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Neil A. O'Brien!, Martina S. J. McDermott!, Brendan O'Boyle?3, Justin A. Hilf>3, Oliver C. Losén?, Kevin Chau?,
Weiping Jial, Naeimeh Kamranpour?, Tong Luo?!, Raul Ayala?, Shawnt Issakhanian?, John Glaspy?, Brian M. Stoltz3 and Dennis J. Slamon*
UCLA, Los Angeles, CA'; 1200 Pharma LLC, Culver City, CA%; California Institute of Technology, Pasadena, CA3

Caltech
120 OPHARMA

BACKGROUND KINOME PROFILING OF UCT-03-008 & COMPARATORS ANTI-TUMOR ACTIVITY IN ER+/HER2- BC MODELS

ANTI-TUMOR ACTIVITY IN VARIOUS OTHER MODELS

A UCT-03-008 Abemaciclib Palbociclib . :
* CDK4/6 inhibitors give clinical benefit to patients with metastatic : A 600 Tumor Response Data B 6% Animal Weight Data A o Colorectal Cancer Model B - Colorectal Cancer Model
ER+/HER2- breast cancer (mBC), particularly when given in combination % of CUrl i ® 49 Control Control
with endocrine therapies @ o = 500 5 A T 1200 __ 500 -
* Abemaciclib has distinguished itself from palbociclib and ribociclib with its ' s E o0 1 11 e € 1000 £
. . . o Nan. g . . . . AR AR e ° % v o - .
therapeutic benefit, and ribociclib is distinguished from the others for its NN T & e E 2 £ 200 5 1
A7 BTN & @ < =
superior exposure B . | = S 300 1 I s \/ § § .00
o . oM. g . g g — - < = T (2]
¢ Although thls Class Of |nh|b|t0r has been eXtenSlvely StUdIed In Several CDK4 CDK6 DYRK1B PIM1 PCTK1 JAK3 JNK3 PRKCE JNK1 CDK7 GSK3B SNARK PLK4 PCTK2 JNK2 ROCK2 PIM2 ULK2 g 200 = Y 41_:f I;I_I, * I_I_ 1_ 8 ‘4% e — E 600 E
H 1hi 008 3% 4% 6% 10% 23% 24% 30% 31% 35% 36% 37% 39% 48% 57% 71% 68% 1 °° 200
other cancer types, CDK4/6 inhibitors have not been approved as 4 Abema 3% 4% 3%  29% 15% 18% 14% 14% 9%  23% 35% 32% 35% 21% 23%  84% '2 X -6% — = 400 g
treatment outside Of ER+ /HERZ- mBC Palbo 100% 81% 57% 100% 60% 76% 60% 94% 90% 33% 90% 91% 68% 100% 78% 7% 100 4 Control 75 MPK PO QD —_— I (= ,
oo . .o . . . Ribo 92% 100% 99% 100% 96% 94% 91% 100% 100% 78% 100% 90% 98% 95% 94% 96% _8% 200 < 100
* We evaluated palbociclib, ribociclib and abemaciclib in a 500+ cell line . L . . .
) . el . Figure 1. Active site binding to more than 400+ human kinases (Eurofins DiscoverX 0 r r T T ] -10%
screening platform and identified several cancers outside of breast that KinomeScan, San Diego). Inhibitors were evaluated at 200 nM; measurements are presented as 0 5 10 15 20 25 0 T T T T 1 0 T T T 1
may have subpopulations that are sensitive to CDK4/6 inhibition % of Control. (A) Human kinase dendograms for UCT-03-008 (Left, “008”), Abemaciclib (Middle, Day of Experiment Day of Experiment 0 5 10 15 20 25 0 5 10 15 20
' o ) ) “ ” lih (Ri “ ” : % Day of Experiment Day of Experiment
Comprehensive molecular profiling of the cell lines at baseline allowed us Abema”) and Palbociclib (Right, "Palbo”). (B) Table of kinases where >34% of control was seen ¢ Tumor Response Data yOor=xp 2y OT EXperimen
. . . L. . L for any inhibitor. The pharmacology of UCT-03-008 is very similar to that of abemaciclib, 600
to investigate potential associations with sensitivity to these compounds however, notably, UCT-03-008 does not inhibit several off-targets as potently as seen with Figure 4. Female CD-1 athymic nude mice were C 1000 Bladder Cancer Model D GOOSquamous Cell Cancer Model
These analyses identified potential biomarkers of sensitivity in non-small abemaciclib (kinase names in red). _ subcutaneously implanted and treated with 500 : Control <0 MPK BID
cell lung carcinoma (NSCLC) and colorectal cancer (CRC) that will be PHARMACOKINETIC PROPERTIES OF UCT-03-008 '"E ;’:{;'Cca:fed";oz:i a':j'SC::]Z‘;ulaege:ﬁ(:zu(;"i’;tshwtehr‘; T o ! £00 J- 75 MPKBID QD
. .. . -03- E : £ T -
evaluated in human clinical studies 2 verformed with 8 animals per arm. Tumor £ o0 ) ‘f/r E o T
° i z i H -N3- B 1 . . . £
Using 1200 Pharma’s proprletary.ch(::-n.nstry, .we developed UCT O? 008,a A 10,000 - Rat Steady State PK B 1000 Dog Steady State PK 5 volumes  were ~ determined  using 3caI|per . 4 =
potent CDK4/6 small molecular inhibitor with a pharmacology like that : _ S measurements and recorded in mm?. Error 2 o0 . £ 300
f ab iclib d oh e ti mil to th f ‘TET 1 000 Gk T —— g 5 bars are SEMs. (A) Single agent, dose- > | S
0. C .ernaCICI and pharmacokinetic properties similar to those o < ?;i'.f&-; B 100 ¢ E dependent anti-tumor effect in a ZR75-1 model S 400 - — 2
ribociclib = L 5 — — s < = Control and (B) animal weight changes. (C) Single £ 300 4 g 200 - o
£ LA — & § — 100 = £
e Here we present preclinical studies conducted to investigate the 3 100 = 175 MPK PO QD UCT-3-008 agent and combination anti-tumor effect in a 200 4 =
th . . g ? 60 mpk, Males g —=- 30 mpk’ Females MCF7 m0d8| Control 50 MPK BID 100
erapeutic potential of UCT-03-008 e ] 60 mpk, Females S 10- =30 mpk, Males 0 . . . . . 100 - 75 MPK BID QD -
= — e - 2 100 mpk, F
g 10- 200 mgt Males 5 © <100 bk, Males. 0 5 10 15 20 25 0 : : : : . 0 . . . . .
© ] ’ 1 =300 mpk, permales Day of Experiment 0 5 10 15 20 25 0 5 10 15 20 25
. . - Day of Experiment Day of Experiment
UCT-03-008 HAS AN ABEMA-LIKE PHARMACOLOGY WITH S N A A O L L A N ) ANTITUMOR ACTIVITY IN NSCLE MODELS | DevorEweriment b DmvolEperiment
- Figure 6. Female CD-1 athymic nude mice were subcutaneously implanted and treated wit
RIBO'LIKE EXPOSU RE Hours Hours vehicle or the indicated dose of UCT-03-008. All studies were performed with 8 animals per arm
Abemaciclib Palbociclib Ribociclib UCT-3-008 c H Steadv State PK A 800 - Tumor Response Data B 600 - Tumor Response Data and all animals were dose PO QD. Dose-dependent anti-tumor effect in (A) a SNU-C1 (colorectal)
uman steady State Figure 2. UCT-03-008 pharmacokinetics model; (B) a NCI-H716 (colorectal) model; (C) a SW780 (bladder) model; and (D) a CAL27
In vitro Characteristics 401 75 mg (1=3) across species. Mean steady state = 700 500 (squamous cell carcinoma) model.
= . E ;," -
Pharmacology CDK4/6 CDK4/6 CDK4/6 CDK4/6 145 mg (n = 4) plasma concentrations following repeat £ 600 £
PIM1/2 PIM1 'g ' daily PO administration in (A) Sprague- aEa 500 £ 200 - SUMMARY & CONCLUS'ONS
PCTK1 PCTK1 =30+ | Dawley rats and (B) Beagle dogs dosed E "E’ . .. i . L.
GSK3B GSK3B £ | orally once a day for 7 days. (C) Cycle 2 L 400 3 300 4 ' Our .precllnlcal studies suggest that CDK4/6 inhibitors may have applications
DYRK1 DYRK1 .§ (approximately 56 days of dosing) o T S -. | I outside ER+/HER2- mBC
£ steady state plasma concentrations in ~ § 300 . Il 1t S 4 2 i | « The more complex pharmacology of abemaciclib has been proposed to
CDK4/6 IC;o(nM)  2/10 11/13 10/39 3/14 g 201 humans dosed orally once daily with 75 a 200 - S S - 5 S 4 L i contribute to its distinguished clinical benefit?
CDK4/6 Ratio > 1.4 3.9 4.7 S mg or 145 mg. 100 4 control 175 MPK PO QD 100 1 control 175 MPK PO QD * The long half-life and continuous exposure of ribociclib are thought to be
Cell IC;, (nM) 34 58 294 71 important qualities® because they engender greater time-on-target, which is
.. . 10} 0 - - - 0 ' ' ' ' critical to successfully abrogating cell cycle progression in cancer
Human Pharmacokinetic Properties ' [ |
: 2 0 12 24 0 10 . 20 30 0 > flo b 20 e Using 1200 Pharma’s proprietary chemistry, we developed a potent CDK4/6
Half-life 2 LR S Approx. 70 Hours Day of Experiment Day of Experiment inhibitor that combines the unique pharmacology of abemaciclib with the
E—— S enEME  CT-03-008 SHOWS BROAD ACTIVITY IN CELL LINE PANEL  © D pharmacokinetic qualities of ribociclb
Dosing BID QD QD QD 1000 - Tumor Response Data 1600 - Tumor Response Data  The preclinical studies presented here suggest that combination of the key
Dosing Holiday  As needed 3wkson, 1wkoff | 3wkson 1wkoff TBD I - ml ’ J 1 __ 900 { Ccontrol 1400 . control qualities of each of abemaciclib and ribociclib engenders efficacy in many
EN o1 K. ~ ] human solid tumor models
. . . . . ° %‘D @ N S E 800 + € 1200 . . . . .
Table 1. The pharmacology, biochemical potencies and cellular potencies for CDK4/6 inhibitors were R = < 700 - E * These studies support the investigation of UCT-03-008 in humans and a Phase 1
evaluated. ICy;s against CDK4:Cyclin D and CDK6:Cyclin D were determined with an enzymatic assay, o =t = E o0 - 2 1000 clinical trial is open and enrolling (NCT05103046)
and the average cellular IC5, was determined with a panel of 14 human breast cancer cell lines and 2 eogo L | oo o 1 3 * Preliminary human pharmacokinetic analyses show a remarkable half-life for
using a 7-day grovxfth assay. Half-life eliminatiqn da.ta .for .abemaciclib, palbociclib famd ribociclip are ‘Jg 5 ° Jl-- % Zgg ] | l { } | %’ 800 UCT-03-008 and the desired exposure profile
taken from the |nd|ca'Fed referen;es, and haIf-I.lff-_‘ ellm.lnatlon data for UCT-03-008 is from 4 patients - o i g | i i 1 1 g 600 . Dose escalation is ongoing and the results of the Phase 1 study will be
dosed at 145 mg/day in our ongoing Phase 1 clinical trial. of ° ° ~ 300 & * + 5
4  F o F 400 presented at a future conference
4 ° 200 -
* Others have proposed that the complex pharmacology of abemaciclib contributes o ° o 100 - 200 REFERENCES
to its distinguished clinical benefit? e ’ 0 . . . . 0 . . . . .
« Additionally, the higher CDK4 to CDK6 inhibitory ratio may contribute to the greater o3 | -. .o 0 > 5 flg 15 20 0 5 10 15 20 25 1. Thill & Schmidt. Therapeutic Advances in Medical Oncology. (2018) Vol 10: 1-12
tolerability of abemaciclib as compared to other CDK4/6 inhibitors®2 g . ° o ay of Experiment Day of Experiment 2. Marra, A & Curigliano, G. npj Breast Cancer. (2019) 5(27)

* Ribociclib’s exposure and long half-life likely contribute to its therapeutic action?

* UCT-03-008’s possesses a very similar pharmacology to that of abemaciclib (Fig. 1)

* The steady-state pharmacokinetics of UCT-03-008 in preclinical models and the
preliminary data from humans (Fig. 2) suggest that 008 possesses an exposure
profile similar to that of ribociclib

3. Tripathy, D. et. al. Clinical Cancer Research. (2017) 23(13): 3251 — 3262
FUNDING

These studies were funded by a Caltech Rothenberg Innovation
Initiative award and 1200 Pharma LLC

Lung

Figure 5. Female CD-1 athymic nude mice were subcutaneously implanted and treated with
vehicle or the indicated dose of UCT-03-008. All studies were performed with 8 animals per
arm and all animals were dose PO QD. Dose-dependent anti-tumor effect in (A) a HCC827
(KRAS-normal) model; (B) a NCI-H1435 (KRAS-normal) model; (C) a NCI-H2172 (KRAS-normal)
model; and (D) a CaLu-6 (KRAS-mutant) model.
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Figure 3. UCT-03-008 was profiled in a panel of 500+ human cancer cell lines from various
histological origins. Cell lines were grown in the presence of the inhibitor for 7 days. Each dot
plots the IC;, of a single cell line, and dots are binned according to each cell line’s histology type.
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