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Locally advanced and metastasis
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Gemcitabine+
Erlotinib?

FOLFIRINOX?

Gemcitabine
+ Nab-
paclitaxel®

Gemcitabine +
S-15

AlRbE A E I LUERIAERS
1.Burris, JCO 1997; 2. Moore, JCO 2007

3.Conroy, NEJM 2011, 4. von Hoff, NEJIM 2013; 5.Ueno H, JCO 2013
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AuthorTrial Mumber Treatment Patient selection O0%(m) DFS({m)
GITSG study 21 chemoradiation R S R B T 20 11
Arch Surg with 5-FU (p=0.01) (p=0.01)
1986 22 surgery alone 11 v
ESPAC-3 537 gemcitabine A B R T 23.6 14.3
JAMA (p=0.39) (p=0.53)
2010 551 5-FU+covorin 23 14.1
CONEKO-001 179 gemcitabine ﬂﬁ;ﬁﬂitﬁiﬁﬁﬁﬁﬁ 228 13.4
JAMA RS S ] (p=0.01) (p=0.001)
2013 175 surgery alone 20.2 6.7
JASPAC-01 192 Sl H#& e R 52 RO 46.5 229
Lancet Yk (p<0.001) (p=0.001)
2016 193 gemcitabine 255 11.3
ESPAC-04 364 gemcitabine+ A ST R Tk 28 13.9
Lancet capecitabine (p=0.032) (p=0.082)
2017 366 gemcitabine 255 13.1
PRODIGE 24/ 247 mFOLFIRINOX I S R T 54.4 216
CCTG PAG CA-199 (p=0.003) (p<0.001)
e 246 gemcitabine <180U/m] 35 12.8

DOI : 10.6314/JIMT.202204_33(2).03

PORLEEEE 2022 33

- 102-109



Gemcitabine in Pancreatic Cancer

Germecitabine | 5-FU
mENE 63 63
=3 ik 6288 6188
W& 37-79 36-77
mE R 714% T6.2%
HWA 2 KPSER-T0 69.8% 68.3%
Bl 6% 1 &4 52 B (Clinical Benefit Response Rate) 22.2% 4.8% P=0.004
Hig M (Overall Survival) P=0.0009
o i1 3 5.7H 428
bl A 7 ol tE (6 mo survival rate) (N=30) 46% (N=19)29%
B A =2 ol B tE (9 mo survival rate) (N=14) 24% (N=4) 5%
—EEZalREtE (1 yr survival rate) (N=9)18% (N=2)2%
Wi 0.2-18.68 0.4-15.1+ 498
ch it B 7 95 %45 il M 4.7-698 3.1-518
HmERICH Z0m M (TtPD) P=0.0013
=Rk | 21H 098
Wi 0.1+-9.48 0.1-12.0+ B
it B =2 95 %5 W R 1.9-14H 0.9-1.1H




Gemcitabine vs 5-FU

Fra ction Survi ving
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Burriz HA, et al. J Clin Oncol, 1997:15:2403-2413
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Gemcitabine g H & HYPFS, OS, B #FHJResponse
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Country: Japan/Taiwan 0S: 8.8m

Period: 2007 July — 2009 Oct 15l Gemcitabine PES: 4.1m
Patients: 834 patients Re :to:o e/ ":: dl':s' 15_277) RR: 1.3cy
* 66 patients from Taiwan e b . ’

Primary endpoint: overall survival Control#H
* Non-inferiority of S-1
* Superiority of GS

. AR s-1 0S: 9.7m*
arl BR AH 80, 100, 120mg*/body d1-28 PFS: 3.8m*
Repeated every 6 weeks (n=280) RR: 21%**

Unresectable

advanced PC

Stratification factors:
- Metastatic vs. Locally advanced

all SR #H

- Institution #t Bl Gemcitabine + [ AKS-1 0S: 10.1m
GEM: 1000mg/m2 d1, 8 PFS: 5.7m**
*Initial dose according to body surface area(m?): S-1: 60, 80, 100mg*/body d1-14
BSA < 1.25, 1.25 <BSA <1.5, BSA>1.5 Repeated every 3 weeks (n=275)  RR:29%**

Secondary endpoint: PFS, response rate, toxicity,
QOL (EQ-5D) *non-inferiority to Gem, **superiority to Gem
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Median

Treatment : 1 year
overall survival .
(n) survival rate (%)
(mon)
GEM (277) 8.8 35.0
All
(Taiwan and S-1(280) 9.7 38.4
Japan)

GS (275) 10.1 40.4
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GOLFER CAPSULES

e %47 ¢ TEGAFUR (=FTORAFUR) - GIMERACIL ~ OTERACIL POTASSIUM

2006 : S-1 was approved in Japan
-" ~
v Golfer (&K)

TEGAFUR (=FTORAFUR)/ GIMERACIL/ OTERACIL POTASSIUM

20 mg : 1487T/tab
25mg : 1687T/tab
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Local advanced and metastasis

Pancreatic Cancer

Comparison of Survival and Toxicities Across the Three Major Positive Clinical Trials in Advanced

Gemcitabine vs Gemcitabine/ ACCORD 11 trial[4] MPACTI[5]
Erlotinib Phase Il trial[3]
Gemcitabine | Gemcitabine/ | Gemcitabine | FOLFIRNOX Gemcitabine | Gemcitabine/
Erlotinib Nab-Paclitaxel
1-Year survival 17% 23% 20.6% 484% 22% 35%
Median OS 5.91 mo 6.24 mo 6.8 mo 11.1 mo 6.7 mo 85 mo
Median PFS 3.55mo 3.75mo 3.3 mo 6.4 mo 3.7mo 5.5 mo
ORR 8% 8.6% 9.4% 31.6% 7% 23%
Toxicity
Neutropenia - - 21% 45.7% 27% 38%
Febrile neutropenia - - 1.2% 5.4% 1% 3%
Thrombocytopenia - - 3.6% 9.1% 9% 13%
Diarrhea 2% 6% 1.8% 12.7% 1% 6%
Sensory neuropathy - - 0% 9% 1% 17%
Fatigue 15% 15% 17.8% 23.6% 7% 17%
Rash 6% 1% - - - -
Stomatitis <1% 0% - - - -
Infection | 17% 16% = = s %

FOLFIRINOX = leucovorin, fluorouracil, irinotecan, and oxaliplatin; MPACT = Metastatic Pancreatic Adenocarcinoma Clinical Trial; ORR = overall response rate;
OS = overall survival; PFS = progression-free survival.

3. Moore MJ, Goldstein D, Hamm J, et al. Erlotinib plus gemcitabine compared with gemcitabine alone in patients with advanced pancreatic cancer: a phase lll trial of the National Cancer Institute of

Canada Clinical Trials Group. J Clin Oncol. 2007;25:1960-6.

4. Conroy T, Desseigne F, Ychou M, et al. FOLFIRINOX versus gemcitabine for metastatic pancreatic cancer. N EnglJ Med. 2011;364:1817-25.

5. Von Hoff D, Ervin T, Arena F, et al. Increased survival in pancreatic cancer with nab-paclitaxel plus gemcitabine. N Engl J Med. 2013;369:1691-1703.
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¥ e vkma ol stton  roml s o vs. CPT-11 vs docetaxel
iv, q 3 weeks

ORR, PK, PGx

B (2013 Ann Oncol)
& PEP0201
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Phase Il in PDAC

TS (2013 Br J Cancer)

053m, PK, PGx
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M. PEP0203
$ \ARe-Iicensed to Merrimack

phase |, dose escalating
ivinjection, q 3 weeks 32

+weekly HDFL, D1, D8 NAPOLI-1
MTD, PK, PGx o Global phase Il study
MM398 vs 5-FU/LV vs
> FUFEP in 2"¢line PDAC
; »/  PEPCOL ’
phase , dose escalating Randomized, Ph-Il in mCRC [N (2015 Lancet)
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Scientific Achievements

A multinational phase 2 study of

(PEPO2,
MM-398) for patients with gemcitabine-
refractory metastatic pancreatic cancer

| study o ipo:
ecan (PEPOZ) m advanced
umor patients

PharmaEngine licensed the compound out
to an US company, the Merrimack, in 2011

Nanoliposomal irinotecan with fluorouracil and folinic IEH®
acid in metastatic pancreatic cancer after previous
gemcitabine-based therapy (NAPOLI-1): a global,
randomised, open-label, phase 3 trial

i Gyergy Bodoky, Ands

LANCET 2015
Phase III trial

U.S. FOOD & DRUG

ADMINISTRATION

(‘\\/

3, H
C/’FDA Food and Drug Administration,Ministry of Health and Welfare

SCIENCE MEDICINES HEALTH

G EUROPEAN MEDICINES AGENCY
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NAPQOLI-1 phase 3 study of liposomal irinotecan in
metastatic pancreatic cancer: Final overall survival
analysis and characteristics of long-term survivor

Table 3

Baseline characlenistics of all patients and long-lemm survivors.™

Characteristic All patisnts Long-term survivons
nal-TRT naklIRI+ 5-FLVLV All 5-FLVLV Total nal-TRT nal-TRI1+5FU/  SFUALV All 5-FILVLV Towml
{n = 151) S-FLVLV combination monotherapy (N = 417) (n= 15 LV {n = 29) monotherapy (N = &)
(m = 117y control control
{n = 119) (n = 149)
Age
Mean (SD), v &4 (10 63 (9% &1 (9 62 (10) 63 (10) 63 {(13) &0 (10) 56 (12) 56 (12) &0 {11}
Median 63 (57—, 62 (5569, 63 (55—69, B3 (5T-T0) 50 (55—66, 41 57 (#a—a3, SE5(47—s7, 59.5 (54—68)
(OB, rampe), ¥ 41-81) 3480y 34-83) —81) 34-76) 34-76)
B2 (54 65 (56) K1 (68) 94 (63) 241 (5%) 2 (72) 14 (82) 14 (70) 40 (63)
69 {46) 532 (44) 38 (32) 55(37) 176 {42) 8 (28) 3(18) & (300 24 (38)
B (a4 A8 (41) 52 (a4) 68 (46) 180 (43) & (4 13 (45) 2453 11 (55) 30 (a7
Wikite 59 (59 72(62) 76 (64) 92 (62 253 (61) 10 {670 19 (66) 8 (47 10 (50) 39 (61
Eaxu Asian 5234 3429 36 (30) S50 (34 136 (33) » 10 (3a) Tqan) B (a0 22 (34)
Black 32 4 (5 3 (3) 342 1042) 1 0 212 2 {10) 2 (3
Other 745 708 443) 43 18 (4) 107 0 0 0 142)
Hegion
Asia S0(33) 34(29) 35 (29 48 (37 132 {32y 3 (20 10 {34} 6{35) 7 435y 20 {31y
Europe 54.(36) 47 (40) 49 (41) 55037 156 (370 8 (53) 13 (45) 5429 5 {25y 26 (41
Merth America 2617 19 {16) 19 (16) 2517 017y 2 (13 247 4024 & {300 10 {16
Orther 21 {14) 1715y 16 {13) 2114 59 (14) 213 414 2013 2 {10) 8 (13)
KPS
=90 85 (56) 66 (S6) &7 (56) 84 (56) 235 {56) 13 {%7) 22 (76) 13 16 (80) 51 {80
= S (44 51 (da) 52 (44) 65 (44) 1862 {44) 2013 724y 4024 4 (200 13 (200
Mt phil-to-ly mphacy e ratio
5 107 {71} 83 (71} 81 (68) 102 {88 ) 292 (70 25 (86) 10 (59) 13 (65) 50 {3)
a4 (29 3328) 38 (32) 47 (32 124 (300 3w Tqan) T {35) 134(21)
63 {42y 53 (45) 54 (45) 66 (44) 162 {44y @ (el 16 (55) 13 (76} 14 (70} 39 {61y
< BE (58) 64 (55) 65 (55) B3 (58 235 (58) & (4 13 q45) 424 6 (300 25 (39)
CATSY level®
Median (BQR), Wml 2159 (195 1278 (120 1292 (99—16,381) 1019 (50 1542 (120 475 (83 334 (15—2264) 108 (16—475) 117 (22—1545) 344 (31
—17 678 —9001)y —12,7%65) —a002) — TH)
1257146 (86) 9114 (81) 91114 {80) 116144 (81) 1318 (87) 1927 () 1016 (63) 1319 (68) 45 (74)
21146 (14) 214 (19) 23114 (20) 25144 (19) 1(18) 2715 (13) 8627 (300 616 (38) 619 (320 16 (26
1 » TN 146 (509 64114 {56) 61114 {54) 79144 { 55) 216/404 (53) 11715 (73)  2W27 (74) 1416 (8%) 1619 (53) 4761 (77
Pancreatic tunsour location
Head 99 (6 76 (65) 69 (58) 81 (54 256 (61) 11 (73) A (62) 12 (M) 13 (65) ada (69)
Not head 52(34) 41 (35) S0 {42) &% (46) 161 {39) 42M @431} 5429 7435y 20 {31)
Site of metmiatic lekms
Liver 75 (6a) B4 () 109 (73) 285 (68) B (53 12 q41) Bqam) 9 (asy 29 (as5)
Lung 36(31) 36 (30) 44 (30) 129 {31) 7 (4T 9@ 31) §{47) 10 (50) 26 {41)
Distant ymph 324270 31 (26) 40 (27) 116 (28) 10 (34) 5429 & (300 19 (300
Regional lympi 19{13) 13411} 14 (12) 2013 52(12) &{21) 201y 3 {15y 13 {200
Pentoneum 4832 28(249) 32(27) 3926 115 28) 11 (3%) 3(18) 4(X) 18 (28)
Pancreas 99 (66) 75(64) 72 (61) 97 (69 271 (69) 18 (2) 7(41) 9 (45) 37 (S8)
Other 38 (25) 27(23) 39 (33) 4332 1327 729 529 7(35) 16 (25)
Measuralle metastatic lesions
1 36 (24) 19(16) 22 (18) 26(17) 81(19) 740 12249 $47) § (%) 22(M)
2 6342 4942 8@ 72 (48) 184 (49) 3 (20) 10 (4) 3(18) 4(0) 17
3 22(19) 22(19) 15(13) 2119 65(16) 2(13 4149 2(12 3(15) 914
>3 7(9 7(6 £ 100) 24(6) 0 103) 0 0 1Q2)
Prior therapy
Gemaitabine monotherapy 67 (44) 53(45) 55 (#6) 66 (44) 186 (45) 8(53) 13 (45) 953 10 (50) 31 (48)
only
Gemaitabine in 84 (56) 64(55) 64 (S4) 83(56) 231 (59) 747 16 (55) 847 10 (50) 33 (2)
combinaion
5-FL 70 (46) 50 (43) 52 (81) 63(42) 153 (49) 533 14 (88) 6(35) 6(30) 25 (39)
Platmum 54 (36 38(32) 41 () 45(309) 137 (33) 533 10 (34) 5(29) 5(25) 20 (31)
Innotecan 17(1)) 12(10) 17 (14) 17(11.4) 46(11) 1) 0 2(12 2(10) 3(5)
Radiot herapy 40 26) 2421 27(®™) 3322 9723) 533 9031 7(41) 8 (%) 22 (M)
Whipple procedure 47031 30 (26) 33 (%) 36 (24) 113270 533 528 9(53 945 2
Bibary stent 13(9) 15(13) £ 9(5 37(9) 0 3(10) 1(6) 1(9 4(6)
Prior lines of metastatic therapy
o 17 15(13) 15 (13) 19013 51(12) 1M 1(3) 3(18) 4 () 609)
1 86(57) 62(53) 67 (%6) 86 (58) 234 (56) 10 (67) 18 (62) 9(53) 10(50) 18 (W)

>1 4832 40 (34) 37 (31) 4430 12 (32 42 10 (34) 5(29) 6 (%) 20 (31)




NAPOLI-1

Tahle 1
Summary of updated ellcacy.”
End-peint nal-IRI4+5-FUILY 5-FUILY combination Treatment nal-TRI monotherapy 5-FINLY monotherapy Treatment effect”
(= 117" control (m = 119)" elliect {n = 151) control (n = 149)
05, mo, median (95% CI) 6.2 (4.8-84) 42(33-53) HR: 075 49 (4.2-5.6) 4.2 (3.6-4.% HE, 107
= 00w = 0,568
0% rate at 6 mo, % (95% C1)° 53 (44-62) I8 (29-47) 30 (31 —46) 35(27-43)
0% rate at 12 mo, % (95% C1)! 26 (18-135) I6 (10-24) Il {6—16) 15 {9-21)
PFS, mo, median (95% Cl) L1(2.7-4.2) L5(14-1.8) HE: 057 37 (21-2% L (1.4-1.8) HE, 081
£ o= 00| F o= 0105
ORR, % (95% CIy 17 (10—24) I {i—2) I (D] 6 3-10) 1 {—4) = 0020
Disease control rate (CR + PR + 5D}, % (95% C1) 52 (43-61) M (17-33) 4 (36-52) 26 (19-33)
Bt overall response, n (%)
PR 20017y Lily 9(6) 1il)
5D 3B (32 6 (22) 5 (36) 35(23)
PD 34 (29 56 (47) 513 71 (4%)
Oither” ENE)] 2 EY ] (1)
Not evaluable 22019 M2 By 40 (27)
CAI%9
Arve reduction from bascling, n/NF (%) 3RAS (40) 82 (13) 41124 (33) 164106 (13
5% reduction from bascline, /" (%) 27195 (28) BRZ (10) W24 (13) 137106 (12)

5-FL, SMuorourscl; CA 199, carbohydrate antigen 1949; C1, conlidence interval; CR, complete response; HR, hazard ratio; LY, levcovorin; mal-1R1, liposomal mnotecan; ORR, objective response
rate; OF, overall survival; PID, progressive disease; PIFS, progression-fmee survival; PR, partial response; RECIST v, Response Evaluation Criteria in Solid Tumowrs, version 1.1; SID, stable disease.

* Confidence intervals are based on the exact method.

B In mal-IR 1+ 5-FUILY and 5-FUILY combination control arms, 36% and 42%, respectively, received any posi-siudy drug: corresponding percentages among long-lerm survivor subgroups were 509

and 7T6%, respectively,

“ HRs denived using Cox proportional hazards model with treatment as the independent variable; P values based on unstratified log-rank test.
¥ Rurvival function estimate and 95% C1 at each time point are from Kaplan—Meier analysis.
F Designation of response did not require confirmation and was based solely on the investigators assessment using RECIST 11,
" Minimum duration for stable disease from the baseling is 6 weeks from date of randomization,
¥ Paticniz withoul measurable (target) discase at bascline may have a best overall response of non-CRinon-PR.

® N = patients with baseline CA199 =30 11ml..

Eur J Cancer. 2019 Feb;108:78-87. doi: 10.1016/j.ejca.2018.12.007. Epub 2019 Jan 14.
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x— : RIS CRRARSRER

Author/Tral Number Treatment Patient selection OS(m) 1-year OS
. 63 gemcitabine FEPEZIEHE » 5.7 18%
Burris et al. 3 5 BH ]2 i HA B (p=0.0025)
J Clin Oncol 1997 PR
63 5-FU 4.4 2%
Voore M. ctal 285 gemcitabine+ e S T e 6.24 23%
oorc MJ, et al. erlotinib =0.038 (p=0.023
J Clin Oncol 2007 ® ) P )
284 gemcitabine 591 13%
171 FOLFIRINOX AREEZIGR 11.1 48.4%
NEIM 2011
171 gemcitabine 6.8 20.6%
) 431 gemcitabine+ RGO 8.5 35%
MPACT trial nab-paclitaxel EZ R (p<0.001)
NEIM 2013
430 gemcitabine 6.7 22%
277 gemcitabine RGP LR 8.8 23.8%
J Cancer Res Clin 280 S-1 ek 9.7 29%
Oncol 2017 275 gemcitabine+ 10.1 45.5%
5-1
TCOG T1211 51 SLOG ARG EZIGH 11.4 46%
(phase II) F2 1 el
EJC 2020
DOI : 10.6314/JIMT.202204 _33(2).03 ARFESE 2022 © 33 1 102-109



* 73 patients

A multicente r * 19 patients in phase |, the MTD of S-1 was 35 mg/m2
: twice daily.
ohase I/l trial of s
bi klv S-1 * 54 patients in phase Il, the ORR was 40.7% (95%
IWeeKly >-1, confidence interval [Cl], 28%—55%).

|€UCF)VO r_m' * The median progression-free survival and overall survival
oxali platl n and were 7.6 (95% Cl, 5.6—11.0) and 11.4 (95% ClI, 8.1-16.3)

gemcita bine in months, respectively.
metastatic * Grade llI/IV adverse event was neutropenia (40.7%).

pancreatic * 24% patients for more than 1 year.
adenocarcinoma- * The mean relative dose intensities of gemcitabine(92%), '

oxaliplatin(92%), and S-1(89%).
TCOG T1211 study,

* EurJ Cancer. 2020 Jan;124:123-130. doi: 10.1016/j.ejca.2019.10.023. Epub 2019 Nov 22. /

> 4




TCOG T1211 study

Tahle 1

Basweline demograplne and clindeal characteriies.

Characleritic Phase 1 (19) Phase 11(54) Phae V11 (73)
n (¥
Age (yTa)
Median (range) 84 (11-7%) W (3-M) 59(17%)
<65 16(842) 41 (75.9) 57(78.1)
=65 3(145.5) 13 24.1) 164219
Crender
Ml 12 {632) 31 {§7.4) 43(%89)
Femalk 7(36.8) 3 {426 30 {41.1)
B0 per formance slalus
0 7(36.8) 10 {18.5) 17(183)
1 12{632)  44(8L5 S6(7%.7)
Pancreatic tumd ur locaiion®
Head 7 (36.5) 21 {389 26 35.6)
Body 7(36.5) 20353 25{143)
Tail 7 (36.5) 19 (353 25{143)
Metasi 4l sile
Liver 17 {89 4) % (66T 52(713)
Lymph nodes 124632) 35 (463 37(%0.7)
Peri loneuan 24105 549.3) 7 (0.6)
Dithers 5{26.3) 31 {57.4) 36(49.3)
Mumber of metasialic i
0 000} 1419} 1(137
1 7(36.5) (40T 29{%7)
2 §4421) A {30 25({75.7)
3 3(14.5) 10 {15.5) 13{175)
w3 145.3) 14{19) 220
Stent or drainage
No 150y 47 (87 62(849)
Ve 4421.1) 7(13) 11415.1)
Pancrealic mseclion
No BTy 4787 65 (80.0)
Ve 15.3) 7i(13) 8 (1L.0)
Baselne CA19 (Liml)
Median {min—max) W35 612 00,35
(L5-65765) (1.5-3051%5) (1.5—65%5)

ECOMGE, Eastern Cooperative Onoology Gowp,

Table 2

Dose escalation scheme of S-1 in phase | part.

Level S-1 (mg/ Patents Number DLTs

m') (n) of DLT
(n)
I X 3 0 -
n % > 1 grade 11l diarrhoea
m 3s 343 0+0 -
IV & 3 2 grade [I] diarrhoea and grade 111

allergy”

DLT, dose-lmitmg toxxaty.

* One patent only received one cyck treatment and withdrew early

from this study.

® Skin rash over trunk and extremities with face swelling, leading to

(95% confidence interval [Cl],

hospitabisation.

Table 3
Efficacy results in phase Il part alone or plus phase | MTD part. ORR 40.7%
Best overall response Phase I1 Phase

(n = 54) I + phase II

(n = 60)

n Yo n Yo o/ (1) )
Complete response (CR) 0 ) 0 ) ZSA) 55 A) °
Partial response (PR) » 40.7 26 433
Stable disease (SD) 19 35.2 21 35
Progressive disease 8 14.8 8 133
Not evaluated 5 9.3 5 8.3
Long-term DCR#* 35 64.8 39 63

MTD, maximum tolerated dose; DCR, disease control rate;

*CR + PR + 5D > 16 weeks.




TCOG T1211 study

progression-free survival
7.6 months (95% Cl, 5.6-11.0)

g

Progression-free survival (%)
g2 5 8 8

0 6 12 18 2%
{s4) {31) {18) (8) {2}
Time (months) { patients at risk}

g
:

overall survival
11.4 months (95% Cl, 8.1-16.3)

40+

Overall survival (%)

204

n.
v

T T T

0 6 12 18 24 %
(54 (&) () (16} {6} )
Time (months) {patients at risk)

Fig. |. Kaphin~Meir estimates of progression-free survival (A)
and overall survival (B) in phase II part.

Grade IlI/IV neutropenia (40.7%)

Tabk 4

Treatment-related adverse events m phase Il part (n = S4).

Adverse evenls Grade 1-11 Grade 111 Grade 1V
Hasmatological toxxities

Leucopema 15 274 14 259 2 57
Neutropema 10 185 20 37 2 37
Febrile neutropenia 0 0 1 1.9 0 0
Thrombocytopenia X 537 2 3.7 K 14
Anaemia 37 685 3 5.6 1 L9
Non-haematologxal toxicites

Faugue 4 3815 3 5.6 0 0
Anorexa 35 643 8 1438 0 0
Nausea 32 592 6 11.1 0 0
Vomitng 2% 481 “ 74 0 0
Diuamrhoea p. 451 “ 74 0 0
Elevated AST 1S 278 1 1.9 0 0
Elevated ALT 2 223 2 3.7 0 0
Elevated GGT 9 167 2 3.7 0 0
Oral mucosilis X 370 3 5.6 0 0
Sepan 1 19 0 0 5 38
Alopeca 15 278 0 0 0 0
Skin rash ¥ 1438 1 1.9 0 0
Pruritus 8 1438 0 0 0 0
Skin hyperpigmentation 31 575 0 0 0 0
Penpheral sensory 33 611 0 0 0 0

neuro pathy
AST, sspartate aminotransferase; ALT, alanmne ammolransferase;
GGT, gamma glutamyl transpepldase.
* One patient suffered from grade V sepsss kading to death finally,
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pational «ve INCCN Guidelines Version 1.2022

Vol Cancer

Network’ Pancreatic Adenocarcinoma

General Principles:

« Systemic therapy is used In all stages of pancreatic cancer. This includes neocadjuvant therapy (resectable or borderfine resectable),
adjuvant therapy, and first-line or subsequent therapy for locally advanced, metastatic, and recurrent disease.

* Goals of systemic therapy should be discussed with patients prior to initiation of therapy, and enroliment in a clinical trial is strongly
enco ;

. CImm-m of patients undergoing chemotherapy Is Indicated.

* For regimens where RT or chemoradiation is included, see Principles of Radistion Therapy (PANC-G) for more details related to radiation
delivery, Including recommended technique and dose,

* To optimize the care of older adults, see NCCN Guidelines. totmdnAdulLOncol%
* Squamous/adencsquamous carcinomas are treated the same as adenocarcinoma. s no data supporting the efficacy of any of the

recommended regimens for squamous/adenosquamous carcinomas.

Neoadjuvant Therapy (Resectable/8orderiine Resectable Diseaso)

« There is limited evidence to recommend specific necadjuvant regimens off-study, and practices vary with regard to the use of
chemotherapy and radiation. Subsequent chemoradiation ks sometimes Included. if necadjuvant therapy Is conslidered or recommended,
treatment at or coordinated through a high-volume center is preferred, when feasible. Participation In a clinical trial is encouraged.

Preferred Regimens Other Recommended Regimens Useful in Certain Clrcumstances
* FOLFIRINOX or gnodlﬂod FOLFIRINOX® £ subsequent * None * None

chemoradiation
* Gemcitabine + agbumln—bound paciitaxel £ subsequent

chemaoradiation

Only for known BRCA1/2 or PALB2 mutations:

* FOLFIRINOX or modified FOLFIRINOX® £ subsequent
chemoradiation?

* Gemcitabine + cg:phun (22-6 cyclos) £ subsequent
chemoradiation
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Adjuvant Therapy
* The CONKO-001 trial demonstrated significant improvements in disease-free survival (DFS) and overall survival ¢os‘mm use of
postoperative gemcitabine as adjuvant chemotherapy versus observation in resectable pancreatic adenocarcinoma.

« ESPAC-3 study results showed no significant difference in OS between 5-FUllsucovorin versus gemcitabine following surgery. When the
groups m:dving adjuvant 5-FUlleucovorin and adjuvant gemcitabine were compared, median survival was 23.0 months and 23.6 months,
respecti
* Data from C-4 support the use of gemcitabine combined with capecitabine (1, “0 mg'miday days 1-21 every 4 weeks) with superiority
demonstrated compared to gemcitabine alone (HR, 0.82; 95% CI, 0.68, 0.98; P = 032).7

* No significant differences were observed in the RTOG 9704 study oompaﬂna pre- and post-chemoradiation 5-FU with pre- and post-
chemoradiation gemcitabine for postoperative adjuvant treatment.*

* Recommended adjuvant therapy options apply to patients who did not receive prior necadjuvant therapy. For those who received
prior neoadjuvant therapy, the adjuvant therapy options are dependent on the response to neoadjuvant therapy and other clinical

considerations.
Preferred Regimens Other Recommended Regimens Usefyl in Cenain
Circumstances
» Modified FOLFIRINOX (category 1)* = Gemcitabine ( ry 1) * None
* Gemcitabine + capecitabine * 5-FU # leucovo cﬁofy
(category 1) * Continuous Infu

» Capecitabine (category 28)
* Induction chemotherapy (gemcitabine, 5-FU + leucovorin, or
continuous infusion 5-FU) followed by chemaradiation®
* Induction chemotherapy (gemcitabine, 5-FU + leucovorin, or
continuous infusion 5-FU) loﬂmd by chemoradiation® followed by
subsoquent che
» Gemcitabine followed by chomondlwon'“ followed nb.,’
* Bolus 5-FU + leucovorin followed by chemoradiation
bolus 5-FU + lsucovorin
» Continuous infusion 5-FU followed by chemoradiation®* followed by
continuous infusion 5.FU
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Locally Advanced Disease (First-Line Therapy)

Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
Good PS |+ FOLFIRINOX or modified « Gemcitabine + erlotinib®? « Induction chemotherapy with
FOLFIRINOX*9.0.5 « Gemcitabine + capecitabine'? any of the preferred/other
* Gemcitabine + albumin-bound » Gemcitabine regimons (24-6 cyil;s) followed
pactitaxel® "8 + Capecitabine (cnz'o;y .F‘ﬁa: - 2 chmondl:itlonc:’ or 8.381“
known BRCA » Continuous infus category selected patients (loca
gm'm: V2 or PALE2 * Fixed-dose-rate gemcitabine, docetaxel, advanced disease without
« FOLFIRINOX or modified capecitabine (GTX regimen)'’ (category 28) systemic metastases)’
FOLFIRINOX®0.0.5 * Flu midine + ?ul::pmln (§:FU + loucovorin « Chemoradiation™” or SBRT" (In
« Gemcitabine + cisplatin’ + oxaliplatin [OFF]'? or CapeOx'?) (category 2B)  patients who are not candidates
* Gemcitabine + albumin-bound paclitaxel + for induction chemotherapy)
- cisplatin'*'5 (category 28)
Poor PS |+ Gemcitabine * None * None
’ ::'oo mg/m?® over 30 minutes, weekly
3 weeks every 28 days (category 1)
» Fixed-dose-rate gemcitabine (10 mg/
m¥/min)
may substitute for standard infusion
of gemcitabine over 30 minutes
(category 2B)
« Capecitabine (category 28)

* Continuous infusion 5.FU (category 28B) S0 Subsequent Therapy on PANC-F (6 of 9)
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Metastatic Disease (First-Line Therapy)
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Pancreatic Adenocarcinoma

* Patients who progress with metastatic disease are not candidates for radiation unless required for palliative purposes,

Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
Good PS |+ FOLFIRINOX (f}togory 1) or modified « Gemcitabine + erlotinib®?® (category 1)  + Pembrolizumabl'® (if MSI-H, dMMR, or
FOLFIRINOX" « Gemcitabine (category 1) TMB-H [210 mut/Mb))
« Gemcitabine + albumin-bound « Gemcitabine + capecitabine'?
paclitaxel'® (category 1) « Fixed-dose-rate gemcitabine,
Only for known BRCA1/2 or PALB2 GOPSRENSL, COPRCRALING (T2
mutations: mmm .'Z.’ﬁ’pm (eg, 5-FU
o :&:2:%: &cf‘tooow 1) or modified E. loisd ov'gdn + oxaliplatin [OFF]* or
. 78 peOx'?) (category 28)
VMG S - Gemcitabine + albumin-bound
paclitaxel + cisplatin'4?
Poor PS |+ Gemcitabine - None « Pembrolizumabl % (if MSI-H, dMMR, or
» 1000 mg/m* over 30 minutes, weekly for TMB-H [210 mut/Mb])
3 weeks every 28 days (category 1) * Larotrectinib (if NTRK gene fusion
» Fixed-dose-rate gemcitabine (10 mg/ positive)
mi/min) may substitute for standard * Entrectinib (if NTRK gene fusion positive)
infusion of gemcitabine over 30 (category 2B)

minutes (category 2B)

« Capecitabine (c 2B
« Continuous Infum“gFu (’cmgocy 2B)
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