi sO hilu bilt nhiDu hO'n vl nhdng sO khac nhau v cO chd nay, vilctlo
riéng cac chiln I00c sang I0c va di phong c6 thd di0c phat tril n.

CAC YO U TO NGUY CO

Céac yOu td nguy cl chung dili vii sU phat sinh ung th0 dUi trl ¢ trang bao g m t0 b0 m di truyl n,
cac nguy cO bl mic phdi, va cac you t0 méitriIng. Cac yOu td nay lién can vl i nhau theo mit
sl hilp ding phic tOp ma dilu nay din din mOt ti0n trinh nhO b0 ¢ thang t0 niém mic¢ dii trang
binh thO 0 ng dl n cac polyp ding u tuyln d n ung thd xam nhOp. Qua trinh t0 o u th 0 ng phét
sinh 0 nhiing ngl0i c6 cac dit biin gen mic phli holc di truy0n, ma di0c thuc Ay thém nla
blicac ylu tl mditring, chd d0 an, holcrltitcac ylu tl khong dilc bilt rdé khac.

Ti0n sO cd nhan hoU ¢ gia dinh ¢ ung thD ddi trl ¢ trang hol ¢ cac polyp, I0n tuli, va bl nh rudt
viém (IBD- inflammatory bowel disease) tlit c0 dlu cé lién quan vOitang nguy cl ung thl dOi
trlc trang (b0ng 16-1). Cac yOu t0 nguy cl c6 khd nang khac bao gim I0i sing it hoOt dIng va
chl d0 an nhidu md, chD d0 an it chOt x0, hol'c sO thilu hit cac chit vi dilng dic bidt. Hat
thulc 14 cé lién can vi sO hinh thanh u tuydn holc ung thD bidu mé dli trang, vl i nguy cU lién
quan t00ng x0ng vOi sO phOi nhilm toan b0 va thii gian hat thulc 14.
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Bang 16-1. Cac nguy co ung thw dai trire trang trong doi sfﬁng

Diéc tinh Téan suat
Déan s6 chung 5%
Tien sir ca nhan ung thir dai triec trang 15-20%
Bénh rudt viém 15-40%
Céc polyp dang tuyén: theo tirng c4 nhan c6 thé thay doi
Pot bién ung thw dai trire trang khong da 70-80%
polyp di truyén

Da polyp dang u tuyen gia dinh > 95%
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Bing 16-2- Nhitng dé nghi hién nay d6i véi sang loc ung thw dai triec trang

Nhém bénh nhan
Dién 56 chung

Bénh nhin c6 bat ki ba con
xa nao co ung the dai trang
hodc cac polyp

Nhirng bénh nhan co nguy
cer trung binh

Benh nhzu:l co hat ngu-’:ri ba
con o thé hé thir nhat by
ung thw dai tnyc trang

Hoac

Bénh nhan c6 mét ngwrén ba
con ¢ the hé thir nhat cé
ung thw dai true T_rgmg duoc
chan dodn & 46 tudi 50 hodc
tre hon

Bénh nhan ¢o nguy co
HNPCC

Cac test sang loc

FOBET hang ndm va no1 so1 dai

trang sigma moi 3-5 nam hodc :

i soi dai trang méi 10 nam, bat

dau & mo1 50

FOBT hang ndm va nd1 so1 da

trang sigma méi 3-5 nam hodc

néi soi dai trang mbi 10 nam. Bat ddu &
tudi 40.

Cat bo polyp; no1 so1 dai trang lai sau 3
nam: néu binh thwdmg ndi réng khoang
thon gian no1 so1 dén 5 ndm

Néi soi dai trang mdi 3-5 nim

bat ddu sang loc & tudi 40 hodc tré hon
10 nam so v&i ngudi ba con tré nhét by
madc bénh

Néi soi dai trang m&i 2 nam. sau d6
hang ndm sau 40 tuoi. Bat dau sang loc
& tudi 25 hodc tré hon 10 ndm so vdi
ngud ba con tre nhat bi mic bénh. Cin
nhéc tham khao ¥ kién chuyén gia va xét
nghiém di truvén
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Beénh nhan co nguy co FAP M1 so1 mdai trang sigma moi 1-2 nam.
Bat dau sang loc o tuoi 12. Tham khao ¥
kién chuyén gia va xét nghiém di truyén

Bénh nhén c6 tién sir canhdn ~ Khao sat toan bé dai trang ( TCE: ACBE

CRC hodc noi so1 dai trang ) trong vong 1 ndm

sau khi cat bd. Lap lai 3 nam neu binh
binh thuong. Lap lai 5 ndm néu binh

_ thiromg
Bénh nhdn ¢6 tien sir cd nhén Cit bo polyp. Kiém tra lat sau 3 nam.
bi u tuyén Kiém tra lai sau 5 nim néu binh thwong

e  ACBE: air contrast barium enema: thut bari can quang

¢ (CRC: colorectal cancer: ung thi das trpe trang

o HNPCC: hereditary nonpolvposis colon cancer: ung thw dai trang
khéng da polyp di truvén

» FAP: familial adenomatous polyposis: da polyp dang u tuyén cd tinh
gia dinh

* FOBT: fecal occult blood test: xét nghiém tim mau an trong phén
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