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Pancreatic Cancer — Dismal Prognosis

« 4 cause of cancer death (7% alive at 5 years)
« Chemotherapy modestly effective

Q Intrinsic and acquired chemoresistance

« Molecularly heterogeneous disease’2:34

1. Biankin et al. Nature 2012

2. Jones et al. Science 2008

3. Waddell N, Pajic et al Nature 2015
4. Bailey et al Nature 2016



Molecular Subtypes of Pancreatic Ductal
Adenocarcinoma (PDA)
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CDK4 regulation of cell cycle progression
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AIM and HYPOTHESIS

Aim:
1. Assess CDK4i efficacy compared to clinically

application chemotherapies with long-term follow-
up in patient derived xenograft models

2. Assess mechanism of action of CDK4i

3. Assess for potential biomarker of CDK4i response
In clinical samples

Hypothesis:

- CDK4i shows selective efficacy in PDAC with
deranged CDK4 pathway



CDK4i sensitivity in PDCL correlates with _

high total RB and pRB expression

In vitro drug screens

PDCL PD-0332991 Gemcitabine 5-Fluorouracil Taxol nab-Paclitaxel
TKCC-02 17.330 40 00052 00010 42 050 00065 00007 0016 00033
TKCC-03 0.008 0.004 0027 0.005 221 fu7 3.03 0.69 251 0.68
TKCC-04 10.900 19 12117 1875 1238 226 142 27 104 18
TKCC-05 0.085 0011 0045 0.010 118 1.1 0005 00008 0014 0004
TKCC-06 25500  6.36 144 10 222 %7 5.7 37 934 74
TKCC-07 10.510 066 26535 4543 146 378 3.1 57 64.3 36
TKCC-09 2.235 033 0064 0009 | 3421 600 75.1 6.6 34 0.65
TKCC-10 2455 09 0020 0002 | 2046 234 217 45 174 18
TKCC-12 24330 075 0011 0003 @ 2626 316 0015 0003 011 0.002
TKCC-14 2.333 0.33 6.0 10 3634 469 0.36 01 0348 008
TKCC-15 0.738 015 0007  0.002 105 3.6 0008 0003 0012 0003
TKCC-16 34680 053 MM5 5959 728 3.3 0.11 0005 0474 013
TKCC-17 0.043 0.004 00014 00005 175 3.8 0007 0002 0019 0005
TKCC-18 1090 0055 0017 0008 = 6.16 10 0008 0001 0023 0007
TKCC-19 5221 080 0008 00002 401 50 0041 0024 0092 002
TKCC-22 317 0029 0060 0.02 928 114 62.1 75 80.0 73
TKCC-23 0520 0127 13145 1144 1747 326 0020 0005 0068  0.021
TKCC-26 9110 035 0024 0003 | 1403 138 6.4 0.84 8.1 1.35
TKCC-27 25750 053 2059  6.06 243 6.0 0012 0004 0205 0073
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Cytostatic Activity of PD-0332991 in

Pancreatic Cancer X

A. Decrease in pRB in selected PDCLs post-treatment
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Standard Therapy (Gemcitabine) Synergizes with

PD-0332991 in RB-High PDCLs
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Observed synergy is associated with >

increased apoptosis X

10°- VEHICLE 10° PD-0332991 . GEM , GEM + PD-0332991
4™~ | Necrotic Late Apoptotic Necrotic Late Apoptotic| 19°TNecrotic Late Apoptotic| 10°] Necrotic Late Apoptotic
10.4% 4.5% 0.3% 5.2% 0.7% 80%| |07% 7.9%
10 102 ‘ 102 i .
<o s TR ) R £ 1
B Live . Tl 1 e N 10
S| 1920% i 85:4% - :
= +“Apoptotic e +Apoptotic]
a 10" 7102108 10° 10" 107 10°
Annexin-V-Cy5 (R670/14-A)
L13d RB-negative TKCC-27
30 - Cad
M7d <20, 10d
3 M10d <
< @ 15
3 201 8
-4 g 10+
-4 Q
< < 5-
s 8
= 2 0- \
e
N “\Ggs g e P noR)
oV 2V

VEHICLE PD-0223991 GEM  GEM + PD-0332991

Danielle Froio



Effects of CDK4/6i on the tumour

microenvironment

Nature. 2017 Aug 24;548(7668):471-475. doi: 10.1038/nature23465. Epub 2017 Aug 16.

CDK4/6 inhibition triggers anti-tumour immunity.

Goel S12, DeCristo MJ34, Watt AC', Brindones H', Sceneay J3#, Li BB', Khan N', Ubellacker JM3#, Xie S', Metzger-Filho 02, Hoog J°, Ellis MJ®, Ma CX°,
Ramm S”8, Krop IE2, Winer EP2, Roberts TM', Kim HJ%10, McAllister SS3411:12 zhao JJ112:13,

Nat Commun. 2017 Jan 9;8:13923. doi: 10.1038/ncomms13923.

CDK4/6-dependent activation of DUB3 regulates cancer metastasis through SNAIL1.

Liu T"2, Yu J3, Deng M2, Yin Y*5, Zhang H®, Luo K?*°, Qin B?, Li Y*®, wu C*5, Ren T7, Han Y8, Yin P®, Kim J2, Lee S, Lin J'°, Zhang L, Zhang J™",
Nowsheen 812, Wang L3, Boughey J13, Goetz MP2'3, Yuan J2'4'5, Lou Z2.
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CDK4/6 Inhibition Modulates Invasion in

the RB-high PDA Setting
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In vivo efficacy of CDK4/6i in

RB-high PDA
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CDK4/61 Therapeutic Interventions Inhibit

Spread in the Liver
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CDK4i-Based Therapy Delays Disease _ (>

Progression in PDA
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CDK4/6i Mono- and Combination Therapy _

Delays Metastasis in PDA
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RB is Prevalent in PDA and of Prognostic __j~
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RB is Prevalent in Metastatic PDA "ﬂ\

RNSH Metastatic Cohort
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CDK4/6-based Therapy in PDA

o RB high phenotype specific

0 Subtype-specific efficacy at multiple stages

of PDA progression

o Complex mechanism of action

(tumour and stroma)

a Where to from here?
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