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In vitro 2 &0 AF =HHO| Y 0| F

=
=
Ct+2| 22 =& =S BMSI SL L

M Z 7|8t 2f 2 B} (ECso (nM))*
Engineered Ba/F3 Cell line

SH 2x WT LTC DTC LC DC DT

e TR (Xt1d) (3% =HO]) (3% =) (25 SAHO|) (25 SQHO|) (25 =AH0|)

BBT-176 500< <200 <50 <250 <150 <100
Compound #1 500< <50 <50 <100 <50 <10
Compound #2 500< <50 <50 <100 <100 <10
Compound #3 300< <50 <50 <50 <50 <10

1. C797S Triple Mutations (LTC = L858R/T790M/C797S , DTC = Del19/T790M/C797S)

2. C797S Double Mutations (LC = L858R/C797S / DC = Del19/C797S / DT = Del19/T790M)
YO UHE EYAERR, Y Al ZUOAMLl 244t H| LA Folet
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NE= =3 &= - M EGFR A Xol| A (3) bridgebio
P_)%S W AR #®

WuXi ApnTec

S= %2 7t Z1}, BalF3 M|EE O|Alot OIS A DEIO|A]
MAS=AHHO| ZUo| 2F LS NX| HO|= 2 H EHES 2tH SIS L| LT

LTC
2000 -
g 1200 1600 -
=) 0| Xz
g 900 1200 -
C BBT-176*
o
600 800
£
=1
= 300 400
0 0
0 7 14
+ Ba/F3-EGFR-DTC (Del19/T790M/C797S) cell line (5x10°% cells) + Ba/F3-EGFR-LTC (L858R/T790M/C797S) cell line (5x10° cells)
+ Female mice (n=5/gr), subcutaneous implantation » Female mice (n=5/gr), subcutaneous implantation
+ BBT-XXX (12 ea), 30 mg/kg, po, qd for 14 days + BBT-XXX (12 ea), 30 mg/kg, po, qd for 14 days

« BBT-176, 30 mg/kg & (cf. 75 mg/kgOl A 100% S 4% AK|) « BBT-176, 30 mg/kg S-& (cf. 75 mg/kgOI M 1228 T 4% oK)
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(Targeted Protein Degradation)
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BDC =4 75 (1) cbio

Christopher Kim, Head of BDC, Ph.D., MBA

- 2016 FRE AL AIQIOIMZ ZEF\ 23l 47| T 4Tz ¢
- Venture Capitalist (NovatioVentures, Oxford Biosciences)E && &
- KSLSF2| &5 TRA A 2F MAX} (=M= Y PutetHE)

- Novartis 27 (ZEZ2|2 H=f 8 0|20 =)

- O|=tEFA} (Univ. of Texas) A MBA (Carnegie Mellon University)

Jimmy Jin, VP Discovery Biology, M.D., Ph.D.

- Roche?t Sanofiof A 2HH| S/HAT 100 E BHE

- Kobe UniversityOf Af O|2tEFAL = Harvard Medical SchoolOf| Af BFALE 1HY
- =0 oo o|stErAL (FHAldt)
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Jehrod Brenneman, Senior Director, Medicinal Chemistry, Ph.D.

- Boehringer Ingelheim (8'F 671 &) & Ct=2| A2 HIO| & 2| ALOA 100{ A
==
T

- University of Texas (at Austin) 0| A| 35t 2 0|&}tEtAL X 5= University of
Pennsylvania®| A SfAtS 14

Yong-Hee Lee, SVP, Head of Development (USA), Ph.D.

- 2018 E TAI DMPK/Tox S Q4 7 &t EFE
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BBT-1762 EGFR 24X L' SAHO| S0 M XHE=tE g S 2l =L

[= n] £ = Aled 74
TS/ HMEAY EE £0 21} PDX &= &d Zut
1000 1 _o— vehide 1200 -
555, — BBT-176 (30mpk)
—&— BBT-176 (75mpk) = —@-\/chicle
~ 800 | ——BBT-176 (150mpk] £ 1000
S « @ = BBT-176 (30mpk) + Cet. ] é
£ 700 | —@=BBT-176 (75mpk) + Cet. T . v —e—BBT-176 100mg/kg QD
= — & = BBT-176 (150mpk) + Cet. A = g
Q 600 - W o
g 500 - s )
] - S
400 - R 3
2 - =
E 300 - a
14
200 -
100 -
, 14 17 21
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 Days after randomization
Day after treatment
Ba/F3-TM (Del19/T790M/C797S) cell line (5x106 cells) - =0 IND 0f]°d 2% 2= X= 100mpk BID A1}
Female NOG mice (n=8/gr), subcutaneous implantation « BBT-1 76% 100mpk QDE A =~ |:||- .Q.Etoilkl EOI §§II %"?_I

BBT-176, 30 mg/kg, 75 mg/kg, 150 mg/kg po, qd for 15 days
Cetuximab: 1 mg/kg, 3 times/wk

K& GAL LH$ A3 G|O|E (LIDEAF 22| &gl A1)
X2 THAF LIS Al T[O|E ZYokE X: AL B2| 2020 R&D Day L H Xt=
*MEAIL: & EGFREHM|QIE, SO0 T ZHM= R 2 A8A| BY X 530 H3



k| 0| (Brain Metastases)0l| C{ &t & =

gy YONSEI
%y CANCER CENTER

7.E+07

—— Vehicle } }
*

6F+07 | =*==BBT-176, 30mg/kg
= =+ BBT-176, 75ma/kg J"s

S.E+07

4E+07

3.E+07

2.E+07

Total photon flux (photons/sec)

1E+07

1.E+06
0.E+00

Weeks after Initial Treatment + PDC-orthotopic xenograft models harboring EGFR_ Del19/T790M/C797S mutations
* YU-1097_luc cells (EGFDel19/T790M/C797S)
* Male athymic nude mouse (n=8/gr), intracranial implantation
+ BBT-176, 30 mg/kg, 75 mg/kg, po, qd for 6 weeks
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<10 ~ 20%

2000 2000 37| 9 47| F0| H|E (%)

0000 00060
K= ol HALE H=Z (%)
0000 0006 T790M = EHO| C797S =¢HO|
EGFR A Al H[& (%)

000 60606000
EGFR Z Q10| A
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Guidance for Industry

S2(R1) Genotoxicity Testing
and Data Interpretation for
Pharmaceuticals Intended for
Human Use

U.S. Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research (CDER)
Center for Biologics Evaluation and Research (CBER)

June 2012
ICH

https://www.fda.gov/media/71980/download

16| 0| X|: Section C. Evaluation of Results Obtained From In Vivo Tests

In vivo genotoxicity tests also have the potential to give misleading positive results
that do not indicate true genotoxicity. As examples:

(i) Increases in micronuclei can occur without administration of any genotoxic agent,
due to disturbance in erythropoiesis (Tweats et al., 2007, 1).

(i) DNA adduct data should be interpreted in the light of the known background level
of endogenous adducts.

(iii) Indirect, toxicity-related effects could influence the results of the DNA
strand break assays (e.g., alkaline elution and Comet assays).

Thus, it is important to take into account all the toxicological and hematological
findings when evaluating the genotoxicity data (note 15). Indirect effects related to
toxicological changes could have a safety margin and might not be clinically
relevant.

181 0| X|: Section D. Follow-up Strategies for Positive Results

In conclusion, the assessment of the genotoxic potential of a compound should take
into account the totality of the findings and acknowledge the intrinsic values
and limitations of both in vitro and in vivo tests.
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16| 0| X| :
In vivo genotoxicity tests also have the potential to give misleading positive results
that d

Section C. Evaluation of Results Obtained From In Vivo Tests

: ZEHE 2 £ o1| O|st Bk Z DNA strand break assay (84 &4 Z 20
(I) InC &S = A Ol
(i) DN 7P E 0] olst Yt oMM M| St v} Jh53i0] AAE o= BENO| 92 4 UCh

of endogenous adr

(iii) Indirect, toxicity-related effects could influence the results of the DNA
strand break assays (e.g., alkaline elution and Comet assays).

Thus, it is important to take into account all the toxicological and hematological
findings when evaluating the genotoxicity data (note 15). Indirect effects related to
toxicological changes could have a safety margin and might not be clinically
relevant.

181 0| X|: Section D. Follow-up Strategies for Positive Results

In conclusion, the assessment of the genotoxic potential of a compound should take
into account the totality of the findings and acknowledge the intrinsic values
and limitations of both in vitro and in vivo tests.
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