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Agents/Combinations in Phase Il Clinical Trials for Pancreatic Adenocarcinoma, 1992 to 2015

27 (32 trials) £ Fonapproe 3
| Chemotherapy 5 1 PN e Clinically
e Standard practice meaningful
35 (39 trials)
1992-2015
[ 8 (7 trials) 1
H:;::if;’i’ FDA approved




fie B 4

=
o
I
[ Y
ny
=

Stage Classification* 07 EE SEHEFR
Je il n] Y Bk 9% 26%
A T IER PP 28% 10%

e 53%

*Unknown: 10%; 5-yr survival 4.4%
Siegel R, et al. CA Cancer J Clin. 2015;65:5-29.
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Diagnostic accuracy of PET/CT for pancreatic cancer
(n= 550 pts)

w 88.5% (84.6%, 92.4%) 92.7% (89.6%, 95.9%) 1.05 (1.01, 1.09) 0.010

w 70.6% (65.3%, 75.8%) 75.8% (70.8%, 80.7%) 1.07 (1.01, 1.14) 0.023
73.1% (68.2%, 78.0%) 77.6% (72.9%, 82.2%) 1.06 (1.00, 1.13) 0.062
87.1% (82.9%, 91.5%) 92.0% (88.6%, 95.5%) 1.06 (1.00, 1.11) 0.031

PPV=positive predictive value; NPV=negative predictive value; 95%Cl= 95% confidence interval)
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Conclusions

PET-PANC is the first multi centre, prospective, large scale study of PET/CT in the diagnosis,
staging and management of patients with suspected pancreatic cancer.

PET/CT provided significant incremental diagnostic benefit in addition to MDCT in the
diagnosis of pancreatic cancer.

PET/CT corrected the staging of pancreatic cancer in a significant proportion of patients (56
patients (14%).

PET/CT influenced management in 45% of patients, and prevented resection in 58 (20%)
patients scheduled for surgery.

PET/CT was cost effective at current costs of PET/CT to the UK NHS (QALY gain of 0.0157)
and was most cost effective for patients with suspected pancreatic cancer planned to
undergo resection.

UKCRC
Registered

L CANCER INHS|
41, - RESEARCH National Institute for

Clinical
inica -_.&w UK Health Research

Trials Unilts
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Extemded Dats Figure 8. The unstable subtype in pancrestic ductal adensarcinoma

The 14 unstable temours are shown using circos. The colowred cuter rings are chromosomes,
the next nng depicts copy number {red represents gain and green represents losc), the next is
the B allele frequency. The inmer lines represent chromosome structural resmangements
detecied by whole genome paired sequencing and ihe legend indicates the type of

nearrangemend. The unstable tumours costained a large degree of genomic mstability and
‘harboured over 200 structual rearrangements in each tumoar which were predominanily
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. 1. Balley P et al. Nature. 2016,531:47-52.
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Guidelines for Chemotherapy for Pts With
Metastatic Pancreatic Adenocarcinoma

First-line Category 1 Other NCCN Regimens
Treatment NCCN Regimens

Category 2A
=(em + cape
Good = FOLFIRINOX (preferred) =Gem + cisplatin
performance = 3em + nab-pac (preferred)
status = Gem + erlotinib Category 2B
. . wnGTX
L 3 R S B k2 i _
i PO At R+l B AR S A2 B (Gem/Nab—Pac) “FP + Ox
Category 2B
Poor performance = Gem monotherapy *FDR gem

status =Cape or continuous
infusion 5-FU

Clinical tnial is the recommended first option for all pis.

M Co

NMCCN. Pancreatic adenocarcinoma. v2 2015, www.nccn.org. Slide credit: clinicaloptions.com




FOLFIRINOX/E fE B AT i FH 7 R, B HIUM 2591
=k R AT P4 1T %

1. FOL-Folinicacid QLM 2, Zhi%%1leucovorin), Z4EAE
RBUTAEWD, IR HUR M e 259 ) EIE A

2. F-Fluorouracil (B JRMEmg, 5-FU), —fpEEigzii4,
SH.1EDNAE R

3. IRIN-Trinotecan ((F L. 5, 25544 Camptosar), —Ff
PR ST AL B 57, BH 1 EDNASE e A1 & |

4. 0X-oxaliplatin (BEybF|EI, Z4hm44Eloxatin), —~$¢%EHI,
RYTIEZEY), THIHIDNME R A& R ~
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100
PRI for death, 0.72 (95% Cl, 0.62-0.83)
Os oA C F’-fD.Uﬁl?ﬁQatlﬁed Iug-ranh[; test
ﬁ I —— -‘I"
o B0
£ 70
£ 6o-
% 50
'; 40- nab-Paclitavel-Gemcitabine
g 30 )
ﬁ 20- L”H'u
lz_ Gemeitahing -t T
0 € 9 12 15 18 21 24 27 30 33 36 19
Maonths
No. at Risk
nab-Paclitavel Gemeitabine 431 357 269 169 108 &7 40 27 16 9 1 0
Gemcitabine 430 340 220 124 60 40 26 15 7 3 0 0
nab-P+0G G Hazard ratio
Intent-to-treat n =43 n= 430 (95%:C1) P=
05, median mo 85 6.7 0.72 0.000M5
1-yr survival, % 35 22 (0.617-0.835) 0.000200 |
2-yr survival, % g9 4 0.021234
PFS, median mo 55 37 049 0.000024 |
1-yr PFS, % 16 9 (0.581-0.821) 0.031876
TTF, median mo 8l 3.6 0.70 =0.0001
(0.604, 0.803)
Response rate ratio
(P ab-P+ "'. PG]‘
ORR, 1 (%) 99 3 mrRG 10
ORR. n (%) (23) (T} (2.178-4.662)

IR ERA

= LS

ORR

Gem + nab-P

Safety

Gem

23%
I :

Neutropenia 27% 38%
Thrombocytopenia 9% 13%
Fatigue 7% 17%
Peripheral <1% 17%
neuropathy

Diarrhea 1% 6%
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i &5 iZ: 1§ Ab 2%, KK, BOCH i

HLIEAR R (PS) ECOG 0-1 KPS 70-100

% Bk/dERRSL (BBAD) 39%/61% 44%/56%

£E5R P (A) 111/ 8.5 fi

% 14 48% 35%

BREE (3/48) #Z 23.6% 2 17%
chfE R o Rg /> ok A k2L 38%
45.7%

PEPSEE? N/A ik 4t {1 KPS 70-80 [ ¥
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ZRIGITREHE: FIKRERBPF LR
MM-398, 24K fIi5 BT A4 1 37 % B (nal-IRI)

P ——————

- s F -
PEG-DSPE MM-398 (120 mg/m?) il A PK &2

A Al RE I
Internal - 70x & AUC JfiL il &5 07 37 % jE
aqueous ~100 vs 1% 5t 3L 1 HE(300
space e mg/m?)!
Lipid
membrane * MM-398 if!sfﬂ Sx A 7K *SN-38 (
Siem i P A = 1) 7 Il 9 24 b ain

d, 72 /2

~80,000 irinotecan molecules/liposome

{r0s 5.2 H B E T 100 o fla a3 77 S W 0 5% F54 TR st 68 £ 0 Y04 I 9

1. Roy AC et al. Ann Oncol. 2013:24:1567-1573. 2. Ramanathan RK et al. Proc. 105th AACR: 2014. CT224. 3. Ko AH
— ! 3. BrJ Cancer. 2013;109:920-925. 4. Wang-Gillam A et al. European Society for Medical Oncology 16th
World Congress on Gastrointestinal Cancer (ESMO Gl 2014), Abstract O-0003.




NAPOLI-1 i 7T AN KNG A4 37 3% HE (Nal-IR§

Nal-1R|
120 mg/m?, Q3W
n=151

BT ——
ZhiER SRR . U:"L
REHNAT 2,000 mg/m* over 24 h;
N =417 200 mg/m?, weekly x4, Q6W
n=149

Nal-IRI + 5-FU/LV

80 mg/m? + 2,400 mg/m? over 46 h;
400 mg/m?, Q2W
=117

o TTEWNA 08 5

o UCEEE YT £ 05 PFS, ORR, CA 19-9F i, H1% 414

e EET:

— [1[] (<4.0 g/dL vs 24.0 g/dL)

— KPS (70 and 80 vs 290)
~ FhRE (BN vs Hilbvs JLfth)

- - Wang-Gillam A et al. Lancet. 2016;387:545-557.

__




NAPOLI-14%5 % s A F ik J@ 4 7 1

100 - —Nal-IRl + 5-FULV
5-FULV

18
0S:6.1vs 4.2 /] PFS:3.1vs 1.5 1~ H
HR = 0.67 (0.49-0.92) HR = 0.56 (0.41-0.75)
P = 012 (unstratified log-rank) P = 0001 (unstratified log-rank)

—, 1+ Wang-Gillam A et al. Lancel. 2016,387:545-557

__
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« MM-398 (KBERAALER

WARRED « TSz HRATAEND
« PEGPH20 (WE4Hif%AAZBARS)
DEEEE] + CD40 mAb

« YEEF D XD

« CRS—207—CRc i)
: « RIETSHNHIF/PD-1 mAbs
RIGARTT . 100 $DEIF]

« REIMEZECAR) T 4HER?

« Ruxolitinmib (JAR-STATHPSI
« Istiratumab (MM-141: 455 |GFR/HER3 mAb)

(EE4SHN%I7 « lbrutinib (BTK HP#HI7)
« Notchi#l7| (demcizumab, tarextumab)
— «  PARPH]®I

| —
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RZ

TH-3022 W5 28, XTI N BEF7 A58 fo BRI A
PEGPH20-H 2 TRl —2RVGY7, F=ITTHAIG R B dE

IOLAE ) RS e i ded Ve I 7 s 4
R A PR R [ LA YA T I S AR A2 . P AR S- 1.
S-1. HfhiE+EIEBE. BZEET+GEM. 7 Fhfthis
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. Colorectum

, Hi

. _
3 I ,
gg '1.3: ;f:,;./'//f’f:.)/f’:-//f(qr!';/!/ﬁf/r///
=t

1. von Bernstorff W et al. Clin Cancer Res. 2001;7:925s-932s. 2. Clark CE et al. Cancer Leil.
2009;279:1-7. 3. Royal RE et al. J Immunother. 2010;33:828-833. 4. Alexandrov LB et al. Nature.
2013:500:415-421.
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CD40 T $ 1% mAbs

Bruton'’s fif S5 A AGH]
# (BTK )

CAR (BB =ik) 1
0 i)
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« PD-1 and PD-L1 mAbs
« CTLA-4 mAbs
« 1DO i) 7

* CRS-207 = B> mesothelin- 23k % Ui H ¥
« GVAX

« Algenpantucel-L (“& S 1" 4 )

o BUIETEMATIRMEWESR

* |brutinib

+ ACP-196
« WiEE IR AT

« Mesothelin {U%H WO
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PD1JLAATT

Change From Baseline SLD, %

5‘\
e

B 8T e A ) 7 M e

KEYNOTE-028 71 1 J] i {4451 £ A7 11 AC 12 25U (dMMR/MSI-high)
— Pembrolizumab 10 mg/kg every 2 weeks

Percent Change in Target Lesions

B Lasinc
100 — m Ampullary
» Small bowel
W Pancreatic
WCholanglo 4 {3 ke R A 1 %

1. Le DT et al. J Clin Oncol.




IPT+GVAX =2 Y5 T R IR IE

< 15B B FHF 2 IPT+GVAXIRYY, 1661 EFH B IPTIRYTY
« m0S 5.5/ vs 3.3 p=0.068
 12HEFER 2T% vs 7%

BEAL2HASTELLAR #f5% (IE7Ei

Cy/GVAX (weeks 1, 4) =
CRS-207 (weeks 7, 10, 13, 16)

f Metastatic PC
Second-line therapy
N=88

GVAX/Cy (weeks 1, 4) 2
CRS-207 (weeks 7, 10, 13, 16)
-+
nivolumab
(weeks 1,4,7,10,13,16)

[mN—EODZ}I]

TR BRI [a]

g ESESSS—



1. PDIGUAAEX 5 8.1 40 M SRR B A% SR 40 V6 7 B S0 R e e

w4445 i I BB — AT S

v SR DCIRYT

w1045 B35 DCYR YT 73 J8 )5 B2 %2 PD 1 TR B & BE A% 2 it SR R 1Y)
RN INET N

« mOSMEESZDCYR YT - aatHE SN H

< HASNHE AN BEfR E4-8 A

2. WA CAR-TH . ya 7 Mk R A e SR R A, FH B R E Tk

/0P 1A DL ERIARYT 6] B B s CAR-TH Ve T

ARLEERH R T IR IR, 2L RS e, o lHFEEs. T H 5. 34 H
Hoh 18] 2 A R 93 A 2R

X

X



B G TT R E e S v 8 THA <

< {EANPDAH, v O TN f EEM TRV RS, 7] &5 2 BrA Tk E 4l iy
(F175%, G dHA M Eox, v 8T 4Up) 32 44 FPDARR h, (H 2
ANFET IR R 2

wo HEBWETTERIN, v 8 TN RS BHLE AT X HUMR I T4 (CDAAICDS
TN BENMIE LA

v G510 RIS s B E B TH A —— v & T4H M mTad it 4]
CDAFICDSZH ML H) A i The,  fesdk i i A

oy 6 TR IR B R AR /N SR ZAE I T e K — S A
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% 5] BRCA

x BRCA— or PALB2- mutation carriers

BprHB0laparib: 5/23 pts (22%) with objective response, 8/23 (35%) with
stable disease > 8 wks(!

Veliparib: 0/16 pts with objective response, 5/16 (31%) with stable
disease > 8 wksf2]

1. Kaufman, et al. J Clin Oncol. 2015;33:244-250.
2. Lowery, et al. ASCO 2015. Abstract 358.
3. Le D, et al. ASCO 2015. Abstract 195.



IMM-101

o IMM-10 18 KVE B A 0 SCH B (heat-killed
Mycobacterium obuense) , HelUE CD8+ T 4ipl, 57

PEAth VA W AR H
w IMAGE-1 TIHABTFSE, FERRUNSDEZFITRE . N4 s
IS B SR ) i e

o HEIR LI RE ML 2 IMM-101 (10 mg/ml, iv) +GEM (
1000 mg/m2, iv, n=75) BXF.Z4GEM (n=35) ;

v IMM—101E8%4 GEMZE % b oF B 2H 25 7] v8 97 AN EE K A A7.0S 49 )
N6. TN vs 5.6 (p>0.05) , IM{EZAFERIET




Wlik Z BERT = 28 ¥Inecuparani bllg R i3 18

n=39

necu+GEM+nabP I 4 (n=16)

8 A3k E|PR, 6 A ASD, DCRixZ| 7Y 88%

AL A EA16. 0 A .

=4

IGERIRLETID:  NCT01621243




TGF- B #P#HIfGalunisertibBX & & A fIEATT A AT
YR B AR A0 | | KRS R 5T

(n=156)

Galunisertib+GEM VS GEM

BREHR BAFTR
(104) (52)
Median OS 9. 10 7.59
(months)
Median PFS 3. 65 2. 79
(months)
ORR (%) 8.7 1.9

ZEif: 1. GalunisertibBi& 75 U fthye v 15 & ik HH i AR J& I OSFNPFS..
2. YAITJETGF- B 1FICA19-9 F FE50SIEAHSR .
3. TGF-B KK EBEH M HGalunisertibfIZRFEEF & .

IEARRIGID:  NCT01373164
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Consented patient Surgically removed Engraftment Expansion Treatment phase (F, ... F )
with cancer tumour (Fq) phase (F,) phase (F,) |

b Sy

= Biologic studies |
= Biomarker discovery

= Perpetual bank
i
Vehicle
L]
E
=2
e —_—
5
£
el Drug X
Time (days)
Predictive blomarker development and validation Clinical trials
SEN  RES |
Mutational
status

Gene
Expression

+ Biomarker Etlﬂmarlcer

e P 2

waragon classifier
: %r? @
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