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FIGURE 4. G1T38 ENHANCES THE EFFICACY OF TARGETED THERAPIES IN NSCLC Mouse MODELS

A) KRAS®* NSCLC B) EGFR®94e!/T790M NSCLC C) EML4-ALK NSCLC

i . . - X . . B KRAS ALK B NRAS
best-in-class profile based on its ability to be dosed continuously without causing dose- BEEGFR B HER2 [ RB1 MEKi ERKi MEKi + ERKi EGFRi ALKi
limiting neutropenia, a feature that may result in better anti-tumor efficacy. " B BRAF [ 1ROS1 [ other 000 . 000 000. e * 1500~
* The recent FDA approvals of palbociclib, ribociclib, and abemaciclib in breast cancer s ;,E ;,g v‘E‘ SE‘ 600~ o :g R
validate CDK4/6 as key therapeutic targets and provide strong rationale to investigate = £ 1T £ 1T £ 1T £ £ % ax s
CDK4/6 inhibitors in other CDK4/6 depend includi - o ® s ® ° ® 0 ® o . g 10007 OCgete ~
pendent tumor types, including non-small cell lung © 2 o 2 2 2 400- L o _:E_
cncer (SCLO. 5 el = el B el = S : A
> > * > > e [ |
* NSCLC accounts for 80-85% of all lung cancers and frequently exhibits oncogenic 2 5 °e® ™ % 5 °e® ™ _:D—_T > 5 ®° ™ N 5 2004 - 1 ; 500+ E
. . . oy . o £ = A A3 £ A £ - 2 L
alterations in KRAS, EGFR, BRAF, ALK, or HER2 genes. Kinase inhibitors targeting these 2 5 A el E A A e e 5 ° ‘ v £ o A RAAS
oncogenes (or their signaling pathways) have demonstrated clinical benefit, however, o o 5 X o o B T 0 e - 0 i VVyvvY
resistance to these agents invariably develops, thus requiring new approaches. One vehicle ~ G1T38 selumetinib G1T38 vehicle GIT38 ulixertinib G1T38 vehicle  G1T38 sel+uli G1T38 vehicle  G1T38 osimertinib 91'T38_ _ vehicle G1T38 crizotinib G1T38
strategy to extend the duration of response and potentiate efficacy involves the + selumetinib + ulixertinib + sel + uli + osimertinib + crizotinib

inhibition of multiple signaling pathways through targeted therapy combinations. In
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FIGURE 5. ApDITION OF G1T38 T0 EGFRI TREATMENT OVERCOMES RESISTANCE IN EGFR"'" NSCLC

A) EGFR'858%/T750M NSCLC B) EGFR®*%"s NSCLC C) EGFR®9%!/MET+ NSCLC
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NSCLC PDX models (n=60) were treated for up to 28 days with daily oral doses of vehicle or
G1T38 100 mg/kg (Champions Oncology, Rockville, MD). Tumor growth inhibition (TGI) was
calculated when either tumors reached pre-specified tumor burden or on day 28. Genetic
alterations from pre-treated samples were evaluated using FoundationOne (Foundation
Medicine, Inc, Cambridge, MA). 58% TGl was used as the responder/non-responder cutoff for
correlation analysis (Fios Genomics, Edinburgh, UK).

represent antagonism. * RB1MYT cell line.

FIGURE 3. G1T38 CoOMBINATION TREATMENT AUGMENTS THE ANTI-PROLIFERATIVE AND APOPTOTIC SIGNALING
PATHWAYS

A B C
) A549 ) H1975 ) H3122
G1T38 (0.5 uM): = % - = & ¥ = &
selumetinib (LuM): - - + - + - + + G1T38 (0.5 pM): 5 % = F G1T38(0.25uM): - + - +
ulixertinib (1 uM): - - -+ - 4+ + + osimertinib (0.1 pM): - - + + crizotinib (L uM): - - + +
N — | et = et S ]
$807/811 $807/811 $807/811
RB1 |—"—"—"—'—"""“"“ | RB1 : RB1 |""“—""—‘|

.—-—l

cyclin D1 | = =

PErkl/2 EE TR s == — pEGFR : —— pALK ; =

T202/Y204 == = == Y1173 |—|! IS Y1604 | = |

ol - EEE— 2 T S Er—

5380 T202/Y204 - T202/Y204 —

im [Frmm e —
— - . G- o G S473 _— e

= Y g

- E— S—

Bim

SUrVIVin = e ee e . | Survivin[= = = |

a-tubulin|"-\--._—._4-—'| Survivin fse «« =~ | Q-tUbULIN | N Ny |

Q-tUbUIIN | ey s |

(A) A549 (KRASS25 and CDKN2A null), (B) H1975 (EGFR'858%/T790M) = and (C) H3122 (EML4-ALK fusion) NSCLC cells were treated with G1T38
and/or relevant targeted kinase inhibitors at the indicated concentrations for 48 hours. a-tubulin was used as the loading control.

(A) H1975, a human NSCLC that harbors the EGFR'8/T70M mutations resulting in primary
resistance to erlotinib and secondary resistance to afatinib, was treated with G1T38 in
combination with indicated EGFR inhibitors (Charles River Laboratories, Research Triangle
Park, NC). Tumor-bearing mice were orally administered daily afatinib (20 mg/kg), erlotinib
(70 mg/kg), or G1T38 (50 or 100 mg/kg), as single agents or in combination (G1T38 + erlotinib
or G1T38 + afatinib) for the duration of the study (n=10).

TABLE 1. TIME TO TuMOR DOUBLING

NSCAC tmormodel ——Trestment—— Wedan day)
vehicle 6
afatinib 13.5
afatinib + G1T38 (50) 22
EGFR!8>8R/T790M afatinib + G1T38 (100) 27
erlotinib 6
erlotinib + G1T38 (50)
erlotinib + G1T38 (100) 18
vehicle 6
EGFRex20ins osimertinib 7.5
osimertinib + G1T38 14
vehicle 6
EGFRe1%del/MET+ osimertinib 13
osimertinib + G1T38 >25

Median time to tumor doubling was calculated from data shown in Figure 5.
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(B) LUO387, a NSCLC PDX model that harbors an oncogenic exon 20 insertion in EGFR
(H773_V774insNPH) rendering it resistant to EGFR tyrosine kinase inhibitors (TKIs), was treated
with G1T38 +/- osimertinib (Crown Bioscience, Beijing, China). Tumor-bearing mice were
given once daily doses of G1T38 (100 mg/kg), osimertinib (10 mg/kg), or the combination
by oral gavage for 28 days (n=10).

G1T38 treatment demonstrated single agent activity in preclinical in vitro and
in vivo models of NSCLC. Additionally, combination therapy with agents

targeting NSCLC driver mutations significantly enhanced efficacy.

+In a panel of NSCLC PDX models, there was a range of G1T38-associated
efficacy with certain genetic alterations (KRAS and EGFR) demonstrating

increased sensitivity, while others (RB1) demonstrated resistance.

+In a screen of lung cancer cell lines, the addition of G1T38 to targeted
treatments demonstrated the most synergy when combined with inhibitors

of EGFR, ALK, and HER2.

+ Combination treatment in a variety of in vivo tumor models (KRAS™, ALK
fusion, and EGFR™t) further validates that the addition of G1T38 enhances

the efficacy of other targeted therapies.

Preliminary in vitro signaling data suggests the enhanced efficacy of combination
treatment may be due to more profound suppression of RB phosphorylation
coupled with an enhancement of a pro-apoptotic phenotype when compared to

either single agent treatment.

(C) HCC827/ER1, a human NSCLC that harbors EGFR exon 19 del E746-A750, has acquired
resistance to erlotinib (and other EGFR TKls) through an approximately 5- to 10-fold
amplification of the MET gene. To evaluate the combination of G1T38 and osimertinib, tumor-
bearing mice were given once daily doses of G1T38 (100 mg/kg), osimertinib (5 mg/kg), or the
combination by oral gavage for 25 days (Crown Bioscience, Beijing, China, n=10).

The addition of G1T38 was able to overcome both primary and acquired
resistance to single agent EGFRi therapy in EGFR™t NSCLC models:

+ G1T38 + erlotinib reversed resistance to single-agent erlotinib treatment in
an EGFR>8RT790M tymor model; the T790M mutation renders erlotinib
ineffective.

+ The addition of G1T38 to afatinib treatment almost doubled the time to afatinib
resistance in an EGFRL8>8R/T790M tymor model.

+ EGFRI&8RT790M  tymors progressing on single-agent afatinib showed
stabilization of tumor growth by adding G1T38 to afatinib treatment.

+ In an osimertinib resistant EGFR®2%" tumor model, G1T38 + osimertinib
significantly slowed tumor growth; NSCLCs with EGFR®2%s mutations are
generally insensitive to EGFR inhibitors in the clinic.

+ The addition of G1T38 to osimertinib treatment significantly enhanced
efficacy in an EGFR®"°4¢//MET+ tumor model; MET amplification is a known
mechanism of acquired resistance to EGFR inhibitors.

A Phase 1b/2 trial of G1T38 + osimertinib is currently enrolling patients with
EGFR-mutant NSCLC (trial G1T38-03, NCT03455829).




