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[Abstract]  Neoadjuvant chemoradiotherapy is the

current standard of care for locally advanced rectal cancer.
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However, this modality is facing more and more challenges. The
research progress on this issue around the world can be
summarized into three aspects. The first is to increase the
intensity of treatment to obtain better tumor regression,
such as adding a second drug during the neoadjuvant
chemoradiotherapy, prolonging the interval and receiving
sufficient chemotherapy before surgery. Current research data
are not sufficient to support strategies for adding drugs or
receiving sufficient chemotherapy before surgery, but it may be
worth looking forward to adding irinotecan during neoadjuvant
chemoradiotherapy, and an appropriate extension of the
interval before surgery may also be a good option. Secondly, we
can reduce the intensity of treatment to improve the quality
of life of patients with a non-inferior clinical outcome, such
as non - surgical approach, local excision rather than total
mesorectal excision and removal of preoperative radiotherapy.
The data of the International Watch & Wait Database (IWWD)
suggest that patients with a Watch & Wait strategy have similar
long - term survival outcomes as those who have undergone
surgery and have pathologic complete response, meanwhile the
data are still inadequate to support using local excision
instead of total mesorectal excision, or removal of preoperative
radiotherapy strategies. Finally, to achieve a precise individual
treatment, some potential biomarkers are investigated via
genomics, metabolomics and radiomics. But so far, there is no
recognized biomarker for clinical treatment in the field of
neoadjuvant therapy for rectal cancer. This article summarizes
the clinical research progress of locally advanced rectal cancer
in recent years from the above three aspects.

[Key words] Rectal neoplasms; Neoadjuvant
chemoradiotherapy;  Total neoadjuvant therapy; Non-surgical
treatment

Fund program: Natural Science Foundation of Shanghai
(13ZR1408100)
DOI: 10.3760/cma.].issn.1671-0274.2019.06.005

SHMEAHRFERE LN EEREZ —, K
REMATEMMLENT . ERE, ME AN LS




528 rh AR 7 AR 24 7 2019 4E 6 55 22 45:%5 6 51 Chin J Gastrointest Surg, June 2019, Vol.22, No.6

SIRWHAR  BEMBEAFREEAZRFH G
B H¥ EMEAEEEMEN =02 — R E
HMEm S EEE g,

¥ % 1% El CAO/ARO/ATO-94 #F 5 45 Rty & %k |
A BT K A AT M A A R B R A e P e
AL, A AR B BT, R T R A
KA E R E LA AEF M (disease free survival,
DFS) #n 5. 4 77 3 (overall survival,0S) , 18 H & 35 45 %
EKHE 3~4 RFWER B EK, HRHEEORTC 22921
TFFCD 9203 % 8 70 4 & , R8T &7 Bk & AR % %=
(5-FU) [F] #1 fb97 Ho 346 R BT 07 B A o 0y 22
5T 4 4% ## % (pathological complete response , pCR) 2
FARW R AR E . 2 )5 W MARGIT #F 5% SE 5%
T R AR S-FUY, 74, LA Stockholm T
Stockholm Il %7 2 CKVO 95-04 % 4 R & #y — £ 71
BRI T R A AR BT 7 A A R

ETx W RER, B £ EELZEEER
#% (National Comprehensive Cancer Network , NCCN)
THEEEN R R E R WA R IT N
BY W7 B AT A E M R Y IR K (total mesorectal
excision, TME) F A Y1 & . R AT & (L 77 & & A K 2
AT, 7 B A B R BB 4T B A 1.8~2.0 Gy, B A
£ 45.0~50.4 Gy, 72 5 J& 2 0 58 ik, B o Bk 48
5-FU 2~ 55 M % 3 25, {7 4 K5 6~10 AL &
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SRR, T8 L, 2 6/6 KA, F LA R
JE 7| & g A B Fr 3 3% B9 50 mg/m’ 3 Ap 2] 80 mg/m’;
R 6/TRA, T E] 65 mg/m’, MR, =
HAF R At T Rt o S AL Y T S B BOT
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o " SRELTE R _ SRR K 3R 3AEARATT
W34 Ay % (%) BEME N (o) (0 (00
STAR-01"" 2011 747 A YDA EAZH B BEE TR
SR M E L 379 16 - 70.6 77.6
i SEd SR REE] 368 16 - 74.2 80.4
ACCORD 12/0405" 2012 598 A YDA EAZH B BEE TR
FR i 299 14 6.1 67.9 87.6
g SR EREE] 299 19 44 72.7 88.3
CAO/ARO/AIO-04"" 2012 1265 A VDRI TR
TR B EL 628 12.8 7.6 712 88.0
S U EREE] 637 16.5 4.6 75.9 88.7
NSABP R-04"" 2014 1 608 A VDRI W R T
GRIR I R R At 2l 949 19 12.1 64.2" 79.0"
g U EREE] 659 21 1.2 69.2" 81.3
PETACC-6""! 2018 1 094 A BV RN AL Rk K
FRE L 547 11 7.6 74.5 89.5
TS U REE] 547 13 4.6 73.9 87.4
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TR IEREL] 130 143 10.3 76.4 93.7
g U EEEE] 142 28 8.0 77.8 92.0
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RE B AT Z W, ERMARERT. ¥4
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TNT) 77 % ¥ BT A7 23 8% 2| F Ko Rk, %
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Lyon R90-01 fff5¢" e 1999,2003 201

(] B 2 ] 99 7

(] B8 6~8 J& 102 14
Tulchinsky 25" 2008 132

&) pr<7 J 48 17

(] B >7 J] 84 35
Kalady %" 2009 306

(&) <8 J 86 16

(1] b >8 J#] 91 31
Garcia-Aguilar % 2011 144

(18] B 6 J# 60 18

e B 11 & 67 25
GRECCAR-6 ffF55™’ 2016 265

1¥] g 7 & 133 15

e 11 % 132 17.4
Evans 22 2016 237

(] & 6 )] 122 9

] B 12 )5 115 20
Akgun 25 2018 327

F] <8 A 160 10

(] B >8 S 167 18.6

T - LA B 5E A G R R U I 5 A A 5 DB 11 ] 2 2 7
FOLFOX 77 % (BB A1+ M0 - R 55 + SR BEWE ) VA9 T

22 A Hr £ 9L 4 k& JE % (Memorial Sloan
Kettering Cancer Center, MSKCC) T 2018 = % % 7
— I X T TNT # [ B 1% #F 5%, #F 2009—2015 45 1
811 0| & # 2k T 4 4, 3t TNT (% & L7575 ok
TOE R G 58 B AT B F AR R BT 3
R BN, BB AT 4189 CR &[4 4 pCR T4
>12/ A B R 5244 #2 (clinical complete response,
cCR) ] 21%, T TNT 41 # CR % % 36%"', MSKCC

AT B — Tl R = # FE AL 3t R B %5 ——OPRA #F
RoUREBHATRERMTERERERAS .
7 4h, B E A — T i TNT # R 89 TNTCRT #F %%
EAHHAT, BBKRU, Harx TINTH R o B FEH
R, TNT B AR HFH — PR,
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(—)EFRETER

I 5k, S 4 W (watch and wait) 7 5 B 3&
Wz B EM, KK REZ H P78 Habr-Gama #
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T, R RN A cCR, EHF A G EE pCR I &
H R K 36%. MJjEH b E Kb I T A xR
REMAE>, k3, EhTIFENEEE R,
# € cCR #y B AL An BB R IR 8 7 A K B B 5K
wE B R 1k R E BR R OR BT 4 B i 7 B A R BT
FENABALARFHBARKER, FH CR
A EZR A (10%~78%) . K7 T MAx £ FH, kK
HANERNERERERARELT BRRWAE
& £ % 4E JE (International Watch & Wait Database,
IWWD)™, 2018 4£ IWWD & K A T 448 o &
HWK I EFRIE AR E ISAER 4T NP
ty 880 7] cCR A& 3, H AL 17 B B] 3.3 4 2 5 8 & %
25.2%, - 88% 05 K A 2 4 VLN 397 % B 8 % B IR
TN, A% M B BT AL # % ,5 4 0S
H 85%,5 4F Y Jib 4 S AR R O 94%" . KA
HHERGHF| pCRINEH I R AL, A NS FE,

R3  HEHRENATRIEFARIRS T RS

. BEVIRTE] WERSERZEM  RiEk  SHIURAER SRR
RINHIE ARG %k ) N
() (%) (%) (%) (%)
Habr-Gama 2¢™" 2004 265 57.3 26.8 2.8 92 100.0
Habr-Gama 2¢ 2006 361 59.9 27.4 5.0 93 85.0
Habr-Gama 2 2011 173 65.0 38.7 4.6 96 72.0
Maas 2554 2011 192 25.0 10.9 4.8 89" 100.0*
Smith ¢ 2012 265 28.0 12.1 18.8 88" 96.0°
Dalton 25 2012 49 26.0 24.5 50.0 - -
Araujo E 2015 42 47.7 100.0 28.6 60.9° 71.6°
Sanchez 2 2016 68 37.0 100.0 13.2 76.3 93.8
Renehan 25 2016 259 33.0 12.0 34.1 88" 96.0"
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KA AL X B K 38 I R #F £ ——GRECCAR 2 #F £,
WA AR T T B B AT B W R4 BR300 yp T
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PROSPECT #F % 4 11 ~ 1l #1 & F7 9 & 3 A AL 9 x¢
B 41 (5-FU BK A 7007 ) Bowt 7 41 (5 T 6 2 FOLFOX
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W4 ¥ 5-FUK BT EBFFAR) . ZRITHEMNE
B EERN LI, ZHF R R A TR BEAL<S em
FAMES3 mm & A H R, Bz X F TRk
WREYHE AR, 2014 EFFRME, 76 4]
B H I R T4 PROSPECT AR h 4L, 2 &
% 3., 4 PROSPECT A7 v 19 2 % pCR % 3k 3| 42%,
74— B3 pCR E LA 139%™, X3 PROSPECT
HRERERGHREH N A BERNEATE,
B DL B 2 o 4 Rk B TR, RAT 0 8
I XA B A R E WA s
S

FOWARC #F % 44 & = WAL K 3 4L, 25 4
5-FU Bk & #0741 . FLOFOX6 77 % 1k 97 Bk 4 3k 7 41
A S48 FOLFOX6 7 07 4. MNITHIT 8&F, =
HpCRE A LKA B 8y 2 7 ,5-FU Bk & #O7 41 pCR
£} 13.1%, FLOFOX6 8% & # 7 4 pCR & 1 29.1%,
4 8 FLOFOX6 41 pCR & % R H 6.9%, {2 = 41 1y
MR U RER TR, AN KT,
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HERHMEHF BB X XAAFREHFHE—FPH
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By T e R AT e 3R, AT AR S 6 3 IE 9 2
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7 ), 3% A By AE K AR R AR

= FM—F RAEDIRE N X B AR
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MM, EEETWARBEELRELBIE,
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