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BOYTE CONG HOA XA HQI CHU NGHIA VIET NAM
Poc lap - Tu do - Hanh phiie

HUONG DAN CHAN POAN VA DIEU TRI
UNG THU DAI - TRUC TRANG

(Ban hanh kém theo Quyét dinh s6 lﬂﬂ /OD-BYT

ngay)4 rhang4' nam 2018 cia Bé trucng B Y té)

1. PAI CUONG

Ung thu dai - truc trang 12 mdt trong nhimg bénh ung thu phd bién trén thé gioi.
Theo thong ké nim 2012 cua Globocan, ung thu dai truc trang dimg thir 3 vé ty
1é mic (10%) va thir 4 vé ty 1¢ tr vong (8,5%) do ung thu. O My, ung thu dai
truc trang dimg hang thir tu vé ty 1& méic va thi 2 vé ty 1é tir vong.

Tai Viét Nam, ung thu dai truc trang nam trong s6 10 bénh ung thu thuong gap,
¢6 xu hudng gia tang. Ty 1€ mac chuan theo tudi la 10,1/100.000 dén, ding hang
thir sau trong cac bénh ung thu cta ca 2 gidgi. Theo ghi nhan ung thu Ha Nai ty
1& mic chuén theo tudi 14 7,5/100.000.

2. NGUYEN NHAN - CAC YEU TO NGUY CO
2.1. Yéu t6 dinh dwing

- Ung thu dai - tryc trang lién quan chat ché véi ché d6 an nhiéu thit, md dong
vt, it chét xo, thiéu cac Vitamin A, B, C, E, thiéu canxi.

- Thyc phim c6 chira benzopyren, nitrosamin.... ¢é kha ning gy ung thu.
2.2. Céc ton thwong tién ung thw

- Viém dai truc trang chay mau

- Bénh Crohn

- Polyp dai truc trang

2.3. Yéu t6 di truyén: Yéu t di truyén c6 vai trd quan trong trong sinh bénh
ung thu dai truc trang, véi gen sinh ung thu va cac hdi ching di truyén:

- Hoi chiing ung thu dai truc trang di truyén khong polyp (hdi ching Lynch)
- Bénh da polyp dai truc trang gia dinh (FAP)

- Hoi chung Peutz-Jeghers

- Hoi ching Gardner

3. CHAN POAN

3.1. Lam sang

3.1.1. Triéu ching co nang

- R&i loan luu thong rudt, tdo bon hoic ia chay.



Di ngoai ra nhiy méu 1a triéu chimg hay gp nhat.

Pau bung: u dai trang phai dau kiéu Koernig, u dai trang trai dau kiéu tic
rudt, u dai trang sigma dau ha vi kém di ngoai nhiéu lan.

Bién chimg ctia u nhu ban tic, tic rudt, thing u giy viém phuc mac.
Mbt sb triéu chimg do di cin xa: tyr so thay hach thugng don, chuéng bung.
1.2. Triéu chimg thuc thé

Kham bung: ¢6 thé 80 thay u qua thanh bung hodc qua tham kham tryc trang
néu u & tryc trang, 6ng hu mén. Bénh nhan c6 thé ty so thay u.

Tham tryc trang: c6 thé phat hién khdi u & truc trang thap va truc trang giita.

Kham toan than dé phat hi¢n di cin gan, hach ngoai yi, dich cb trudng, di can
budng trung ¢ phu nir, giup danh gid mirc d§ tien trién bénh.

3.1.3. Tri€u ching toan than

Hach thugng don (thudng gép bén trai)

Thiéu mau

Gay sut: ngudi bénh c6 thé giy sut 5-10kg trong vong 2-4 thang.
Suy nhuge: bénh tién trién lau lam suy mon.

3.2. Can lam sang

3.2.1. Noi soi: Soi dai truc trang ong mém la phuong phép quan trong dé chéan
doan ung thu dai truc trang, cho biét vi tri, dic diém khoi u va bAm sinh thiét.

3.2.2. Chén doan hinh anh

Chyp X-quang chup bung khéng chuén bi: duoc chi dinh trong cap ciru hodc
khi 6 bién chimng tic rudt hogic thing rudt.

Chup cét 16p vi tinh: danh gia tdn thuong u dai truc trang va di cin xa. Vai
tro twong tu nhu siéu &m nhung dd nhay cao hon.

Chup cong hudng tir: c6 thé ap dung trong chin doén di cin gan va danh gia
tén thuong tai chd.

Siéu am: dugc sir dung danh gia ton thuong tai gan va toan b 6 bung, tuy
nhién d§ nhay khong bang chup cét lop vi tinh. Siéu &m qua ndi truc trang: 1a
mdt phuong phép c6 gi tri dé danh gid mirc xam I4n ung thu tryc trang va di
can hach mac treo tryc trang.

3.2.3. Y hoc hat nhan:

Chup hinh phéng xa khéi u dic hiéu (chup hinh mién dich phéng xa-
Rad101mmunoscmt1graphy RIS). Str dung céc khang the don dong danh dau
phéng xa chup SPECT gitip phat hién u nguyén phat va ton thuong di can.

Chup hinh khdi u theo nguyén téc chuyén hoa (PET, PET/CT, PET/MRI) véi
F18-FDG phét hién u nguyén phat, di can hach, di can xa, giip danh gia
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chinh xac giai doan bénh, mé phong lap ké hoach xa tri (voi ung thu truc
trang).

- Chuyp xa hinh, SPECT xuong véi Tc99m-MDP giup phat hién ton thuong di
can xuong

- Chup xa hinh, SPECT gan véi Tc99m-SC gilp phat hién tén thuong di cin
gan.

3.2.4. Xét nghiém sinh hoa - huyét hoc

- Xét nghiém CEA, CA 19-9, phfii hop véi cac phuong phap khac dé theo dai
va chan doan ung thu tai phat, di cén sau di€u tri.

- Xét nghiém huyét hoc va hoéa sinh méau: danh gi toan trang ngudi bénh.

3.2.5. M6 bénh hoc

Ung thu dai trang dugc phu thut triét can, danh gia giai doan md bénh hoc bao

gom:

- Do mo hoc

- Giaidoan T

- S luong hach vét duoc va sb hach duong tinh

- Dién cit trén, dién cit duéi va dién cét xung quanh u

- Su x4m l4n than kinh mach mau

- Sy xam l4n mach bach huyét

- Nhan ung thu mac treo ngoai hach

- Danh gia di can hach

- Sé lugng hach vét dugc téi thiéu 12 hach dé dam bao xép loai giai doan
chinh xéc.

- Sinh thiét hach cura nham phat hién di can hach chinh xdc hon nho ki thuat
héa mé mién dich duoc can nhic.

- Déi véi bénh nhan ung thu dai trang giai doan II dé quyét dinh diéu tri bd tro
0 giai doan nay hay khéng cin xét nghiém MSI (PCR) hodc MMR (phuong
phap héa md mi€n dich). V6i nhimng bénh nhan nay néu dMMR hogc MSI-H
¢ tién lugng tot va khong duge hudng loi khi héa tri bd trg véi 5-FU.

Phén tich gene: D6i véi ung thu dai trang di cin, nén dugc xét nghiém dot bién
gen KRAS, NRAS va BRAF nhim muc dich tién lugng va sir dung diéu tri dich.
a) Dai thé: Ung thu dai tryc trang c6 thé c6 dang sii, thim nhiém va loét. Vé
mit dai thé tlly thudc vao 3 tinh chét: khéi u, u sui, u sui loét, vong nhn.
b) Vi thé:
- Nhimg ung thu khong phai biéu mé (u lympho khéng Hodgkin, u carcinoid,
ung thu mo lién két) chiém khoang 5% cac ung thu mé dai trang.
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- V& mit mé hoc 80% trudng hop la ung thu biéu mé tuyén typ Liberkhunier,
10-20% la u dang nhay.

- Suxam l4n ctia khdi u thong thudng la theo chiéu sdu cua thanh dai trang roi
di can dén cac chudi hach bach huyét va sau cing 1a cac co quan lan cén, cha
yéu la gan.

- Phan do trong ung thu dai - trc trang cht yéu dya vao phén d9 theo T chic
Y té thé gidi va American Joint Committee on Cancer (AJCC).

¢) Mitic db biét héa cia té bao ung thu trong ung thu dai tryc trang dugc phén
thanh grade 1-4.

- Grade 1: biét héa tét

- Grade 2: biét hoa trung binh

- Grade 3: biét hoa kém

- Grade 4: khong biét hoa

d) Xét nghiém gen: KRAS, NRAS, BRAF va MSI.

3.3. Chin doan x4c dinh

- Lam sang.

- Tbn thuong phét hién qua néi soi.

- Hinh anh hoc (siéu am, CT, MRI, SPECT, PET/CT dé dénh gia giai doan).
- Mo bénh hoc: 1a phuong phap quyét dinh nhit dé khing dinh bénh ung thu.
3.4. Chan doan phén biét

- Bénh Crohn

- Viém loét dai truc trang

- Lao manh trang

- U lympho biéu hién & dai truc trang

- GIST dai truc trang

- Mbétsd ung thu khac xam lan dai truc trang

- Céc khdi u lanh cua dai tryc trang

- Ung thu 6ng hau mén

3.5. Chan doan giai doan

Dénh gi4 giai doan theo hé théng TNM (Union for International Cancer Control
UICC/AJCC nam 2010)

3.5.1. Khéi u nguyén phat (T)
- Tx: khong thé danh gia khdi u nguyén phat
- TO: khong c6 bang chimg vé khbi u nguyén phat



Tis: ung thu tai chd

T1: khdi u d4 x4m 14n 16p dudi niém mac

T2: khéi u xam l4n 16p co

T3: khéi u x4m 14n qua 16p co vao 16p dudi thanh mac hogc dén ving mo
quanh dai trang khong dugc phu phuc mac.

T4: khéi u xam 14n qua thanh mac vao co quan hodc céu tric ké can va/thing
vao phic mac tang.

+ T4a: U xam l4n qua thanh mac va thing vao phuc mac tang

+ T4b: U x4m l4n co quan ké can

3.5.2. Hach vung

Nx: khéng thé danh gia dugc di cin hach viing
NO: khong c6 di can hach vung

N1: di cén 1-3 hach viing

+ Nla: di cdn 1 hach

+ N1b: di c¢idn 2-3 hach

+ Nlc: nhan lfmg dong dudi thanh mac hodc mac treo hodc vung dai truc
trang khong dugc phic mac che phu va khong c6 di céan hach ving.

N2: di can 4 hach vung hoac nhiéu hon nira.
+ N2a: di ¢an 4-6 hach
+ N2b: di céan tir 7 hach tré 1én

3.5.3. Di cdn xa (M)

MO: khong cé di can xa

M1: di cén xa

+ Mla: di can xa chi & mét co quan

+ MIb: di cén tir 2 co quan/ving hoac di cén lan tran phic mac
Bing 1. Xép giai doan theo TNM

Giai doan T N M Dukes

0 Tis NO MO
| Tl NO MO A
12 NO MO A
ITA T3 NO MO B
| 1IB T4a NO MO B
I11C T4b NO MO B
IITA T1-T2 NI1/Nlc MO C
Tl N2a MO C




I1IB T3-T4a N1/Nlc MO C
T2-T3 N2a MO '
T1-T2 N2b MO &
TIIC T4a N2a MO C
T3-T4a N2b MO €
T4b N1- N2 MO C
VA Batky T BitkyN |[Mla
IVB Batky T BatkyN  |Mlb IR
4. PIEU TRI

4.1. Piéu trj ung thr dai trang

4.1.1. So dd diéu trj




02 An3u 01 NA :(2UIA):yaIYl PYD







Hun_b PIIM) SVY 10A 181 U2q 11} ia 0 nyj) Sun Suonyy UO} 90 UBYU YUIq U Y. JOF m:mﬁ_ oonyy Burip ns 1Y) 'z

S “dog nyd oy ngrp cﬂﬁ%aﬂgsﬁ%ﬁﬁﬁ;%@x aﬁo«igiﬁ I — e
o1
N | qeunzioeaag | qeWINZIOBAdY | qeWNZIOBAdY (eWNZIOBAdE] qewinzioeAaq | qewnzioeAdg qewnzioeAag | L1y Anp
DSO Fdd Fdd Fdd Fdd Fdd Fdd Fdd | innig
qeWNZIoOBAq
RIXOATOd | NIIXOJdTOA | F1op 09 in eoH
(N qewnzIoeaaq
0gD) | dey ngrp 10p F (euInZIoeAdq QEWNZIOBARQ |  QBWINZIOBAIQ qQeWNZIOBAJQ
syu 0q in eoH | 10p 0q in BOH Fdd| FIOPOq N BOH | F NIIXOAT10d | F NIIX04T104
werd qBWNZIOBAQ qeWnZIoBAq [(qewrxnia))
00S | qRUINZIOBADY] F | qewnzioeaaq F [ 4ADH Bueyy qewinzioeAaq | qewnzioeAaq ¥ | Y IO Sueyp{F| [ 20nq
wey) Fdd| NHIXOJTOd| '0POqineoH | F10pOqQineoH | FIMIXOJT10A| 10P 0 ineoH | ,Iop ¢q in eoH | in nig
A ugIq usIq ugIq
1ed 1189 0P AVIE | URIGI0P SV | I0P 3UoWy SV | UQIqIOp AVE | U9IqI0p SV | 0P Suoyy SV | M ueyqg
"3uQs uers 1Y) 1ep
093 BA JUEYU UQLY) UYN) quBL) ‘Bunyo m@g uwnpe) - | in mIp
dyu werd 20s *09Y) WY oyo 18y deyd n3ry os Jow nan
WBYO BA NEp WRIN) "3uos UeI3 1O} B 093 BA Yuq Jgos wory| - | Sunip ns 9y 09 ‘0 18Ny :En_ 20np 18P ‘n oyu nyJ - IRl
~ Sues
nn 10} op Sugu ‘uenb 00 Bugu onyo utof 101 Aey Sudn wySu we|
00S WL 26Np ugo yenty neyd Sugu eyy uod Suoyy - 3ues we| USIY NJIq 09 Angu yuen 9p oonp 1eny) ugIy
eA ugu Funyo nduig, Bugu Sunyo ndin nIIu 92 £ - :maa U1 09 BA Sugu Bunyo ndn NJIYU 02 enyy) - naig
18A 10A
ingp | innRig ugyu
Buoyy . (4udq 1pos wary in ngIqg) 7 WOYN (0 10y oyu nyy 9p i nIQ) [ WOUN | Yudq
*ond N i . ] . 3ug)
n91p doy nyd Suoyy O1 Yoy in naIp 10A doy nyq ugyd

LVNHL NYHd HNi@ IHD NQD HONOHM NYD Id ONVIL DAL - IVE NHL ONN QL NJ1a Q@ 2001 '€ Q@ OS




ANNP/H-ISIA UBYU Ju9q U1} 3UNp 1S 140 YoIp Ui dgyd nr-y g
——(2d43pjim) SV 10A 181) URq 0 |A © ny) Fun Fuony) ug) 05 upyu Yudq udn Y JOF Sugyy ogny Fuip ns 1Y)z

"doy nyd in ngip op opyd udyod BA] OBYU UED YU 9O UBYU Yudq BNO USTY NAIP YA Fuen ) oA 06Ny AN |

LR 3

[roeardny p 20nq
SUIpLIN[JLL, [rendn/aurpunpyy, in
OBOY qIudjelo3ay OBOY qIuUajeI039Yy mig
jroendn [exdn | yoip ugru deyd [roeadn [roendn Joip
(UIPUNJILL | /AUIPHAUL | 091 ogoy [endiy | euipunpu | utpunpuy [ ugru deyd ndiy ogoy
ogoy ogoy /AUIpLML, ogoy ooy | poexdn/eurpLnpuy
qruajerodoy qruoyeroday | ooy qruojeioday | quuajerodoy | qruoyerodey OBOY qIuaJeIo3ay
.( Bunp engyo op ([ Bunp
9pn Nu) nYI| in BNYO 0P JoNI) N9U) Nl
uop YIHH Sueyy] in uop JYIOH Sueyy
qewxnid)+
UBDJOULI] OBOH qewIrxma)+
L4109 UBOJOULI] SBOH
Suepy Sunp 41049
entjo op sonr Sueyy Sunp enyo | € 20nq
nQu) YIOH Fueyy Op 90N1) NU) YLIDH in
F10p 0q i1 voy Bupp F10p 0q I eOH | N2
Yoip ugiw (Uoip ugru cUoip ugru deyd
(Uoip ugru deyd nd1j ooy yoip dgyd ng1p | ndry ogoy qruayerodoy
deyd ng1| qruoyeioday yoip ugru yoip ugrur | ugru &E% nJI[ | ‘qruajerooy OBOY qeuunIronuey|
ogoy oexndn | ogoy [roendn dpyd n31] opoy dpyd 1| ogoy | dgoy [oendn ogoy q | /doorqIyVF Y1410
JUIPLIN[JLI], JOUIPLIN[JUIT | qewnionuey qeuInIDNUEY /RUIPLIN[JIIT | ewnionuwey] ogoy Sunp enyo
ogoy ogoy /d01qy Y /dao1aqyy dOgoy | /daorqIyY | op oonn ngu) YJOH
quuajeIo3ay | qruajeroday F NIAT104 FRIATOL | quuajesoSey | F RI4T04 | Sueyy +10p 0q in oy
qeuwInzIoeAdq 4404 3upyy | qewnzioeAdq | qewnzioeAsq 720nq
F | RWNZIOBAS(Q F | BWNZIOBAQ F /qBWNZIOBADQ T F 10p qeuwnzioeAaq i1
Iop9qineoy | 1opOqineoH | 10pOqineoy | FIopOqineoHy | 10poqineoy| 0qineoy F4I0pOqineoy | mIG




(45

- A




4.1.
4.1.

2. Phiu thuét ung thu dai trang
2.1. Nguyén tic phiu thuit triét cin

- Pam bao lay hét t6 chirc ung thu: bao gdm l4y rong u nguyén phat va vét hach

vung.
Lap lai luu thong tiéu hoa

4.1.2.2. Phau thuat polyp ung thu héa: phu thudc vao giai doan cia ung thu

Cit polyp ung thu ndi soi don thuan: déi véi ung thu giai doan sém 0 (TisNO
MO) hodc I (T1NOMO). Ti 1€ di can hach cua ung thu giai doan T1 tir 0-20%.
Trong trudng hop d6 mé hoc thép (G1, G2), khéng xam lan mach bach huyét
(nguy co thap) nguy co di can hach < 4%, phdu thuat cit rong réi sau cét polyp
RO 12 khong can thiét.

Trong céc truong hop nguy co cao (46 mo hoc >G2, xam lan t6i 16p ha niém
mac, Xam lan tinh mach va mach bach huyet dién cit < Imm hodc céc polyp
khéng cubng xam l4n, phiu thuit cit rong ¢ dién dugc chi dinh tham chi sau

dién cit tai chd 4m tinh.
Cac khéi u giai doan > TINO cin phdu thuat cat dai trang va vét hach.

Cac polyp ¢6 cuong ung thu héa xam nhap gidi han & dau polyp va khong co
thém bat clr yéu t0 nguy co cao nao c6 nguy co téi thiéu tai phat va do do cho
phép cit polyp qua ndi soi.

4.1.2.3. Phdu thuat diéu tri ung thu dai trang theo giai doan

a)

Giai doan sém - giai doan O (TisNOMO), giai doan I (TINOMO) khong xam
nhdp mach m4u, bach huyét than kinh

Cit polyp don thuan (nhu trén) hodc cét niém mac ndi soi (Mucosectomy) néu
sm1/2, G1,2; hodc ct hinh chém l4y rong ton thuong.

Cat doan dai trang ndi ngay néu cit rong ton thuong khéng chic chin di lay
hét tbn thuong hodc dién cat (+).

b) Giai doan I (T1-2 NOMO) (Dukes A hodc Dukes cai bién A &1B): Phiu thuét

c)

cit dai trang vét hach dién hinh tuy theo vi tri u nguyén phat (ky thuat nhu UT
dai trang giai doan II, III dudi day).

Giai doan IIA,B (T3NOMO; T4a-bNOMO), III (b4t kyT,N1-2M0): Phiu thuat
cét dai trang theo vj tri u nguyén phat (u dai trang phai, dai trang géc gan, dai
trang ngang, dai trang trai (xudng), dai trang sigma):

Ciét dai trang phai: Cit dai trang phai khi u & dai trang 1én (chi that, cit nhanh
phai cua dc;mg mach dai trang phai trén) hodc cit dai trang phai mé rong khiu &
dai trang géc gan (thit, cit dong mach dai trang phai trén); thit cit dong tinh
mach cung tén mach "hdi manh dal trung trang, dai trang phai" sat than dong
tinh mach mac treo trang trén. Ly té chirc m& va phic mac thanh cung than
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cac dong tinh mach ké trén véi doan dai trang cét - bd cung mé'f khc'")i ‘ '
(monoblock). Truge khi giai phong dai trang nén that dai trang ngang & d}r(n ‘
murc dinh cat bé dé phong té bao ung thu di chuyén xudng. Lap lai luu thong ‘
tiéu hoa bang miéng ndi hdi dai trang tin-tdn hoic tin-bén bing tay hoic bing
may. ‘
- Cit dai trang ngang: thét, cit dong mach dai trang phai va trai trén sat nguyén ‘
uy tir déng mach mac treo trang trén va dudi. Vét hach cung to chiuc mé va
phiic mac xung quanh, lay chiing di ciing véi dai trang ngang thanh mét khéi.

Phuc héi hoic tao hinh phiic mac thanh sau. Dan luu chd miéng néi.

Phdu thugt khong cham u "no touch" khéng mang lai wu thé hon vé séng con
toan b va song bénh khong tien trién.

- Cit dai trang trai (xubng): thit, cit dong mach dai trang tréi giita va nhénh trai
cua dong mach dai trang trdi trén. Vét hach va m& xung quanh cung phuc mac ||
lay di cing mot khéi véi dai trang xubng (dai trang trai). |
- Cit dai trang sigma: cit thét ddng mach mac treo trang duédi ngay sau chd cho |
nhanh dong mach dai trang tri trén. Vét m& va hach doc theo dong mgch mac
treo trang dudi cho dén sat cho chia dong mach tryc trang trén (cudng truc ‘
trang trén), ldy cung dai trang sigma thanh mét khéi.
- Khodng cach tir ria u dén dién céit Sem véi UT dai trang thuong khéng c6 van
dé nhung nhitng vi trf dai trang 6 dinh khi u xam lan ra ngoai thanh dai trang
khi d6 danh gia Ro la rat can trong. S6 hach vét dugc trong khi mo6 quy dinh t6i
thiu phai la 12 néu khdng danh gia giai doan bénh sau mo sé khong chinh x4c.
d) Giai doan IV (T bét ky, N bt ky, M1).
- Ung thu dai trang di cin gan
+ Cét gan 1a mét lya chon déi khéi di cin c6 kha ning cit duoc
+ Quyét dinh phu thuat cét nhan di cin cin cin ot vao vi tri gidi phau, kich
thudce nhan di can ciling nhu chirc ning gan. ‘

+ Chi cit nhan di cin gan khi khéi u nguyén phat cé tl}é phau thuat triét can va
khong ¢6 di cén co quan khéc. Cé thé thuc hién cét dai trang, vét hach va
cdt nhan di can gan cung thi hodc thi hai tay thu¢c vao mirc d¢ phuc tap,
bénh keém theo ciing nhu kha ning ctia phau thuat vién

+ Trong truong hop di cin gan ma phan thé tich gan lanh con lai khong dam
bao, c6 the cén nhéc nit nhanh tinh mach ctra, gy phi dai phan gan lanh dé
chuén bj cho viéc cat ton thuong di cin gan thi 2.

+ Trong mét s trudng hop nhén di cin & vi tri giai phiu kho, ¢6 thé can nhéc |
cac bién phép dieu trj ap sat: tiém con, ap lanh, d6t song cao tan.

+ Téc rudt khéng cét dugc u: 1am hiu mén nhan tao hoic ndi tit.

- Ung thu dai trang di cin phdi
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+ Quyét dinh phiu thuat cét ton thuong di cin cén can cir vao vi tri giai phau,
kich thudc ton thuong di cén ciing nhu chirc nang théng khi phoi.

+ Chi cét tén thuong di can phéi khi khdi u nguyén phét c6 thé phau thuat triét
can va khong cé di can co quan khac.

+ Trong mét s6 trudng hop nhéan di can & vi tri giai phau kho, c6 thé can nhic
cac bién phap dicu trj ap at.

- Ung thu dai trang di can phéi/gan sau hoéa tri

+ Dénh gié kha néing cét bo déi véi nhimg ngudi bénh ung thur dai trang di cin
gan hogc ph6i ma ban dau khéng c6 kha nang cdt khoi di cén sau 2 thang
hoa tri. Néu c6 kha nang phau thuat thi tién hanh nhu trén.

+ D6i v6i nhimg truong hop c6 kha ning cao phau thuat dugc sau hoa tri,
khuyén cdo nén lya chon céc phac do co ty 1€ dap ing cao.

e) Phau thuat ung thu dai trang c6 bién chimg
- Téc rudt do ung thu dai trang

+ Cét dai trang triét can ndi ngay mét thi nhu md cé chuin bi néu tic rudt do u
dai trang phai, u dai tang goc gan (con chi dinh phiu thuét triét cin) dén
som.

+ Cét dai trang triét cin nhu md ¢6 chudn bi nhung theo k¥ thuit Hartmann
néu tic rudt do ung thu dai trang trdi (ké ca dai trang xudng va dai trang
sigma). Nhiéu tdc gia chu truong mé 2 thi: Thi 1 mé tic rudt bang hau moén
nhan tao kép (kiéu Mickulicz) va thim do & bung chuén bi cho phiu thujt
thi 2. Thi 2, sau mo téc rudt 2 tuan tién hanh md ung thu dai trang tréi nhu
md c6 chudn bi.

+ Cit dai trang lam hdu mén nhan tao néu ung thu dai trang thing gay viém
phic mac toan thé. C6 thé cit dai trang vét hach ddng thai (néu viém phuc
mac sdm va toan than cho phép) 1am hau mén nhén tao kép hodc cit va vét
hach thi 2 cung véi 1ap lai luu thong tiéu hoa (néu cho phép). Néu ung thu
dai trang gdy thung chi gdy dp xe quanh u c6 thé md nhu ung thu giy tic
rudt (thuy theo vi tri u).

- Ung thu v gdy chay mau: hiém gap.
+ Néu toan trang cho phép ddng thoi phiu thugt ung thu dai trang (nhu trén)
cat dai trang cam mau va vét hach.
+ Néu toan trang khéng cho phép md cit u cdm mau cé thé lam tic mach bing
can thiép mach hodc lam hu mén nhén tao va van dé cat u va vét hach phuc
ho1 luu thong tiéu hod c¢6 thé 1am thi 2.
f) Phéu thudt diéu tri ung thu dai trang di cén téi phat
- Di cén gan mét 6 (sau diéu trj co ban) & cac vi tri ma phdu thuat c6 thé 1iy rong
nhung phai dam bao céc co quan khéc khong c6 di cin.
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- Di cén phm mot nhan don doc va khéng c6 di can ¢ cac co quan khéc c6 thé

md cét phdi hinh chém, cit ha phan thuy hodc phén thuy phdi.

4.1.3. Xa tri ung thu dai trang
- Xatri it it ra di voi ung thu dai trang

a)

Xa trj trong mét s6 trudng hop tén thuong di cin, xa trj triéu ching

Xa trj ung thu dai truc trang di can gan:

Xa trj trong chon loc bing hat vi cau phéng xa (Selective Internal Radiation
Therapy SIRT): bom hat vi céu ResinY-90 chon loc vao nhanh dong mach
nudi u. Lidu Y-90 1,25+0,38 (GBq); liéu hap thu trung binh tai u la
264,4+200,2 Gy. Chi dinh trong truong hop ung thu dai tryc trang di hodc
chua phau thujt di can gan khéng qua 3 6, mdi 6 khong qua 3 cm, chiic ning
gan con bu, PS < 2, khong ¢6 di cén khéc ngoai gan, Shunt mau gan-phbi<20%
vi xa hinh Tc99m-MAA.

Xa tri dinh vi than (SBRT: Stereotactic Body Radiation Therapy): truong hop u
kich thuée < 3cm: Liéu xa 14-18Gy/1 1an, chiéu 2 hoic 3 lan trong 1 tuan.

b) Xa trj ung thu dai tryc trang di cén phoi: Chi dinh khi di can it (1 6), khong

thé md duge. Lidu xa 45- -54Gy voi ky thuat 3D conformal, IMRT hodc 14-
18Gy/1 lan, chiéu 2 hodc 3 14n trong 1 tudn véi ky thuat SBRT.
Xa tr ung thu dai tryc trang di can xuong:

Muc dich diéu tri: chéng dau.
Phuong phap:

Xa trji chuyén hoéa: dung thudce phong xa Phospho 32 (P-32) liéu 1-1,5mCi/ 10kg
cén niing co thé/ 1 lan/du'o‘ng udng hodc Samarium 153 (Sr-153) liéu 0,6-1,0
mCi/kg can ning co thé/ truyén tinh mach. C6 thé dung 1dp lai sau 3-6 thang.
Chéng chi dinh khi suy chire ndng thén, giam sinh tly tao mau.

Truo‘ng hop di cén xuong it 0, & cée vi tri Xuong co thé chiéu xa dugc c6 thé Xa
ngoai chéng dau, lidu 17Gy chia 4,25Gy/ 1 lan chiéu x 4 1an.

d) Xa tri ung thu dai tryc trang di cin ndo:

Xa phau bang Gamma Knife, Cyber Knife: Chi dinh khi di cin ndo khéng quéa
3 6, moi 6 khong qua 3 cm. Néu di can 13 thi duong kinh khong qué 5 cm.

Liéu (50%): 16- 18Gy.

Xa trj 3D conformal toan néo: Chi dinh trong truong hop di can ndo nhieu )
nhé; Liéu 30Gy chia 10 lan, mdi 1in 3 Gy hodc 40 Gy chia 20 1an, mdi 1an 2
Gy.

Chu y: xa trj di cdn ndo can phdi hop ding thuéc chéng phu ndo va corticoid.
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4.1.4. Biéu tri toan thin ung thu dai trang

4.1.4.1. Hoa tri bd trg

a) Chi dinh

- Can nhac héa tri bd trg cho giai doan II (T3NOMO) khéng c6 yéu t6 nguy co

cao néu MSI-L hoic MSS.

Chi dinh héa tri bd tro tir giai doan II (c6 cac yéu tb nguy co cao), I1I. Cac yéu
t6 nguy co cao bao gdm

+

Nhap vién do u gay tic hodc thing
S6 hach lé"ly duoc < 12 hach

Dién cét duong tinh

Ung thu kém biét hoa

U xam l4n mach mau, bach huyét hogic thn kinh ngoai bién, mé bénh hoc 1a
loai ung thu kém biét hoéa.

+ + + +

b) Phéc db
- Phéc d6 FOLFOX c6 két qua t6t hon so véi 5Fu/leucovorrin déi véi bénh giai

doan III.

Phéac d hoa trj thudng st dung la mgt trong cac phéc do sau day:
FUFA (Mayor Clinic)

Capecitabin

FOLFOX4

FOLFOX6

FOLFOX?7

mFOLFOX6

+ CapeOX

+ + + + 4+ +

FOLFOX va CapeOX la c4c phéc db dugc ua chuéng
Néu thé trang bénh nhén rét yéu c6 thé ding phac dd Capecitabine don thuin.
d) Thoi diém va liéu trinh

Hoa tri bd trg nén duge bat dau cang som cang tot, tir tudn thtr 3 dén tudn 12
sau md. Néu didu tri bi tri hoan trén 12 tuan viéc diéu tri nén cin cir dua trén
cé thé véi uée lugng tuong dbi loi ich thu duoc so véi doc tinh khi diéu trj.

Bénh nhan phau thuat ndi soi, diéu tri bo tro tham chi c6 thé tién hanh sém
hon.

Hoéa trj b6 trg nén dugc duy tri trong vong 6 thang.
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4.1.4.2. Hoa tri két hop diéu tri dich

a) Chi dinh: cho ung thu dai trang di cén c6 hodc khong c6 kha ning cit bo triét
can, cho thdy cai thién thoi gian séng thém khi phbi hop véi héa tri

b) Phac db thudng st dung:

- FOLFIRI hodgc FOLFOX ho#c CapeOX + Bevacizumab

- FOLFIRI hoac FOLFOX + Panitumumab hodc Cetuximab

c) Cac thude diéu trj dich:

- Bevacizumab.

- Cetuximab: chi dinh véi ung thu dai trang c6 KRAS, NRAS khong dot bién.

- Panitumumab: tuong ty cetuximab vdi dich la EGFR.

4.1.4.3. Hoa trj va diéu tri dich giai doan tai phat, di cin:

- Tham khao lugc d6 diéu tri toan than ung thu dai trye trang di cén bang 56 3.

- Dinh hudéng lya chon phac dd hoa tri giai doan di cdn phu thuge thé trang bénh
nhén, xét nghiém dot bién gen KRAS, NRAS, BRAF, diéu kién kinh té. |

- Xét nghiém dot bién gen: Néu xét nghiém dot bién gen KRAS khéng dot bién
thi xét nghiém thém dot bién gen NRAS. Xeét nghiém dot bién gen BRAF c6

gié trj tién luong, néu BRAF (+): tién lugng x4u hon, cn Iya chon phéc d6 hoa ‘
tri manh hon (vi du FOLFOXIRI).

a) Khuyén cdo vé thi tu diéu tri trong ung thu dai tryc trang di can.

Diéu tri buée 1: dugc khuyén céo nén két hop hoa trj va dleu trj dich (tdc nhan
sinh hoc) tuong tmg, trong d6, cac diéu trj dich két hop bao gbm:

- Thudc trc ché sinh mach VEGF (bevacizumab).
+ C6 thé sir dung két hop véi FOLFOX, CAPOX, FOLFIRL

+ Ket hop véi phac dé6 FOLFOXIRI duogc st dung trong mot sb trudng horp
cin dat dugc muc tiéu co nhoé khdi u. Phac d nay ciing dugc chirmg minh c6
loi ich trén nhém bénh nhan BRAF dot bién. ‘

+ Trén bénh nhan khé c6 thé diéu tri tich cuc, co thé sur dung fluoro-
pyrymidine (FP) két hop bevacizumab.

- Liéu phap khéng thé khang EGFR nén duoc sir dung: ‘
+ Két hop véi FOLFIRI/FOLFOX trén bénh nhan c6 RAS hoang di va c6 tén
thuong ung thu ¢ vi tri bén trai.
+ Liéu phap khang EGFR khéng dugc str dung két hop véi phac dé nén tang
Capecitabine hodc 5-FU dang vién vi chua ¢6 du dir liéu.

+ Trén bénh nhan c6 RAS hoang da, sir dung budce 1 voi khang EGFR duoc
chimg minh la dat duogc ti 1& dép tmg tot hon so véi thude trc ché sinh mach
théng qua thir nghiém pha III (CALGB 80405). Ty vao muc tiéu diéu tri,
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néu can dat co nhé khéi u thi cetuximab 12 mét lya chon thich hop hon trong
diéu tri bude 1 so véi bevacizumab. Cai thién loi ich song con OS giira hai
nhém tic nhan sinh hoc trén cho két qua khic nhau giita 2 thir nghiém
FIRE-3 va CALGB.

Diéu tri duy tri:

Bénh nhan dugc sir dung FOLFOX/CAPOX hodc FOLFIRI bude 1 (c6 thé két
hgp bevacizumab), dugc can nhac sir dung di€u tri duy tri sau 6 chu ki CAPOX
hoic 8 chu ki FOLFOX.

Piéu tri duy tri t&i wu nhat 1a két hop fluoropyrimydine v&i bevacizumab.
Bevacizumab khong dugc khuyén cao dung don tri trong diéu tri duy tri.

Bénh nhan sir dung bude 1 véi FOLFOXIRI (c6 thé cung voi bevacizumab)
cdn nhic s dung diéu tri duy tri bang phac dd fluoru-pyrimidine +
bevacizumab.

Bénh nhén sir dung don tri liéu véi fluorupyrimidine (ket hop bevacizumab)
trong budc 1 ¢ thé tiép tuc sir dung phac d6 nay trong diéu tri duy tri. Can thao
luan ki v6i bénh nhan trude khi diéu tri.

Bude 2:

Bénh nhan da sir dung phac dd c6 oxaliplatin & bude 1, budc 2 nén sir dung
phéc d6 c6 Irinotecan va nguoc lai.

Bénh nhén trudc d6 chua sir dung bevacizumab, ¢é thé can nhic sir dung bude
2 véi thude khang sinh mach (bevacizumab hoic aflibercept).

Aflibercept chi dugc sir dung két hop v6i FOLFIRI trong buéc 2 trén bénh
nhan that bai véi diéu trj bude 1 bang phéac d6 oxaliplatin

Bénh nhan tién trién nhanh Vvoi bude 1 bing liéu phap c6 két hop bevacizumab,
cén nhéc sir dung budc 2 tlep tuc voi phac dd két hop bevacizumab, aflibercept
hodc ramucirumab (chi két hop FOLFIRI).

Bénh nhan RAS hoang da, trude d6 chua sir dung khang EGFR (cetuximab), sir
dung budc 2 bang phac dd héa tri két hop véi khang EGFR dugc uu tién lua
chon

Be;nh nhan trude d6 da sir dung phac d6 FOLFOXIRI + bevacizumab & budc 1,
c6 thé sir dung Regorafenib hoic Trifluridine/tipiracil trong budce 2.

Bude 3:

Trén bénh nhan RAS hoang di, néu truéc d6 chua sir dung khang EGFR
(cetuximab hodc panitumumab), budc 3 ¢6 thé dugc didu tri véi khang EGFR.

+ Khang EGFR c6 thé sir dung don tri liéu.
+ Két hop khang EGFR véi Irinotecan ¢6 hiéu qua hon str dung khang EGFR
don trj liéu (trén bénh nhan d3 that bai véi Irinotecan trude do)
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+ Khéng c6 bing chimg rd rang vé loi ich cua viéc sir dung lai khang EGFR
cung nhu dung thay phién céc loai thuéc khang EGFR sau khi dé that bai
v&i mét loai thude khang EGFR trude do.

Regorafenib hogc Trifluridine/tipiracil 1a mot Iya chon trong budce 3 trén bénh

nhin d3 dugc diéu tri trudc d6 hodc khong phu hop véi phac do

fluoropyrimidine, oxaliplatin, irrinotecan, bevacizumab va cetuximab (trén
bénh nhan RAS hoang da).

+ Regorafenib va Trifluridine/tipiracil dugc khuyén céo sir dung trén bénh
nhén bat ke tinh trang RAS, BRAF.

+ Trifluridine/tipiracil ¢6 thé dugc sir dung sau Regorafenib vi c6 dir lidu
trong thir nghiém RECOURSE trén bénh nhan that bai véi Regorafenib c6
loi ich véi Trifluridine/tipiracil.

+ Regorafenib dugc chimg minh c6 lgi ich kéo dai séng con khéong phu thudc
tinh trang RAS, giam nguy co tir vong ngay ca trén nhém bénh nhan chwa
dugc dung diéu tri dich trude do.

Liéu phap mién dich véi Pembrolizumab hodc Nivolumab chi duge sir dung

trén bénh nhan ¢6 MSI-H hodc dMMR

Budc 4:

Regorafenib hodc Trifluridine/tipiracil duge chi dinh cho bénh nhén trude dé
di diéu tri véi fluoropyrimidines, oxaliplatin, irinotecan, bevacizumab,
cetuximab, panitumumab.

b) Diéu tri phdi hop:

Diéu tr huyet khéi tinh mach sau: dung thudc chéng dong heparin trong luong
phén tir thap Enoxaparin 40 mg/ngay/ tiém dudi da, duy tri bang thuoc khang
vitamin K (Acenocoumarol) uong 1 mg/ngay, bao dam chi s6 INR nim trong
gi6i han 2-3, diéu trj kéo dai c6 thé sudt doi.

Di can xwong: diéu trj phéi hop cac thudc chéng hiy xuong_ (pamidronate
90mg hogc acid zoledronic 4mg, truyén tinh mach 21-28 ngay/lan) hoic xa tri
giam dau (xem phén xa tri)

Di céin ndo: tly vao kich thudc, s6 lugng, vi tri ton thuong di cin nfo ma cé thé
phdi hop thém véi phau thuat hoic xa tri (xem phan xa tri)

Di cin gan: tily vao kich thudc, s6 lugng, vi tri ton thuong di cédn gan ma cé the
phéi hgp thém véi phiu thuat, nat mach héa chét (TACE), dét song cao tan
(RFA), (MWA) vi song, xa trj trong chon loc véi hat vi cau phoéng xa Y-90
(SIRT), tiém con, d6t u bang vi séng, xa tri djnh vi than (SBRT).

Di cin phdi: tlly vao kich thuéc, sb lugng, vi tri tén thuong di can phéi ma co
thé phéi hop thém véi phau thuat, dét u bang vi song, xa tri dinh vi than
(SBRT).
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Tran dich mang phdi, mang bung c¢6 thé phéi hop véi choc thdo dich mang
phdi, mang bung, bom héa chét vao khoang mang phdi, mang bung (SFU hoic

Cisplatin)

Diéu tri giam dau, tdm ly liéu phap h trg

Mot s6 phac d hoa tri ung thu dai truc trang:

Phéc d6 FOLFOX4:

+ Oxaliplatin: 85 mg/m2, truyén tinh mach, ngay 1

+ Leucovorin: 200 mg/m2, truyén tinh mach, ngay 1, 2

+ 5 FU: 400 mg/m2, tiém tinh mach, ngay 1, 2

+ 5 FU: 600 mg/m2, truyén tinh mach trong 22 gid, ngay 1, 2
Nhic lai sau mdi 2 tuln.

Phac d6 FOLFOXG6:

+ Oxaliplatin: 100 mg/m2, truyén tinh mach, ngay 1

+ Leucovorin: 200mg/m2, truyén tinh mach, ngay 1, 2

+ 5 FU: 400mg/m2, tiém tinh mach, ngay 1, 2

+ 5 FU: 600 mg/m2, truyén tinh mach trong 22 gid, ngay 1, 2
Nhic lai sau mdi 2 tuan.

Phic 6 mFOLFOX6:

+ Oxaliplatin: 85 mg/m2, truyén tinh mach, ngay 1

+ Leucovorin: 350mg/m2, truyén tinh mach, ngay 1

+ 5 FU: 400mg/m2, tiém tinh mach ngay 1, sau d6 5 FU: 2,4g/m2 truyén tinh
mach trong 46 gio lién tuc.

Nhic lai sau mdi 2 tuin.

Phéc d6 FOLFOX?7

+ Oxaliplatin: 130 mg/m2, truyén tinh mach, ngay 1

+ Leucovorin: 400mg/m2, truyén tinh mach, ngay 1

+ 5 FU: 2,4g/m2, truyén tinh mach trong 46 gidr lién tyc.
Nhéc lai sau mdi 2 tuan.

Phéc d6 FOLFIRI:

+ Irinotecan: 180 mg/ m2, truyén tinh mach, ngay |

+ Leucovorin: 200 mg/m2, truyén tinh mach, ngay 1, 2
+ 5 FU: 400 mg/m2, tiém tinh mach cham, ngay 1, 2

+ 5 FU: 600 mg/m2, truyén tinh mach, ngay 1, 2
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Nhic lai sau mdi 2 tuan.
Phéc @6 FOLFOXIRI:
+ Irinotecan: 165 mg/m2, truyén tinh mach, ngay 1
+ Oxaliplatin: 85 mg/m2, truyén tinh mach, ngay 1
+ Leucovorin 200 mg/m2, truyén tinh mach, ngay 1
+ 5 FU: 3200mg/m2, truyén tinh mach trong 48 gio
Lap lai sau mdi 02 tun.
Phac d6 XELOX:
+ Oxaliplatin: 130 mg/m2, truyén tinh mach, ngay 1
+ Capecitabine: 1000mg/m2 udng, 2 lan/ngay x 14 ngay.
Chu ky 3 tuan.
Phac d6 XELIRI:
+ Irinotecan: 240-250 mg/m2, truyén tinh mach trong 90 phut, ngay 1
+ Capecitabine: 1000mg/m2 udng, 2 1an/ngay x 14 ngay.
Chu ky 3 tuén
Hodc
+ Irinotecan: 175 mg/m2, truyén tinh mach trong 30 phut, ngay 1
+ Capecitabine: 1000mg/m2 uéng, 2 lan/ngay x 7 ngay.
Chu ky 2 tudn
Phac d6 Capecitabine : Capecitabine: 1250mg/m2 udng, 2 lan/ngay x 14 ngay.
Chu ky 3 tuan.

Phac do TS 1 don thuén: TS 1 60-80 mg/m2, uéng ngay 1-14, chu ky 3 tuén
(21 ngay) hodc TS 1: 60-80 mg/m2, udng ngay 1-28, chu ky 6 tuan (42 ngay).

Phéac d6 UFT:

UFT (Tegafur+Uracil): 100 mg /m2, uéng/lan x 3 lan/ngay, ngay 1-28
Folinic acid: 30 mg/m2, ué-ng/lﬁn x 3 lan/ngay, ngay 1-28

Chu ky 5 tuan.

Hojc: UFT (Tegafur+Uracil): 100 -125 mg /m?, udng/lan x 3 lan/ngay, ngay 1-
14, chu ky 21 ngay.

Phac d6 FuFa cia Mayo Clinic:
Leucovorin: 20 mg/m2/ngay, truyén tinh mach, ngay 1-5
5 FU: 425 mg/m2/ngay, truyén tinh mach, ngay 1-5.
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Phéc dd ILF:

Irinotecan: 125 mg/ m2, truyén tinh mach ngay 1

Leucovorin: 20 mg/m2, truyén tinh mach ngay 1

5 FU: 500 mg/m2, truyén tinh mach ngay 1

Dung hang tuan x 4 tuan, nghi 2 tudn sau d6 nhéc lai.

Phac d6 Irinotecan don thuan:

Irinotecan: 350 mg/m2, truyén tinh mach trong 30 phut, ngay 1. Chu ky 21
ngay.

Hodc

Irinotecan: 125 mg/m2, truyén tinh mach trong 90 phit, hang tuan, trong 4
tudn, chu ky 6 tuan.

Phac d6 Oxaliplatin don thudn:
Oxaliplatin: 130 mg/m2 truyén tinh mach trong 2 gio, ngay 1. Chu ky 21 ngay.
Phéc d6 5 FU don thuén:

5 FU: 3500 mg/m2 truyén tinh mach trong 48 gid, hang tudn (ngay 1, 8, 15,
33}

Phéc ¢ IRINOX:

Irinotecan: 180 mg/m2, truyén tinh mach trong 90 phut, ngay 1.
Oxaliplatin: 85 mg/m2 truyén tinh mach trong 2 gid, ngay 1.
Chu ky 14 ngay.

Trifluridine/tipiracil: 35mg/m2, t6i da 80mg/lan, udng 2 1an/ngay, ngay 1-5, 8-
12, chu ky 28 ngay.

d) Céc thuée diéu trj dich trong ung thur dai trang - truc trang:

Bevacizumab:

+ Bevacizumab dugc chi dinh cho ung thu dai trye trang di can hogc diéu tri
duy tri ung thu dai tryc trang di can sau khi dat on dinh bénh.

+ Liéu dung thong thuong 5-15 mg/kg, truyén tinh mach timg dot, phdi hop
véi céc phac d6 hoa trj 14-21 ngay/lan.

Cetuximab:

+ Cetuximab chi dinh diing cho bénh nhan ung thur dai truc trang di ciin khong
c6 dot bién KRAS, NRAS [RAS (- -]

+ Liéu ding 400mg/m2 ngay 1 sau d6 250 mg/mZ hang tuan, truyén tinh
mach hodc 500/m2, mdi 2 tuan, phdi hgp véi cac phac do hoa tri.

Panitumumab:
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+ Panitumumab dugc chi dinh cho cac bénh nhan ung thu dai tryc trang di cin
khong c6 dot bién gen KRAS, NRAS [RAS (-)].

+ Liéu dung: 6mg/kg, truyén tinh mach trong 60-90 phut, moi hai tuan hoic
2,5mg/kg, truyén tinh mach hang tuan, phoi hop véi cac phac do hoa tri
- Regorafenib:
+ Chi dinh sau khi bénh nhin da thit bai voi phac d6 fluoropyrimidin,
Oxaliplatin, Irrinotecan, Bevacizumab hodc Cetuximab (RAS khéng dot
bién)

+ Liéu dung: regorafenib 40mg X 4 vién /ngay, uong mot lan/ngay, udng tir
ngdy 1-21, chu ky 28 ngay, cé thé diéu chinh liéu tiy thudc bénh nhan.

- Ziv-aflibercept

+ Chi dinh Ziv-aflibercept trong diéu tri két hop véi héa tri phéc dod FOLFIRI
cho bénh nhan ung thu dai tryc trang di cin khang hodc da tién trién véi cac
phéc db c6 chira oxaliplatin.

+ Liéu lugng: 4mg/kg truyén tinh mach > 1 gid mdi 2 tudn.
- Ramucimumab:

+ Chi dinh trong UTDTT di cin d that bai véi hoéa tri c6 bevacizumab,
oxaliplatin, fluorouracil. Ramucirumab chi dinh ding phdi hogp véi héa tri
phac ¢6 FOLFIRI.

+ Liéu lugng 8mg/kg truyén tinh mach > 1 gid mdi 2 tuan.

e) Piéu tri mién dich: Hai thuéc da dugc dua vao NCCN guideline ciia My trong
bénh ung thu dai tryc trang la Pembrolizumab, Nivolumab chi dugc sir dung trong
trucng hop ung thu dai tryc trang di cin da théit bai véi hoa tri trude dé c6 chi sd
mat 6n dinh vi vé tinh cao ( high MSI-microsatellite instability) hogc thay ddi 1
trong céc gen sira chita bit cap sai (dMMR mismatch repair deficient).
Pembrolizumab va Nivolumab 13 hai thuoc nhim dich PD-1 (Programmed cell
death protein 1 receptor) trén bé mit té bao u. Nivolumab B khoa thy thé PD-1
(blockmg PD-1), Pembrolizumab ngén chin PD1 gin voi PDL1, PDL2 céc thuée
nay giup kich hoat hé thong mién dich co thé chong lai té bao ung thu tir d6 khéi u
thu nho hodc phat trién cham lai. Tuy nhién cac nghién ciru didu tri ung thu dai
tryc trang giai doan muén méi ¢ thir nghiém 1am sang pha II véi s6 lugng bénh
nhan con it.

- Pembrolizumab 200 mg hodc 2mg/kg truyén tinh mach > 30 phut mdi 3 tudn

cho dén khi bénh tién trién hogc doc tinh khong chap nhan dugc.

- Nivolumab 240 mg hodc 3mg/kg truyén tinh mach > 60 phut mdi 2 tuan cho
dén khi bénh tién trién hodc doc tinh khong chap nhén dugc. TLTK s6 1

4.2. Diéu tri ung thur tryuc trang

4.2.1. So dd didu tri
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4.2.2. Phau thuit ung thu tryc trang

4.2.2.1. Ky thuat

Trong phau thuit ung thu truc trang, chon lya phuong phéap mé phu thude vao

muc do lan rong va vi tri cua khoi u.

U & giai doan rat sém (cT1sm1/2) nén dugc cét rong tai chd qua 16p co niém

thong qua ndi soi duong hau mon.

Cét toan by mac treo truc trang (TME) chi dinh khi u & truc trang giira va

thap.

Cit mot phan mac treo tryc trang 13 du khi phiu thuat diéu tri ung thu tryc

trang cao.

- Cit cut truc trang qua dudng bung - tang sinh mén (phéu thuat Miles) chi
dinh khi khéi u xam l4n co thét hodc & vi tri rét thap khong thé bao ton duogc
co thit.

- Phau thuat ndi soi cho két qua twong dwong vé ung thu hoc so véi phau thuat
m6 m& & mét s6 trung tim phiu thuit ndi soi c6 kinh nghiém.

4.2.2.2. Thoi diém phéu thuat

- Vi xa tri ngén ngay, phau thuét nén dugc tién hanh sau xa 2-4 ngay

- Véi héa xa tién phiu, phiu thudt nén dugc tién hanh sau 4-8 tudn.

- Voi ngudi bénh trén 80 tudi hodic PS 3-4, phdu thuat tri hodn sau xa ngén
ngay 8 tuin.

Murc do phau thuét rong rai trong tnrcmg hop dap tng toan by sau xa hoic héa

xa tri tién phiu, TME la k¥ thuat chuan mue.

4.2.2.3. Phau thuat bao ton co thét

- Muyc tiéu cta phau thuat tryc trang la cd gang bao ton co thét t01 da. Vi dién
cét dudi cach u lem, co that thuong duge bao ton. Hoa xa tién phiu hoic xa
tri tién phau véi thoi gian dai c6 thé ' giup giam kich thudce u, nhung ddi véi u
kich thudce 16n, sau diéu tri tién phdu, u dap tng tbt, c6 nén phau thuit bao
ton co thét hay khong vén 1a cau hoi chua dugce tra 161 théa déng. Phu'cmg
phép phau thuit nay chi dugc tién hanh & mét s6 trung tdm phau thuat c6
kinh nghiém.

- Phau thuit c6 vai trd quan trong trong diéu tri ung thu & ca giai doan sém va
giai doan muén. O giai doan rat sém, sém phau thudt c6 vai tro don trj liéu
(cTINOMO, pT1,2NOMO) & nhimg giai doan mugn hon phau thut 14 thanh t6
quan trong trong cac moé thirc phoi hgp da mé thic diéu tri ung thu truc
trang.
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4.2.2.4. Phau thut theo cé4c giai doan trén lam sang

a) Phau thuét ung thu truc trang giai doan rét sém: Cit u qua hau mén (TEM):
ung thu truc trang giai doan rat som (cTINOMO hay cT1sml/2) véi G1,2.
Nguoi bénh co nguy co phiu thuit cao, nguy co gdy mé hdi sirc cao co thé
lam TEM hodc xa ap xat khi G3,4 hay c1'1sm2.

b) Phdu thuat ung thu tryc trang sém.: Cit doan tryc trang vét hach (TME véi
ung thu tryc trang thap va trung binh) chi dinh cho: cTINOMO (véi sm2 hodc
G3,4; c6 xAm lan mach mau, bach huyét, than kinh); cT2NOMO.

¢) Phau thuét ung thu truc trang MO

- ¢T3NOMO ung thu truc trang thap va trung binh sau hoa xa tri dong thoi hodc
xa tri ngén ngay (5x5Gy).

- ¢T4NOMO ung thu & tryc trang cao c6 chi dinh phAu thuit ngay hodc sau hoa
xa tri dong thoi/xa tri ngan ngay nhu véi cT3NOMO. U & tryc trang cao chi
can cit mot phin mac treo truc trang.

Dién cét cuc duéi phai céch cyc duéi khéi u >2cm. TME phai dam bao thanh
mac tryc trang phan trong phiic mac khong bi rach, vo boc mac treo truc
trang thanh bén va mat sau phai nguyén ven. S6 hach canh tryc trang va
trong mac treo dém duogc t6i thidu 12 hach. Trong moi trudng hop (pN+),
dién cit (+) déu phal dugc hod-xa bo trg. Trong khi md, nghi ngd dién cat
nén lam sinh thiét tirc thi néu dién cét (+) nén cit tiép cho dén khi (-) dé dat

RO.

- Cit cut truc trang duong bung va tang sinh mon (phau thuat Mlles)
T3,4N(bét ky)MO, T(bat ky)N(+)MO véi ung thu tryc trang thép, khi ria khéi
u chi cach mép hau mén <4em. TME c6 gang bao t6n than kinh sinh duc va
lay rong té chirc phan mém day chau quanh khéi u, c6 thé xa tri tién phau dé

dam bao RO.
d) Phau thuit ung thu truc trang M1

- Néu c6 kha ning phau phuat ngay: tlen hanh phéu thuat (dleu tri tay vi tri ton
thuong u tai phat va mic d6 xdm lan. Néu tai phat tai chd: c6 thé phau thuat
cat doan dai trang, truc trang hodc phéi hgp véi hoa tri, xa tri truée md.

- Cit truc trang vét hach (TME) cit nhan di cin néu md dugc ngay:
T1,2N0M1 (phm/gan) sau d6 hoa xa tri bb trg; T3 AN(+)M1(gan/phdi) c6 thé
mo dugc, hoa tri bd trg truée phiu thuat ct tre trang +TME sau do6 hoa xa
tri bo trg. + Néu khong c6 khé nang phau phuit ngay nhu'ng c6 tiém nang
phiu thuat sau héa tri: tién hanh héa tri, sau 3 dot danh gid lai va xét phau
thuat.

- Néu khong con kha niang phiu thuét (di cin nhiéu 8, nhidu tang): tién hanh
héa tri. Nhimg bénh nhan UTDTT giai doan muén, khong con chi dinh diéu
tri triét cén, sir dung hoa tri dé dleu tri triéu chung chéng dau, chong chen ép
nham cai thién thém chét luong séng cho ngudi bénh. Trong mét s6 truong
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hop khéi u lan rong gy thing, vd, tic rudt... cin phiu thuat dé diéu trj triéu
chimg nhu noi tat, lam hdu mon nhan tao...

e) Phau thuat triéu chirmg ung thu truc trang

Khi kh01 u xam l4n rong ving tiéu khung, ddy chau Xam lan cac by phan

trong tiéu khung nhu bang quang, niéu quan, am dao, tién liét tuyén hoac di

can nhiéu co quan, vi tri vi tri khi chan doan phdu thuét dwoc chi nhu mjt

bién cham séc giam nhe tich cyc. Phau thuat 1am hau moén nhén tao kiéu

Mickulize dai trang sigma va cac phau thuat cham séc giam nhe khéc.

4.2.3. Xa tri ung thu truc trang

4.2.3.1. Xa trj tién phau:

a) Liéu va phuong thirc xa tri: ¢6 thé ap dung 1 trong 2 cach

- Xatri trong thoi gian ngin (SCPRT: short course preoperative radlotherapy)
Xa 25Gy chia 5 lan trong 1 tudn, mdi 1an 5Gy sau dé phau thuét trong vong

1-2 tuéin. Xa trj ngin ngay nhu trén thuong chi 4p dung cho xa trj trudc mo
v6i ung thu tryc trang trung binh T3b hodc ung thu truc trang thap T2.

- Xa dai ngay trai liu (Long course): Xa 45Gy chia 25 la.n S lan trong 1
tudn, mdi lan 1 ,8Gy phau thuit sau 4-8 tudn. Sau xa 12 tuan (& chirc bi xo

héa s& gy khoé khin cho phau thuat.
b) Thé tich xa tri:

- Thé tich xa tri bao gém u nguyén phat, mac treo truc trang, viing trudc xuong
cung va hach lan can (hach mac treo tryc trang, hach trude xuong cling, hach
chau trong va hach chéu ngoai khi u T4 xam lan bang quang hoic co quan

sinh duc).

- Trudng chiéu: giéi han trén ngang murc L5/S1; gi6i han dudi cach bo dudi u
3-5cm véi ung thu tryc trang thap, trung binh mit bén: 1 cm ngoai xuong
chiu; mat trudc: 2 cm trudc mém nhd xuong cing bao gém ca thanh truée

am dao; mit sau: 1 cm sau xuong cung.
4.2.3.2. Xa trj hau phau (Xa tri b trg):
- Liéu va phuong thirc xa trj két hop:
Ap dung phuong thirc héa xa tri tréi lidu dai ngay.
Liéu xa: Tdng liéu 45-54 Gy
Pha 1: 45 Gy chia 25 1an / mdi 1an 1,8Gy/ trong 5 tuan/mdi tuan tia 5 l4n
Pha 2 (can nhic): tia thém 5,4-9,0 Gy chia 3-5 14n/ mdi lan 1,8 Gy.

Chi y: sau phau thuat rudt non xuéng thép trong tiéu khung, can luu y tranh
bién chimg viém, hoai tir ruét do tia xa. Liéu t6i da vdi rudt non 1a 45 Gy.

The tich xa tri: Nen u, hach viing, viing truéc xuong cing va bét ky té chirc u
t6n du nao sau mo:
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Trudng chiéu: Gidi han trén ngang muc L5/S1; gi6i han dudi: dudi 16 bit
3cm hoic thip hon néu c6 thé dé bao dam dién cit nim trong truong chiéu;

mit bén: 1 cm ngoai xwong chiu; mat trudc: 2 cm trudéc mom nhd xuong
ciing bao gém ca thanh truée 4m dao & nir; mat sau 1 cm sau xuong cing.

Uu diém chinh cta diéu trji bd trg sau mb so véi diéu tri trude md 1a nguoi
bénh dugc chén dodn giai doan chinh xéc, tir d6 lwa chon ngudi bénh diéu tri
bd trg rat chinh xac. Tuy nhién, nhugc diém la tang tac dung phu cua xa tri
trén rudt non, day chau sau phiu thuat Miles va hiéu qua cua xa tri giam hon
do c6 nhiéu ving sau mb xo hoéa khéng dugce tudi mau tét.

Do hoa xa tién phau hiéu qua hon va it dgc tinh cap va lau dai nén hoa xa sau
mb (sir dung 5-FU) thay vi héa xa tién phiu khéng con dugc chi dinh rong
rai.

Bénh nhéan khong dugc diéu tri héa Xa tién phau thi sau phiu thuat Miles nén
dugce xa tri sém gitp kéo dai DFS tét hon.

Déi véi u pT1 ¢6 yeu t6 tién lugng x4u (dién ct duong tinh, ung thu kém
biét héa hoic xam lan bach huyét) hogc u pT2 ma chi cit rong u c6 nguy co
tai phat tai ché cao, sau d6 khong thé thuc hién phau thut triét can, hoa xa

bd trg dugc xem xét chi dinh.

4.2.3.3. Xa tri tdn thuong di cén:
Tham khao phén xa tri t6n thuong di cin ung thu dai trang trang 16,17.
4.2.3.4. Xa tri tam thoi, giam nhe ung thu tryc trang:

Chi dinh: Ung thu truc trang khong mé dugc hodc tai phat tai chd.

Liéu va phuong thirc xa tri:

Ap dung phuong thirc héa xa tri trai lidu dai ngay.

Liéu xa: téng liéu cin cao hon 54 Gy néu k¥ thuét cho phép.

Pha 1: 45 Gy chia 25 1an / mdi 14n 1,8Gy/ trong 5 tudn/mdi tudn tia 5 lin

Pha 2 (cn nhéc): tia thém 5,4-14,4 Gy chia 3-8 1an / méi 14n 1,8 Gy.

Thé tich xa trj:

U tryc trang hodc nen u, hach viing, t6 chirc viing truéc xuwong ciing va u tai
phat tai chd sau mé.

Truong chidu ¢ thé thu nhé hon xa tri trudc md nhim tranh t6i da cic tac
dung khéng mong muon.

4.2.4. Piéu trj toan thin ung thu truc trang
4.2.4.1. Hoa xa tri

- Hoa xa tri phdi hop dugc chi dinh trude phau thuit & nhimg bénh nhan ung

thu truc trang thap, trung binh giai doan T3, T4, c¢6 hodc khéng cé di cin
hach (N-/+).
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- Xa trj tién phAu: Tham khao muc Xa trj 3.2.1 phan ung thu tryc trang
- Héa tri tién phiu:

+ Céc phac db hay sir dung déu c6 5 FU dé lam tang tinh nhay cam cua té
bao ung thu véi xa tri. Cac phac d6 didu tri hoa tri trude md dang duoc ap
dung trén thé gidi:

1. 5FU 325-350mg/m2 + Leucovorin 20mg/m2 truyén tinh mach nhanh
ngay 1-5, tuan 1 va tuan 5

2. 5FU 400mg/m2 + Leucovorin 100mg/m2 truyén tinh mach nhanh ngay
1,2,11,12,21,22

3. 5FU 1000mg/m2 truyén tinh mach ngay 1-5, tudn 1va tuin 5

4. 5FU 250mg/m2 truyén tinh mach ngay 1-14 va 22-35 va Oxaliplatin
50mg/m2 truyén tinh mach ngay 1, 8, 22, 29

5. 5FU 225mg/m2 truyén tinh mach 5 ngay/tudn vao céc ngay xa tri

6. Capecitabine 800-825mg/m2 uéng 2 lan/ngay, 5 dén 7 ngay/tudn, két
hop véi xa tri

7. UFT (300- 3501ng/m2/ngay) va Leucovorin 22,5-90mg/ngay ubng, 5
dén 7 ngay/tuan, két hop véi xa tri.

+ Capecitabine c6 thé dugc lua chon thay thé SFU béi su tién lgi va hiéu
qua dugc chimg minh twong duong.

+ Phéc d6 héa xa tri duogc ap dung tai mot s6 bénh vién: Xa tri 45Gy +
caPemtabme 850mg/m2 da / uéng 2 lan /ngay, mdi tudn uéng 5 ngay x 5

b) Héa xa trj bd trg - sau phau thuat

- Bénh nhan c¢6 chi dinh hoa xa tién phau ma khéng duoc diéu trj trude phiu
thuat nén dugc diéu tri héa xa bd trg va héa tri trong trudng hop.

+ Dién cét duong tinh
+ Bién chimg thing dai trang
+ Nguy co tai phat tai chd cao (> pT3b va/hodc N+)
- Diéu trj b tro nén kéo dai 6 thang vdi phac dd co capemtabme/S-FU két hop
v3i xa tri. Xa don thuan bé trg sau mé khong dwoc ap dung.

- Xa tri hdu phiu: Tham khao phan xa tri hau phau (muc 4.2.3.2. Xa tri hau
phau, phan 4.2. Diéu trj ung thu truc trang).

- Hoatri bd tro

+ Trai nguoc véi ung thu dai trang, dir liéu tir cac thir nghiém 1am sang
trong ung thu tryc trang chlmg minh vai trd héa tri b trg sau xa tri tién
phau hozc hoéa xa tién Phau va phau thuét con han ché do sb lugng nguoi

bénh chua di 16n va két qua con nhiéu tranh cai
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+ Hoa tri bo trg duge chi dinh cho UTDTT giai doan II, TII ¢ yéu to nguy
co cao: tic rudt, thung, v u, sd lugng hach vét dugc < 12 hach, dién cat
duong tinh, u xdm l4n mach méu, bach huyét hoic than kinh ngoai bién,

moé bénh hoc 1a loai ung thu kém biét hoa.

+ Phéc d6 diéu tri bb tro: phac d6 FOLFOX4 12 chu ky (14 ngay) hodc 6
chu ky (28 ngay) hoédc phac d6 XELOX 6 chu ky, néu thé trang bénh nhan
rit yéu c6 thé dung phac do Capec1tab1ne don thuan.

+ Nhém ngudi bénh sau khong cén diéu tri bé tro:
Giai doan II c6 yéu t6 nguy co thdp (UTTT cao pT3NO sau phau thujt
TME vét dugc trén 12 hach va dién cit hoan toan am tinh).
Nhém ngudi bénh khong dép (g véi hoa xa tién phau.

+ Véi ngudi bénh cao tudi: nguoi bénh cao tudi hodc thé trang kém, nén can
nhic glam liéu

¢) Thoi diém can héa tri bo trg (khi nao can hoa tri): Hoa tri bé trg nén duge
didu trj cang sém cang tt, sau md tir 4 t&i 8 tun. Khéng nén héa trj khi chua
hdi phyc sau phau thuat hogc dang c6 bién chimg hau phau.

d) Thoi gian hoa tr1 Tong thoi gian diéu tri nén kéo dai tir 5,5 - 6 théng bao
gom ca dleu trj tién phau, phau thuat, b trg. Néu nguoi bénh da dugc diéu tri
hoa xa t1en phau héa tri bd trg nén kéo dai tir 4 - 4,5 thang. Néu ngudi bénh
chua diéu trj tién phiu, diéu trj bé trg nén kéo dai tir 5,5 - 6 thang.

e) Hoa tri va diéu tri dich giai doan tai phét di cin: Tham khao “Lugc dd dléu
tri ung thu dai - truc trang di cin khong con chi dinh phau thuat” - So d6 sb 3
trang 10, 11 va phan “Héa trj va diéu tri dich giai doan tai phat, di can” trang
17 dén 24 cta diéu trj ung thu dai trang trong tai liéu nay.

5. THEO DOI VA TIEN LUQNG

5.1. Theo doi

- Kham lam sang 3-6 thang/lan trong 2 nim dau, 6 thang/lan trong 3 nam tiép
theo.

- Xét nghiém CEA 3-6 tha’.ng/lé'in trong 2 nam dau, 6 thang/lan trong 3-5 nam.

- CT nguc/byung/tiéu khung 3-6 thang/lan trong 2 nim dau, 6-12 thang/lan dén
5 ndm.

- Chup PET/CT: khi nghi ngd téi phat hodc di can véi CEA ting ma céc ky
thuat chan don hinh anh khéng phat hién tén thuong.

- Noi soi dai truc trang trong nam dau néu chua duge thuc hién & 1an tham
kham ban dau dé chén doan (VD do ¢6 tic rudt), sau dé 3- Sniam/lan cho dén

nim 75 tudi.
- Noi soi dai tryc trang sau 1 nim:

+ Néu u tuyén tién trién, 13p lai sau 1 nim
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+ Néu u tuyén khong tién trién, 13p lai sau 3 nim, sau d6 5 nim/lan.

5.2. Tién lugng
- Ty 1€ khoi bénh sau 5 ndm 1a tir 40-60%. So véi cac ung thu dudng tiéu hoa,
ung thur dai trang co6 tién hrgng tot hon va dugc coi 1a bénh uu tién chira khoi.

- Tién lugng phy thudc vao giai doan bénh: ty 1¢ séng 5 nim - giai doan I
>90%, giai doan I1 > 60%, giai doan III > 30% va giai doan IV < 5%.

- Mdt s6 yéu t6 khéc ciing anh hudng dén tién lugng nhu: thé giai phiu bénh,
d6 mo hoc...
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