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A Small Molecule RAS-Mimetic Disrupts RAS Association with Effector Proteins to Block Signaling
(Cell. 2016 Apr 21;165(3):643-55. doi)
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BARDADBCVEIFEXEI 7V FORE

Mandated to stockpile 2 smallpox countermeasures with differing mechanisms of action

About BARDA: Biomedical Advanced Research and Development Authority (BARDA); part of the HHS Office of
3 the Assistant Secretary for Preparedness and Response, was established to aid in securing The U.S. from

@\ chemical, biological, radiological, and nuclear (CBRN) threats, as well as from pandemic influenza (PI) and
)9 emerging infectious diseases (EID). BARDA supports the transition of medical countermeasures such as
vaccines, drugs, and diagnostics from research through advanced development towards consideration for
approval by the FDA and inclusion into the Strategic National Stockpile.

= BARDAIF2011EFEIZNAATODOXNED—IRELTRAEDEIEDNDAFRERFBHELT.,
Chimerixf1 2% L TUS$100millionZF B I FHFEEEZTHELT-

n  FDANLRABEEIEELTI7Z7—AMNMIVIBEERVA -7V T HEEEZZIT TS

s EFCOEERRAEBRHAEEHZHIEMEEBIZDULNTIL, FDADAnimal Efficacy rule (under the
FDA’ s Animal Efficacy Rule for two different animal models of efficacy) [CED=EHETIL
DT—ATHOT.FDAIZKH L THEBEZITUVREZ/HIIENTEE

R Chimerix*i(iﬁl%|'€E0)Orthopoxivirus@E)J#%:E?)I/ZO’EFHL\"C AFHRZEERL
T—REFHEK, 2020FEH(ZChimerixtt [XFDAICK L CHREHFZE T E
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Increasing Rate of High Risk Allo-HCT is Driving Growth

-+= Matched Sibling == Other Relative == Unrelated Donor === Unrelated Cord Blood
4500
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3500
3000
2500
2000
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1000
500
0 H
&

Number of Transplants

Source: CIBMTR
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https://en.wikipedia.org/wiki/Cidofovir
https://en.wikipedia.org/wiki/Brincidofovir

PIM (Phospholipid Intramembrane Microﬂuidization) Co njugate
Technologysiaaei=L-BCVD =& 1 DL #H A +}+ SymBio

NH,
N= [
P brincidofovir
roo EBEZEREMSZEELIZ)UEE
'\]
ﬂﬂxgmvr\zn
BCV

CDV EONTHRBIENDILAHAH LR EDFEI=

{BF B Linternalization| Z &K A Z BLA & SEEOHBRNCDVOH#EMNTAIREE LY =
sn T FiE

SEC FORM 8-K, CURRENT REPORT, November 14, 2017 kU2 ZE
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RO REM 1IC50 (M)

C,..x after oral 100 mg BCV: 0.445 uM

Viral Family Cidofovir Maribavir Letermovir Ganciclovir* Foscarnet Acyclovir
Herpes Cytomegalovirus 0.001 04 0.31 0.005 38 50-800 >200
Epstein-Barr Virus 0.03 65.6 0.63 >10 09 <500 6.2
Human Herpesvirus 6 0.003 2.7 Inactive >10 5.8 16 10
Human Herpesvirus 8 0.02 26 Inactive —_ 8.9 177 >100
Herpes Simplex Virus 1 0.01 Al Inactive >10 0.7 92-95 3.8
Herpes Simplex Virus 2 0.02 6.5 Inactive >10 2:5 91-96 4.4
Varicella Zoster Virus 0.0004 05 Inactive >10 1.3 39.8 3.6
Adenovirus Adenovirus (AdV-B7) 0.02 1.3 —_ >10 45-33 Inactive >100
Polyoma BK Virus (BKV) 0.13 1156 — — >200 Inactive >200
JC Virus (JCV) 0.045 >0.1 — — — Inactive —
Papilloma Human Papillomavirus 17 716 — — Inactive — Inactive
Pox Variola 0.1 27 — — — — —
Vaccinia 0.8 46 — — >392 Inactive >144

Potency expressed as EC50 = concentration in pM required to reduce viral replication by 50% in vitro; “—” indicates no data. B CV: Broad S pectl’u m and H ig h Potency VS. other AntiVi raIS

*Walganciclovir is rapidly converted to ganciclovir in vivo; ganciclovir is the relevant compound for cell activity studies.

Source: Data are compiled from multiple sources and include multiple materials and methodologies. Res ults from a systematic literatu re review
Broader spectrum MNarrower spectrum

Note: BCV and CDV data here differ from a published paper (Viruses = e
2010,2:2740; also from Chimerix) S S S & S S S =&
Cell lines used in studies with BCV: rsv-1 [ I D D D N
> Human foreskin fibroblast (HFF) cells for AdV (J Infect Dis nsv-z [ N N N D N D N
2005,191:396), herpes (Antimicrob. Agents Chemother 2005, 49:3724), ) vzv [ -- == e i
vaccinia (Antimicrob Agents Chemother 2002, 46:991) St b -| ‘--| | I
>  Embryonic normal human lung WI-38 cells for BKV (Antimicrob Agents s ---|-| |- |
S T e e

»  Human fetal brain SVG cell for JCV (Antimicrob Agents Chemother
2010, 54:4723) e A -|--------
pe 11 | NN S TN N N | I [
i [ ewv [ N D S N N R N —_—
sev [T/ (| N N
— ’ vacy | i 1 1 1 ¥ 1 ¥ |
vary N . ] f—" " "] "5
e Lo i, M TSaT
=10 pabA no data

rApprovaed for treatment of CMY rotinitis in patients with AIDS and treatment of refractory HSW
. . o INfECtions in MMmunocompronsed patients
SymBio Pharmaceuticals Limited
Chemaly RF et al. Presented at ESCV 2018, Athens, Greece
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S AEREBE (EAR)

BR BB E (EFIH)
= 2,0004l

(Source: Chimerix market data in Jan 2019)
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B (%)
AP (EHI%)

T DRI (EHI%)
= 2,0004!

19,860
7,800
5,940

39,052

10,062

1 276 F (Source: Chimerix market data in Jan 2019)
’
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th 3 #E = 5118 (2020-2022)
(20202 A6 B AKRFH) 3 SymBio

20204F 20214 20224
128 3F 8 12A 3 B8 12 B #%
FELE 3,404 9,008 10,816
BERE - 5,090 1,031 1,482
BEE LS -5,134 987 1,438
24 B i ) 4 - 4,803 1,356 1,717
(B4 BAA)

xt5eLE BRFBEFE10%ETHHRMICHERZEE
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