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Systematic Review on Total Neoadjuvant Therapy for Locally Advanced Rectal Cancer*
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ABSTRACT OBJECTIVE: To systematically review the efficacy and safety of total neoadjuvant therapy (TNT) for
locally advanced rectal cancer, so as to provide new thinking and clinical evidence for the treatment decision-making of
locally advanced rectal cancer. METHODS: Randomized controlled trials on comparison between TNT and standard
treatment for locally advanced rectal cancer were collected by retrieving the Cochrane Library, PubMed, Embase,
CNKI, Wanfang Data up to Jul. 2022. According to the inclusion and exclusion criteria, the eligible literature was
screened for quality assessment, relevant data and information were exiracted, and Meta-analysis was performed by
using Stata 14. 0 software. RESULTS: Totally 10 studies were selected, including 2 980 patients, with good literature
quality and no publication bias. Results of Meta-analysis indicated that compared with the standard treatment group,
patients in the TNT group had a higher pathological complete remission rate (RR=1.73,95%CI=1.45-2.06), and
patients in the TNT group had longer disease-free survival ( HR =0.81,95% CI =0.70-0.95) and overall survival
(HR=0.78,95% CI=0.65-0.93), all with statistically significant differences (P<0.05). The differences in the
incidences of grade 3-4 adverse events ( RR=1.27,95% CI=0.93-1.75) and surgical complications ( RR = 1. 00,
95%CI=0. 88-1. 14) between two groups were not statistically significant( P>0.05). CONCLUSIONS: Compared with
standard treatment, the TNT model can improve pathological complete remission rate, prolong disease-free and overall
survival in patients with locally advanced rectal cancer, without increasing grade 3-4 adverse events or surgical
complications.
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Tab 1 Basic clinical characteristics of enrolled studies

x1 WANTFROERIGRFFE

-
(AR RS BT WERE bR 1O
Fernndez-Martos %7 (2010 4F | | 69.5 1A TNT 2 CAPOXx4—K AT >TME 50.4 Gy 56 pCR % 14.3
2015 4F) 11 (GCR-3)
FRkinTT 4l KIHF>TME—CAPOX x4 50.4 Gy 52 13.5
Maréchal % (2012 4F ) 1107 I — INT 41 FOLFOX6X2—K A7 (5-FU) »TME 45 Gy 28 Wl NM % 28.0
iR KAHUT (5-FU)—>TME 45 Gy 29 25.0
Borg (2014 48 ) L1 (INOVA) 141 — INTAL FOLFOX4+ LXK BT (5-FU+ IUARHED) —TME 45 Gy 46 pCR % 23.8
il Bl KRHT (5-FU+ IR Hd) > TME 45 Gy 45 1.4
Bujko % (2016 4F ) 12 gy 3544 INT 4 S 7 —FOLFOX4X3—TME 25 Gy 261 ROVIBE 16,0
frfeRyTAl KRBT (5-FU/ LM AR+ VD FI ) —TME 50.4 Gy 254 12.0
BEEE (2017 ) 19 14 304 TNT 41 KT —FOLFOX4x4—TME—FOLFOX4x4 45 Gy+/ER 40 pCR % 20.0
HEE 50 Gy [a:ikS
iRl KT —TME—FOLFOX4x8 40 5.0
Moor £(2017 48 ) 1137 (WAIT) [IE:] — TNT 41 KEHUT-5-FU/ TEM RS X3 —TME 45 Gyl 25 pCR % 16.0
Tl 50.4 Gy
iR KEHYT-TME 24 25.0
Kim %£(2018 4F) 13 (KCSG 151 261 TNT 4 KRHIF—CAPOXX2—TME 50.4 Gy 53 W 13.6
€0 14-03)
IR KEHT-TME 50.4 Gy 55 5.8
Bahadoer 2£(2021 4F ) 16 T 464 NT 4 JETRHT—CAPOXX6/FOLFOX4x9—TME 25 Gy 462 3EEEAMGE 28.4
(RAPIDO) I PRI ES
PRI KM TME—CAPOXX8/FOLFOX4x 12 50.4Gy 450 14.3
Contoy % (2021 4F) 17 My 46.54H TNT 41 FOLFIRINOXX 6K B T > TME—mFLOFLOX6x6 50 Gy 31 34F DFS 28.0
(PRODIGE 23) IR K flbiEx4
iRl KM F—TME—mFOLFOX6x 12 B Bl x8 50 Gy 230 12.0
Jin %(2022 4F ) L8 (STELLAR) T 354A NT 4] Ji AT —CAPOXX4—TME—CAPOXX2 25 Gy 302 DFS 16.6
iR KA -TME-CAPOXX6 50 Gy 297 11.8

RO Kot VIR ICER B ; CAPOX Oy R 35+ VDRI, TME Jy 4 E A AR VIBR AR ; FOLFIRINOX Sy LA V1B 37 5 + T2 45 + bk W& s mFOLFOX6 A5 12 TR D I+ T 1 AT+
JRWEWE ;5-FU o S-TRIRMENE ; ypTo_ NoMo BT RBIETT A To_ NoMo 1 —" Fm A HEBUASR

NoteRO indicates complete excision without residue; CAPOX indicates capecitabine + oxaliplatin; TME indicates mesorectal excision; FOLFIRINOX indicates oxaliplatin + irinotecan + leucovorin +

«_»

fluorouracil; mFOLFOX6 indicates modified oxaliplatin + leucovorin + fluorouracil; 5-FU indicates S-fluorouracil; ypT,_ ;N M, indicates pathologic TNM stage after neoadjuvant therapy; “—" means not

available or not reported
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Fig 1 Quality evaluation on enrolled literature
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Risk Ratio %

PCRE (95%C7) Weight
Jin% (2022/F) U8 (STELLAR) T—— 1.41(0.90,223) 1574
Conroy% (20214F) 0% (PRODIGE 23) -5—0— 2.32(152,354) 14.82
Bahadoer™ (20214) M (RAPIDO) —_—— 1.98 (1.49, 263) 3387
Kim% (2018F) 19 (KCSG CO 14-03) : 2.36(0.63,8.91) 159
Moor% (20174 19 (WAIT) R 064 (0.21, 1.99) 353
FEES (20174) M : 4.00(0.80, 17.68) 115
Bujko (20164 02 ——o—i— 1.34(0.87, 2.06) 1777
Borg¥ (20144) M (INOVA) — - 2.10(0.78, 5.62) 282
Maréchals (20124 1ol —o-—i— 0.91(0.38, 2.17) 453
Fernandez-MartosF (20104 ® (GCR-3) ——— 1.06 (0.41,272) 419
Overall, MH (7= 28.2%, P= 0.185) Q 1.73(1.45, 2.05) 100.00
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Fig 2 Meta-analysis of comparison of pCR rates between TNT group and standard treatment group

Risk Ratio %
phase and pCRE (95%C1) Weight
[[F::i]

Jin% (20224 191 (STELLAR) - 1.41(0.90,223) 1574
Conroy%: (20214F) "'l (PRODIGE 23) -i—o— 232(1.52,3.54) 14.82
Bahadoer% (20214F) U9 (RAPIDO) —_— 1.98(1.49,263) 3387
Bujko% (20164F) 121 _—‘_.:_ 1.34 (0.87, 2.06) 17.77
Subgroup, MH (7= 36.5%, P=0.193) 0 1.79(1.49,2.16) 8220
)
i
(F:] i
Kim#: (20185 ™1 (KCSG CO 14-03) : 2.36(0.63,8.91) 159
MoorZ¥ (20174 ) U3 (WAIT) - 064 (0.21,1.99) 353
RS (201747 1 : 4.00 (0.90, 17.68) 115
BorgZs (20144F) 11 (INOVA) —_ 2.10(0.78,562) 282
Maréchal% (20124F) 1% —-—é— 0.91(0.38,2.17) 453
Fernandez-Martos® (20104F) ® (GCR-3) — 1.06 (0.41,2.72) 419
Subgroup, MH (7= 20.5%, » = 0.279) <Cl> 1.41(0.92,2.15) 17.80
j
'
Heterogeneity between groups: P = 0.302 !
Overall, MH (= 28.2%, P=0.185) O 1.73(1.45,2.05) 100.00
T

T
0.062 5 1 16
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Fig 3 Meta-analysis of comparison of pCR rates between TNT group and standard treatment group

in phase II and I clinical trials

%

DFS HR (95% C7) Weight
Conroy (20214) 0% (PRODIGE 23) - 0.60 (0.49,0.97) 18901
i
Bahadoer: (20214F) 1" (RAPIDO) —h—:— 0.75 (0.60, 0.95) 4176
Bujko®F (20164 021 —_— 0.96 (0.75, 1.24) 34.88
i
Fernindez-Martos=¢ (20104) ¥ (GCR-3) ] 0.99 (0.49, 2.00) 448
Overall, IV (7= 10.2%, P=0.342) 0 0.81 (0.70, 0.95) 100.00
T T
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Fig 4 Meta-analysis of comparison of DFS between TNT group and standard treatment group
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%

os HR (95%CT) Weight

Jin% (20224F) 181 (STELLAR)
Comroy% (20214F) 1) (PRODIGE 23)

_._E_ 067 (0.46, 0.97) 2227
'
—_—
'
Bahadoer® (20214F) U9 (RAPIDO) —— 0.92 (0,67, 1.25) 31.88
—_
.
0

+ 065 (0.40, 1.05) 1331
Bujko% (20164F) 12 0.73 (053, 1.01) 2982
Feméndez-Martos?% (20104F) ¥ (GCR-3)

201(069, 5.85) 2n

Overall, IV (= 26.5%, P = 0.245) 0.78 (0.65, 0.93) 100.00

T T
0.125 1 8
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Fig 5 Meta-analysis of comparison of OS between TNT group and standard treatment group

Risk Ratio %
Radiotherapy and Study (95%CTy Weight
SCRT
Jin% (20224F) U9 (STELLAR) -——.+ 1.41(0.90,2.23) 1674
Bahadoer®F (20214F) U8 (RAPIDO) —— 198 (1.49,2.63) 3387
Bujko% (20164F) 12 ——'—;— 1.34 (0.87,2.06) 17.77
Subgroup, MH (7= 31.1%, P = 0.234) Q 1.68 (1.36,2.07) 67.38
1
LCRT 3
Conroy®§ (20214 M1 (PRODIGE 23) R — 2.32(1.52,3.54) 14.82
Kim%§ (20184 M1 (KCSG CO 14-03) : 236 (063,891) 159
MoorZF (20174 ™1 (WAIT) —0——;— 064 (0.21,1.99) 353
LHEES (20174F) 1 : 4.00 (0.90, 17.68) 115
Borg’% (2014F) 111 (INOVA) —_— - 2.10(0.78, 5.62) 282
Maréchal%F (20121F) 19 _-'-—:h 091(0.38,2.17) 453
Fernandez-Martos™5 (20104 ¥ (GCR-3) RS P 1.06 (0.41,2.72) 419
Subgroup, MH (= 37 4%, P = 0.143) 0 1.82 (1.36, 2.45) 3262
)
i
Heterogeneity between groups: p=0.655 ,‘
Overall, MH (7= 28.2%, P = 0.185) O 1.73(1.45,2.05) 100.00
T

T
0.0625

16
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Fig 6 Meta-analysis of comparison of pCR rates between patients in standard treatment group and patients
adopted SCRT or LCRT in TNT group

Risk Ratio %
Interventions and Study (95%C1) Weight
Consolidation chemotherapy
Jin% (20224 191 (STELLAR) -—‘—é— 1.41(0.90,2.23) 15.74
Bahadoer$ (20214 Bl (RAPIDO) T 1.98 (1.49, 263) 3387
Kim%§ (20184F) 191 (KCSG CO 14-03) ; 2.36(0.63,891) 159
Moor%: (20174F) 9 (WAIT) _‘——i— 0.64(0.21,1.99) 353
SHES (20174F) 10 + 4.00(0.90, 17.68) 115
Bujko% (20164F) U2 ——o—}— 1.34 (0.87, 2.06) 17.77
Subgroup, MH (2= 31.0%, £=0.203) O 1.68 (1.37,2.05) 7365
]
H
Induction chemotherapy :
Conroy % (20214) ™ (PRODIGE 23) —s—.—— 232(1.52,3.54) 14.82
BorgZe (20144) M1 (INOVA) — - 2.10(0.78,562) 282
Maréchal 5 (20124) 19 _O-—i— 0.91(0.38,2.17) 453
Fernindes-Martos% (2010F) ¥ (GCR-3) —— 106 (0.41,272) 419
Subgroup, MH (7= 41.2%, p = 0.165) 1.85(1.34,257) 26.35
v
H
Heterogeneity between groups: p= 0.614 :
Overall, MH (1= 28.2%, 7= 0.185) <> 173(145,205 10000
T

T
0.062 5 1 16
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Fig 7 Meta-analysis of comparison of pCR rates between patients in standard treatment group and patients receiving

consolidate chemotherapy or inducing chemotherapy in TNT group
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Risk Ratio %

Study (AE=Grade 3-4) (95% C) Weight
Jin®¥% (202274) 1 (STELLAR) : —_— 210 (1.47,3.00) 13.10
Conroyf (202144) 1 (PRODIGE 23) ﬁn—i 1.04 (0.86, 1.26) 1486
Bahadoer® (20214 19 (RAPIDO) i —— 1.73(1.48,2.03) 15.11
Kim%: (20184F) ¥ (KCSG CO 14-03) 3.31(0.92, 11.87) 439
g AL (20174F) 11 —— : 0.71 (0.46, 1.10) 12.03
Bujko% (20164F) 12 ——— 1.11 (0.80, 1.53) 1346
Borg®E (20144) 1 (INOVA) —é—.—— 1.70 (1.05, 2.76) 1147
Maréchal§ (20124F) 1o - 403 (0.96, 16.95) 369
Ferndndez-Martos§ (20104F) ® (GCR-3) — E 051(0.32,0.79) 1189
Overall, DL (= 85.4%, 7= 0.000) <<:> 1.27 (093, 1.75) 100.00
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Fig 8 Meta-analysis of comparison of incidences of grade 3-4 adverse events between TNT group and

standard treatment group during radiochemotherpy

Risk Ratio %
Study (Complications of surgery) (95%C1) Weight
Jin% (20224F) I8 (STELLAR) _— 0.90 (0.58, 1.39) 11.98
Conroy%# (20214F) ' (PRODIGE 23) —_— 0.93(0.70, 1.24) 2212
Bahadoer% (20214F) ') (RAPIDO) —_— 0.91 (0.60, 1.40) 1324
Kim% (20181F) 09 (KCSG CO 14-03) D 1.05(0.83, 1.34) 11.18
Moor%: (20174F) 13 (WAIT) 1.25 (0.68, 2.29) 3.36
EAEE (20174F) 01 1.32(0.60, 291) 251
Bujko%% (20164F) 12 1 1.23(0.88,1.72) 16.35
BorgZ (20144F) 11 (INOVA) 0.86 (0.56, 1.30) 799
Maréchal% (20124F) 9 0.81(0.35, 1.87) 291
Fernandez-Martos% (20104F) ¥ (GCR-3) —_— 1.00 (0.68, 1.46) 838
Overall, MH (7= 0.0%, I’= 0.907) <> 1,00 (0.88, 1.14) 100.00
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Fig 9 Meta-analysis of comparison of incidences of surgical complications between TNT group and standard treatment group

VN YA E A

JR G 1 I R R BT AT SCRT J5 %5 TME T AR 248w #f
TR —Fh 5 %8, 230 RCT W55 45 51 R , KA SCRT 5 LCRT
SRS, PIAE 1 OS \DFS I R il R T 28 90, BN R hE
FIFARFELAERY & L R AT, CAO/ARO/ATO-12 1 I I BF 5T
SESR R ORI IR L AR HoE AR TR b A R
9 pCR F(25% vs. 17%) ™', AWFFEH TLELITA 7 1k
ITLH R B pCR A9 19% 23, 5% , 34 8 F 5 T AR,
SR, TNT 4B Hr IR R Ak 7 B i Sy 7 =2 ) 2 75 LI A7 S )
AAFTUG 22 AT R T LAk — 2 W U7, AR B H AT A BF 5T, 2 R
TNT 697 3] % &

EJ2 , AR IR Meta S04 Bow , SHRMERIF 4 Ho g, T
I PRI 56 v TNT 20 B8 35 19 pCROETCER 25 , 17 10309110 PR3 56 v
TNT ZH 835 (4 pCR R AR 35 HA Go it 2 X, Rl BN 2,
KAEAT ] RCT H B K A 17 25 J5 10 1 A 56 45 5L o L
SHEME, BAN, AR Meta 43 M1 4754 — 26 ] 50 f 15 6 7
(1) TNT #2280 T A7 KL BT 7 %8 300 & | JE 00 Ko ¢
% N [, ] 40, PRODIGE 23 BF 5817 & % 0 3% ¥
FOLFIRINOX =245 % ; 1 H A F 5 ¥ £ CAPOX ,FOLFOX4 ,

+ 224 - Evaluation and analysis of drug-use in hospitals of China 2023 Vol. 23 No. 2

5-FU/ W MR E5 . FOLFOX4+ TR BT AN B . FOLFOX6 J5 %,
(2) 3BT 58 UL S5 38 ) ek e L ) ) O A7 78 B I 22
S, dn, STELLAR #F 52" % # CAPOX % Bh 1k J7;
PRODIGE 23 #5517 1l mFOLFOX6 5 55 4t 18 4l B Ak 57
Zemm &0 B BF 5T by FOLFOX4 % B4k yT ; Hi 4 fF 5% vh
TNT HIEH BRI . (3) A ANBEEEAR NG RFFAEA—, 0 T
S N AR B BE AN I AE 32 AR RN T AR A I A7 AR S
(4) Z I8 0 E 245 SR8 AR AR A 8], BIF 5% 15 1 A R [6] 9 &5
JRER e — MR AT R &
B2 TNT YR Y7 e B 3 B 98 2 — P 13697 7 5,
SR HHT Meta 53T AW SE A AE — AN T 1, fe (A9 Tk
ST AT J5 58 T B ik — 2B BT B, 1B TNT A4 B A
BT S 07 ORI 28 A (A IR PR — 25 R FH R
S 2% Uk
[1] ZHENG R S, ZHANG S W, ZENG H M, et al. Cancer incidence
and mortality in China, 2016 J].
(1):1-9.
[2] GLYNNE-JONES R, COUNSELL N, QUIRKE P, et al. Chronicle;

J Natl Cancer Cent, 2022, 2

results of a randomised phase Il trial in locally advanced rectal

I BEBE GO 500 2023 4E5F 23 55 2 ]



[10]

[12]

[13]

P EBE 2SN S0 2023 AR5 23 55 2 M

cancer after neoadjuvant chemoradiation randomising postoperative
adjuvant capecitabine plus oxaliplatin ( XELOX ) versus control
[J]. Ann Oncol, 2014, 25(7) : 1356-1362.

BREUGOM A J, VAN GIJN W, MULLER E W, et al. Adjuvant
chemotherapy for rectal cancer patients treated with preoperative
( chemo ) radiotherapy and total mesorectal excision; a Dutch
colorectal cancer group ( DCCG) randomized phase Il trial [ J].
Ann Oncol, 2015, 26(4) : 696-701.

HONG Y S, KIM S Y, LEE J S, et al. Oxaliplatin-based adjuvant
chemotherapy for rectal cancer after preoperative chemoradiotherapy
(ADORE) : long-term results of a randomized controlled trial[ J]. J
Clin Oncol, 2019, 37(33) . 3111-3123.

MOHER D, LIBERATI A, TETZLAFF J, et al. Preferred reporting
items for systematic reviews and meta-analyses: the PRISMA
statement[ J]. PLoS Med, 2009, 6(7) : e1000097.

CUMPSTON M, LI T J, PAGE M ], et al. Updated guidance for
trusted systematic reviews: a new edition of the Cochrane Handbook
for Systematic Reviews of Interventions[ J]. Cochrane Database Syst
Rev, 2019, 10: ED000142.

HIGGINS J P T, ALTMAN D G, GOTZSCHE P C, et al. The
Cochrane Collaboration’s tool for assessing risk of bias in randomised
trials[ J]. BMJ, 2011, 343. d5928.

FERNANDEZ-MARTOS C, PERICAY C, APARICIO J, et al.
Phase Il, randomized study of concomitant chemoradiotherapy follo-
wed by surgery and adjuvant capecitabine plus oxaliplatin (CAPOX)
compared with induction CAPOX followed by concomitant
chemoradiotherapy and surgery in magnetic resonance imaging-
defined, locally advanced rectal cancer: Grupo cancer de recto 3
study[J]. J Clin Oncol, 2010, 28(5) : 859-865.
FERNANDEZ-MARTOS C, GARCIA-ALBENIZ X, PERICAY C,
et al. Chemoradiation, surgery and adjuvant chemotherapy versus
induction chemotherapy followed by chemoradiation and surgery:
long-term results of the Spanish GCR-3 phase II randomized trial
[J]. Ann Oncol, 2015, 26(8) . 1722-1728.

MARECHAL R, VOS B, POLUS M, et al. Short course chemo-
therapy followed by concomitant chemoradiotherapy and surgery in
locally advanced rectal cancer: a randomized multicentric phase I
study[ J]. Ann Oncol, 2012, 23(6) : 1525-1530.

BORG C, ANDRE T, MANTION G, et al. Pathological response
and safety of two neoadjuvant strategies with bevacizumab in MRI-
defined locally advanced T3 resectable rectal cancer: a randomized
noncomparative phase Il study[J]. Ann Oncol, 2014, 25(11):
2205-2210.

BUJKO K, WYRWICZ L, RUTKOWSKI A, et al. Long-course
oxaliplatin-based preoperative chemoradiation versus 5X5 Gy and
consolidation chemotherapy for ¢T4 or fixed ¢T3 rectal cancer:
results of a randomized phase Il study[J]. Ann Oncol, 2016, 27
(5): 834-842.

MOORE J, PRICE T, CARRUTHERS S,

et al. Prospective

randomized trial of neoadjuvant chemotherapy during the * wait

[15]

[16]

[17]

[19]

[20]

[21]

[23]

[24]

period’ following preoperative chemoradiotherapy for rectal cancer:
results of the WAIT trial[ J]. Colorectal Dis, 2017, 19(11) : 973-
979.

AR, EOCH, TEULE, R R RN B T AR B T A i
AT JE e B B AT RO RTRE T LI BE R BB 5T [T ], rhte
T B A PR, 2017, 37(2) : 107-113.

KIMS Y, JOO J, KIM T W, et al. A randomized phase 2 trial of
consolidation chemotherapy after preoperative chemoradiation therapy
versus chemoradiation therapy alone for locally advanced rectal
cancer; KCSG CO 14-03[J]. Int J Radiat Oncol Biol Phys, 2018,
101(4) ; 889-899.

BAHADOER R R, DIJKSTRA E A, VAN ETTEN B, et al. Short-
course radiotherapy followed by chemotherapy before total mesorectal
excision (TME) versus preoperative chemoradiotherapy, TME, and
optional adjuvant chemotherapy in locally advanced rectal cancer
(RAPIDO) : a randomised, open-label, phase 3 trial[ J]. Lancet
Oncol, 2021, 22(1): 29-42.

CONROY T, BOSSET J F, ETIENNE P L, et al. Neoadjuvant
chemotherapy with FOLFIRINOX and preoperative chemoradio-
therapy for advanced rectal cancer
(UNICANCER-PRODIGE 23) : a multicentre, randomised, open-
label, phase 3 trial[ J]. Lancet Oncol, 2021, 22(5) : 702-715.
JIN J, TANG Y, HU C, et al. Multicenter, randomized, phase Ill

patients  with  locally

trial of short-term radiotherapy plus chemotherapy versus long-term
chemoradiotherapy in locally advanced rectal cancer ( STELLAR)
[J]. J Clin Oncol, 2022, 40(15) ; 1681-1692.

FIBEMS, WY, FERER]. RRBTREIG ST S AR A ST X R B
JE S LI RN Meta S3AT (). PP AR 3 SRR 27 SCHR (L T
W), 2021, 15(6) : 472-480.

PETRELLI F, TREVISAN F, CABIDDU M, et al. Total neoad-
juvant therapy in rectal cancer: a systematic review and meta-
analysis of treatment outcomes[ J]. Ann Surg, 2020, 271(3):
440-448.

RIESCO-MARTINEZ M  C, FERNANDEZ-MARTOS C
GRAVALOS-CASTRO C, et al. Impact of total neoadjuvant therapy

s

vs. standard chemoradiotherapy in locally advanced rectal cancer; a
systematic review and meta-analysis of randomized trials [ J].
Cancers (Basel), 2020, 12(12) ; 3655.

OMEJC M, POTISEK M. Prognostic significance of tumor regre-
locally after
radiochemotherapy[ J]. Radiol Oncol, 2018, 52(1) ; 30-35.
RODEL C, MARTUS P, PAPADOUPOLOS T, et al. Prognostic

ssion  in advanced rectal cancer preoperative

significance of tumor regression after preoperative chemoradiotherapy
for rectal cancer[ J]. J Clin Oncol, 2005, 23(34) . 8688-8696.
FOKAS E, ALLGAUER M, POLAT B, et al. Randomized phase
Il trial of chemoradiotherapy plus induction or consolidation chemo-
therapy as total neoadjuvant therapy for locally advanced rectal
cancer;: CAO/ARO/AIO-12[J]. J Clin Oncol, 2019, 37(34):
3212-3222.

(M H 193:2022-07-26 (81 H 91:2022-10-25)

Evaluation and analysis of drug-use in hospitals of China 2023 Vol. 23 No.2 - 225 -



