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Wi 3 I e AR TR AR T RS e M Ge i 2% B3R | Kaplan-Meier il #réﬁ 18 1~ A *H%fﬁjv 47.3%,h
P AAERERI R 17.1 A A LEFS 2 102 &~ A e 5e 45 R 277, mFOLFIRINOX J5 % 09 8 5l B k)7 5
BRPC % B4 (09 4E A7 A A 56 {H mFOLFIRINOX 364 K 43 #7507 VR TS A 75 3 — 2B HR 9T
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Phase I Randomized Clinical Trial of Neoadjuvant mFOLFIRINOX
With/Without Hypofractionated Radiotherapy for Borderline Resectable

Pancreatic Cancer: Interpretation of A021501 Study

JIANG Pei-cheng', ZHOU Chang-ming?, HAN Yu®

(1. Zhejiang Cancer Hospital, Institute of Basic Medicine and Cancer(IBMC), Chinese Academy of Sciences ,
Hangzhou 310022, China; 2. Fudan University Shanghai Cancer Center, Department of Oncology, Shanghai
Medical College , Shanghai 200032, China; 3. Harbin Medical University Cancer Hospital, Harbin 150081,
China)

Abstract: A021501 study is a preopective, multicenter, randomized phase I clinical trial for evaluating
the efficacy of neoadjuvant treatment with mFOLFIRINOX with/without hypofractionated radiotherapy in pa-
tients with borderline resectable pancreatic cancer (BRPC). The study enrolled 126 patients, of whom 70 in
arm A (mFOLFIRINOX group) and 56 in arm B (mFOLFIRINOX-RT group). The primary endpoint was
the 18-month overall survival (OS) rate, and secondary endpoints included event-free survival (EFS) and
rate of adverse events. The results demonstrated that the 18-month OS rate in arm A was 66.1%, which was
over the historical control rate of 50% , with a median OS of 29.8 months and EFS of 15 months. In con-
trast, the 18-month OS in arm B was 47.3% (closed after mid-term analysis for failing to meet the statistical
requirements of drawing efficacy conclusions), with a estimated median OS of 17.1 months and EFS of 10.2
months. It suggested that neoadjuvant mFOLFIRINOX was associated with favorable OS in patients with BRPC,
but the role of mFOLFIRINOX in combination with hypofractionated radiotherapy remained undefined.
Subject words: borderline resectable pancreatic cancer; neoadjuvant chemoradiotherapy; mFOLFIRINOX
protocol
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Ul it R A B A AN L
F AR,

BRPC i A 37 i Bh i
VIR AL S7.Y S U
Giiyr 2~6 ™ H RIGTE
5~6 JE AT KRR T 2
AT E %5, ey
22 0 w039 % A A Ak
7Y P A (R R
FEAIZIT E WA BORILT
10%., R I, AR AT 2 5%
I RO I BR By b 75 19 45
SR, BT RS , 58 3 & FOLFIRINOX A 97 J5 1Y
BT ROR 2= 4 JEE 7, A021501 #F 5% B AE
Al mFOLFIRINOX B A& /AN B A K2 B 07 /Y8 i
A7 BRPC B By a™,

15 (I R AR )

2 MIRFE

A021501 WF5EJ& — Wi 7F 36 B T R TG 2
Hts BEFLE TG R IR 5
2.1 NAFRE

OFAR #1281 h BRPC; QRETE JC I R 48 1L T 7
s S QT AR E VIBR A 2 ; @JC CYP3A4 541
Hl SRR KR L, O =2 R LR,
© & & A Gilbert 454 1 8, UGT1A1*28 4l & F 55
A5 (DFE 28 d P JCHE L F5 il (19 ' 15975 s @FF 2 ) ak
I ZL T ; QECOG P43 0 1k 1;A0H7 ff 52 56 28 K I 45
P HE b 20 i 5 X T8 =1 500/em?, 1L /N 115 =
100 000/mm*, L AT < 1.5x1E % b PR (ULN) =% L EF 7%
bR K >45 mL/min, B AHZT % <2.0 mg/dL,AST/ALT<
2.5xULN,
22 BITITR
221 RiTdss

P2 1252 mFOLFIRINOX(HL VM FI 4 8 mg/m?;
PSR 180 mg/m?; WM FRES 400 mg/m?, ¥4 i bk i
5, SR MENE 2 400 mg/m?,46~48 h P Bk T 5 IE
I7L2 EO VAR, 4 AR, BEJS T CT 5%
MRI PPAf 5 TG PR 05 27 0 5 o 1 IR | A 21
B 2 AR5 AT 4 A5 3 A B mFOLFIRINOX
WIE RIS
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222 ARATHIF (LB 42)

7E 5 i mFOLFIRINOX 397 7 A WA A 4l
ANEZ T A B HIEZ T A FRAFRELT T
SARIE LYY (stereotactic body radiotherapy ,SBRT)
IBYT s TEBCA St SBRT 25440 bty Suirfii I 5214
SRR ST (hypofractionated image-guided ra-
diation therapy, HIGRT), SBRT A7 & 33~40 Gy/5 F,
HIGRT 7 29 Gy/5 F,

223 FRnk

B BNGRYT S B L CT s MRI #7734
FEME ] (ECOG W73 0 2 1 A B 1E 4~8 J& N 42
ZTFAR,

224 RE#ERH

ECOG P 0 8% 1, 82152 JC I g 5% 8 el 52
RUESE I B 52 4 AR FOLFOX6 (B TP F14A 85
mg/m?, WM F2 85 400 mg/m?, 98I W& BE 400 mg/m? #fE
T, HURWELE 2 400 mg/m® FBKFES, BF>46 h)iA
57,2 o LA, TR 4~12 J8 520,

225 HELS M

TR P BN 2R F RECIST 1.1 WA T 974G TR
B AR 5 5 [ 95 B 2 5K B 2% (College of American
Pathologists , CAP)#EZE VAl , VIBRIR A 538 RO(TE A
AR ) RI(HEAT 30 2% 1 SOWL b 88 50 R2(2 0L B AN
SERYIBR), ANRIN (adverse events, AEs)RH CT-
CAE 4.0 hit5r 4% .

RIS RG B 4 A H B, EEIEM G 24 4
Aeipimi e, s e 5 40,5 6 B
Vi BEUTN AL L KRR A S S K A LA K
Jg s CT 5 MRI,

226 AFR%LE

FEMFFRL R 18 D H AR E ORI 18
AT TG AT SR 110 58 3 N B8 L 4 AT AP Al 2 1Y
S

B 5T 28 55 o= 4 A 7 ) (event-free sur-
vival ,EFS) A KON &2 AR 3R
23 FitFLE
231 Bt

P AL )5 R AT 30 il 4 S B RO )
BRAgBEB< 11, Wz 1k A4,
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AR TG BRPC &3 W58 UE4T 1 SCHik 81 )i, 43
Mg 2018 N H AEFRME Xt LU 18 AN H A4
T2 <50% (R iz A= fE it [a) ok 18 A~ H ) E A Jask
535, 76 e FE Rl _E LA rp (7 A2 17 B R 3R R 50% , 1k )
27 S (R 18 S H AAE RN 63% ) M & HEK .
ARHFFE R 9 A BELH 62 0, 2 R A
IE, LT R LA 5 B, RE AL 67 6, At
134 5, HUA M ASIGIT A 7E 06 45 R #R Bl A
JEAIRIERIEBLT (RIA S T 23 A HE 2 8, H i
FaA 62 Bl i 2= /0 36 BIFERENL)E 18 4~ A1)
FENG ), A S HEAT AL Z 80 () A A7 3R L A5 5 0, %07
SR IA Ry S TG An R T LR A R, W — A
“pick a winner” %W VEFE—IRIT T RHERE
TEMFEAR T Z N TR «=0.07 I, A 82%I1
RRE A AR 18 AN H A= AE 3 AE 50% 1 Jfily 12
0 13%., A Al iEAl B 1 v AR A7 s TR A 18 S H
AR AL TR H Kaplan-Meier 7775115

(75%). 17 1E] B 2H 1
11(3%) 5 5 B T H BT

mFOLFIRINOX 4 J7
WirE] A 437 141(56.92%)
B 41 35 1(63.64% ) %
=3 GUARIT AR R R
I (Table 2), 5 W EA
ROV T (22 1) K
BRIMAE (17 51]) F0rb PL 4
JRLU A (14 1) .
3.2 BRERVIBRA

A X mFOLFIRINOX
TRIT (A )BT (B A1) 5 TR 2Z 8] 4 A7 s a] 43 5]
g 42(28~67) d 1 44(26~62) d, A £H 32 141 (49.23%)
F1B 2 19 $(34.55%) 4% 5% T AR I BR AR, Horr
A 41 28 9 (87.50%) .B 41 14 11](73.68%)i% £ RO ]
Bk ,2 #4845 pCR 85k B B 41 (Table 3),

EEM (GtitfEix)

Table 1 Baseline clinicopathologic profile of all evaluable patients[n(%)]

3 WHARER Arm A Arm B
Characteristic mFOLFIRINOX mFOLFIRINOX-RT P
(n=65) (n=55)
2016 4 12 A 1 HIFHRBTFE,  Age[median(range) ] (years old) 62(37~83) 66(40~80) 0.09
2018 4F 8 H 1 A BEATHIH 4007, A 4 Female 32(49.23) 28(50.91) 0.85
AU S4B AL 56 0 Aetgaiig  Roeee . 039
30 i A 4 fit 2 i A 417 ) & intlemcan Indian/Alaska native 3(4.61) 0
sian 0 1(1.82)
(57%)F1 B 44 10 141 £ %‘(33%)"5@?31 RO Black 3(4.61) 2(3.64)
Pk, Wik, B AHERT AN, 7F Native Hawaiian/Pacific islander 1(1.54) 0
White 54(83.07) 50(90.91)
PO A % = 2% Ak
HREEAALT 16 PURH BRBIT—IE poneps ore 33(50.76) 32(58.18) 0.42
AN 126 B8 JBENLE 6 B F 1 Albumin levels less than LIN 7(10.76) 11(20.00) 0.16
MR BEZI69T , BeR 120 T EAf 3 CA199[ median(range) [(U/mL)  167(1~13221) 260(0~14010) 0.31

2f5 B (Table 1),
3.1 ARHEETT
A A B =67 0 A 55

limit of normal

Notes: ECOG PS :Eastern Cooperative Oncology Group performance status; LLN :lower

Table 2 Grade 3 or higher adverse events at least possibly related to

neoadjuvant therapy[n(%)]

A 65 1 #1 55 i ,mFOLFIRINOX 4

57 R b AL o3 i 8(1~8)Fl 7(1~
7). B AR 40 B E (73%) #%Z T
SBRT (35 i) 5k HIGRT (5 #i)iA J7 .
mFOLFIRINOX J7 58 55 Jifi %€ iR . A 4]
32 1 (49%),B 4 33 15 (60%); &l 1 &
W& . A 20 9 51(14%) , B418 11(15%) ; 77 &
AR A 439 B (60%),B 4 41 1

M FRE 2023 5520 %5% 11

Arm A Arm B
AEs during treatment mFOLFIRINOX mFOLFIRINOX-RT
(n=65) (n=55)
Experienced more than 1 grade =3AEs 37(56.92) 35(63.64)
During treatment with mFOLFIRINOX 37(56.92) 35(63.64)
During radiotherapy NA 3(5.45)
Experienced more than 1 grade =4AEs 11(16.92) 5(9.09)
During treatment with mFOLFIRINOX 11(16.92) 5(9.09)
During radiotherapy NA 0
Notes: AE :adverse events;NA :not applicable
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Table 3 Surgical and histopathologic outcomes of
patients who underwent pancreatectomy[n(%)]

Arm A Arm B
Characteristic mFOLFIRINOX mFOLFIRINOX-RT

(n=32) (n=19)
Pancreatoduodenectomy 30(93.75) 18(94.73)
SMV/PV resection 12(37.5) 6(31.58)
Hepatic artery resection 1(3.13) 2(10.53)
RO 28(87.50) 14(73.68)
No 15(46.87) 9(47.36)
pCR 0 2(10.53)

Notes : SMV/PV :superior mesenteric vein/portal vein;No:negative lymph
nodes ;pCR :pathologic complete response;RT :radiotherapy;RO:resec-
tion to macroscopically and microscopically negative surgical margins

FAREES A 49 14(28%)F1 B 41 9 4l (47%)
LT =3 Ry SIRIT AN RN SRR UL
PR E DA% (7 ) BT (4 ) A R (3 ) R
2 ILE (3 #1) .

33 RiFEFT

A 21 22 A B 20 13 fil#E3%Z T FOLFOX R J5
BIT . A AR B W50 6 61(27%)F1 1 11(5%) i
TEARGI T =3 HHIRIFAHRA B, 5 U
1R 2 v PR 20 s RE 4 B (119%) AR T 5 3 )
(9% ) R 40 I 9 i 2 161 (6% ) o

BAR A 4120 61 (319%) F1 B 41 10 4] (18%)F#
R4 58 ) T R AIRYT .

34 HERHEBR EEREFE

Hh Az B 7 S TE] A 42.9 A4 H (95%C1:39.7~43.4)
A IR BT 0 48 52 NE A B e ik B R R o 18
A W ET 62 ) AT IEAL BB E 18 A AR RN
66.1%(41/62), M LR 50% ., H IR A
I ERAERN, A 4L EE R 7T R
29.8 ™ A (95%CI1:21.1~36.6),Kaplan-Meier ffi 11
18 I~ HHEFFHR N 66.7%(95%C1:56.1%~79.4%) ,EFS
9 15.0 4~ H(95%C1:11.2~21.9),

H T B ZHAE 3 b 43 A S5 OGP PRI AS il 2 A
JPRUES S BG4 2R, B 4L 1 op 7 A A7 1 i)
M 17.1 A (95%CI:12.8~24.4), Kaplan-Meier i f
(18 A~ H A 17 3R N 47.3%(95%C1 :35.8%~62.5%),
EFS 77 10.2 1~ H (95%C1.6.7~17.3),,

A A B H P2 BRI AR 1 & 18 M A
HEAE R 5 87.5% (95% C1:70.0% ~95.1%) F
78.9%(95%CI ; 53.2%~91.5%).,
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411 A2 BB F 2
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# T

I 7T b i M2 B (BRPC) 29 & A1 5 MR B B % 49 20% , A T TT3nik 5 R Tiarh 2 1, LA
BEABIAF AWF —RRALEF@AFRE, £ T BRPC B F #4814 77 09 6 kAT A8
BE K, ¥R THM LS T4 BRPC &% % & . MD Anderson # Katz 4 1R i #7 4# 85 74 77
BRPC #9aT 8k . % .o EA R RLL R ¥ ,22 4] BRPC &% %A mFOLFIRINOX 7 % 4
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