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SymBio enters into a CRADA to Assess Efficacy of Brincidofovir for Epstein-Barr Virus
Associated Lymphoproliferative Disease

TOKYO, Japan, April 24, 2023-- SymBio Pharmaceuticals Limited (Headquarters: Tokyo, “the
Company” or “SymBio”) today announced that it has entered into a Cooperative Research and
Development Agreement (‘CRADA”*1) with the National Institute of Allergy and Infectious Diseases
(“NIAID”*2), part of the National Institutes of Health (“NIH”*3) in the United States, to investigate
the efficacy of brincidofovir (BCV) in the treatment of Epstein-Barr virus (‘EBV”*4) diseases.

EBV is known as the cause of most cases of infectious mononucleosis and is associated with various
diseases including malignant lymphoproliferative diseases. BCV is an antiviral agent with a broad
spectrum of anti-viral activity for double stranded DNA (dsDNA) viruses with higher in vitro
antiviral activity against EBV. SymBio is currently conducting two international Phase II clinical
trials, one for adenovirus infection in immunocompromised patients as well as for BKV infection after
renal transplantation. This cooperative research with NIH/NIAID will enable SymBio to assess a
potential efficacy of BCV as EBV-targeted therapy for various EBV diseases using translational
platforms at NIAID in which EBV diseases and related outcomes can be monitored using in vitro cell

experiments and in vivo animal studies.

Mr. Fuminori Yoshida, President and CEO of SymBio commented: "Currently, there is no drug
approved for EBV diseases and there is a serious need for a new EBV targeted therapy that can
directly inhibit EBV. I am pleased that the translational platform at NIAID will help us assess the
potential of BCV and will inform the development strategy for effective treatments in various EBV

diseases."

The Company does not anticipate the information presented herein to have any material impact on its

financial outlook for the fiscal year ending December 31, 2023.

[Contact]

Investor Relations

Tel: +81 (0)3 5472 1125
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Note 1: Cooperative Research and Development Agreement (CRADA)

A Cooperative Research and Development Agreement (CRADA) provides an opportunity for NIH
scientists to collaborate with private industry and universities to jointly pursue common research
goals. NIH scientists can leverage the research resources of private companies and universities to
facilitate the development and commercialization of healthcare drugs and products. Private
companies, in turn, can promote their own R&D activities while collaborating on cutting-edge NTH
research. The purpose of a CRADA is to make Government facilities, intellectual property, and
expertise available for cooperative interactions to further the development of scientific and

technological knowledge into useful, marketable products.

Note 2: National Institute of Allergy and Infectious Disease (NIAID)
NIAID conducts and supports research at NIH, throughout the United States and worldwide, to study
the causes of infectious and immune-mediated diseases, and to develop better means of preventing,

diagnosing and treating these illnesses.

Note 3: National Institutes of Health (NIH)

NIH, the nation's medical research agency, includes 27 Institutes and Centers and is a component of
the U.S. Department of Health and Human Services. NIH is the primary federal agency conducting
and supporting basic, clinical, and translational medical research, and is investigating the causes,

treatments, and cures for both common and rare diseases.

Note 4: Epstein-Barr virus (EBV) diseases

Epstein-Barr virus (EBV) was the first human cancer virus to be discovered and was initially isolated
from Burkitt's lymphoma in 1964. The virus can infect epithelial cells in the nasopharynx and also B
cells. In most cases, infection is inapparent and persists for life in a latently infected state. However,
various factors can sometimes lead to acute or chronic abnormal lymphocyte proliferation, resulting in
a variety of clinical symptoms such as prolonged malaise and fever. In addition, the virus is
recognized as a possible causative factor for a variety of diseases, including multiple sclerosis and
some autoimmune diseases. While vaccines and cell therapies are under development, there are

currently no approved drugs.

About the anti-viral drug Brincidofovir

Brincidofovir (BCV) is a lipid conjugate of cidofovir (CDV). CDV is an antiviral drug already approved
and marketed in the United States and the European Union, but unapproved in Japan. As BCV
exhibits not only higher anti-viral activity, but also a superior safety profile in comparison with CDV,
BCV is expected to be an effective treatment against a wide spectrum of dsDNA viruses such as
herpesviruses such as cytomegalovirus (CMV), adenovirus (AdV), Epstein-Barr virus (EBV) and BK
virus, papillomavirus. Moreover, BCV is an easy-to-use and novel highly active antimultiviral agent

that can reduce the risk of nephrotoxicity, which is a serious side effect of CDV. SymBio entered into
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an exclusive global license agreement with Chimerix Inc. (Headquarters: Durham, NC, "Chimerix")
for brincidofovir (BCV) on September 30, 2019. Under the terms of the agreement, Chimerix grants
SymBio exclusive worldwide rights to develop, manufacture, and commercialize BCV in all human
indications, excluding the prevention and treatment of orthopox infections (which includes smallpox
and monkeypox). To develop global operations, the Company is considering partnerships that will
utilize regional characteristics of the target diseases, and striving to maximize the business value of
the products and to deliver to patients who need our products as soon as possible. The Company aims
to serve the patients not only in Japan but also in Europe and the U.S. market where the market size

for organ transplantation is large, and Asia, including the Chinese market.

About SymBio Pharmaceuticals Limited

SymBio Pharmaceuticals Limited was established in March 2005 by Fuminori Yoshida who
previously served concurrently as Corporate VP of Amgen Inc. and founding President of Amgen
Japan. In May 2016, the Company incorporated its wholly-owned subsidiary in the U.S., SymBio
Pharma USA, Inc. (Headquarters: Durham, North Carolina, President: Carolyn Yanavich).

The Company’s underlying corporate mission is to “deliver hope to patients in need” as it aspires to be
a leading global specialty biopharmaceutical company dedicated to addressing underserved medical

needs.



o+ SymBio

SymBio Pharmaceuticals

{l|{}

LT, BAGE
2023445 24H

AL

EBY A /VREAHE Y L BFEMER BT L
7Y v K7+ ENOE M E TG T 5 LRI RAESN (CRADA) %G

202344 H 240 AAREHRRFE— 0 A RS OREE - BT, BUF To g 4)) |
Z O, KEESAAMIEATS (NIH: National Institutes of Health) (ZATE T 2 KEFEN T LLF— « &
YEMFEAT2 (NIAID: National Institute of Allergy and Infectious Diseases) & DT, 7V v K7 %
L (brincidofovir, LAF BCV]) ZHWEZ= T A Z A « X—)L 7 A4 )LZ (EBUAI/LA) EEMIX
T OWRFNREFMT 52 &2 B0 E Lz LRMFSEE R 24" (CRADA: Cooperative Research and
Development Agreement) Zi#fififi L7722 E2BHMbHELET,

EBYV A VAL, fYMEBBIERIN T A LA L LTHB, SOIZEED Y v BEFEMER B &2 & ekl ~ 72
WHRORIK E 5 HeEN 5 LS TnEd, BCVILZ, EBV A LA ZETe —AKEDNA (dsDNA)
ANV AN L CHRIAEWA LY MV EBETAHH T A VAT, ESRBHEEOT T ) 7 A L A EYLE
BE R OB B OBKY A VA EYEBH 23R & L7200 % U ARG R RER 4 BLE Lt <9,

NIH/NIAID & ®RKCRADAIZ L % E[EMFE T, fildds KO E T B W TEBY A /L A G LY
BB A KM TEDL TV AL—va - 7Ty N7 4 —40 (BRSO LIRS 2 AT,
BCVOEBY A VA BIZKT T HAEHNAEE & L CORBEMEZFHE L 7,

FH A RIRCEOIL THAE, EBY A NV AFRBITH U CRGR S N3 AT <, FRCEELT 5700 v
AN ARG EEMHE L D 250 A LV AFIRRD LN TWET, NIAIDO hF o AL—vat 7Ty
N7 4 —2%Z1EH L CBCVORIEEMEZ3HM L, & F I ZREBVIERICE T DR 727505 O Bl #IE 12
BNHOZ IR L BNET, )] LiEoTWET,

2R, ARHIN20234F12 A HIZEE THRICHE 2 D EITIH Y FHA,

YLk
(RG]
IR=
G ;0 +81(0) 3 5472 1125



¢ SymBio

SymBio Pharmaceuticals

a
s
ek
Ve
I |'r

U5
N

72N

'lll )8

=2

z _"J'_‘.l
- -

EJPX /

TR0

[VE1 : ELFEFEREREEK (CRADA: Cooperative Research and Development Agreement) ]

AR ZERR R I (CRADA) & 1%, BUMHERE & RFME3E F 721X R HFE B 1 ) 9~ D BRI HfE S 5
FTT, ZOHMIE, BUNFOluER, FRMEE, SERAEZ . SRR ) FEOTDICFIHT 2 212 kD
B« HORAE A TGOS 2T I HICREIEH Z L CF, BUFERNIX, RIS LTk
FFE BT LE T, CRADAIZEZINL TV 5 MBI, BUFHKR & LR CRFFZRECX 25808 H 50
H72 5, A7 < & HCRADAIZ LV B S V- FBNC BT 28 E DO HFFE 2150 Z LN TE £,

(722 : KREESL T Ly — « JEYMEMFEET (NIAID: National Institute of Allergy and Infectious
Diseases) ]
NIAID(Z, BYUERCHRERBORRZMIE L., 2o DK E TR, 2l ET 27200 k0 R
EAEERET A1, NIH, KEAN, & L THIRP TR L S0 LKk LTV ET,

(73 : KEESIHENICHT (NIH: National Institutes of Health) ]
NIH(Z, KEOEZMIEHEETH Y . 2710 E B 2 —nb 0 | KERESSEWEE O TH
%o NIHIZ, . BRR. N7 AL —3 g FVREFAIIE AL Eli - X8 5 FEEMEETHY . —
a7 iR & DRI O T OJRIA, 18, e did L T o,

[i£4 : EBU A L AEE]

EBU A /L A1X, 1964512 —F > N U REN GG SN HEAIO MEv A LA & LTHbIL, B
PHICH DZRER AN L TSR LET, FRFUZHEEFHET 2 BMA~SELE L ETH, 12EALDYE
ABEMREGE & 72 0 IR RE C—AEEAE LT £ 9, UL, RS~ RERICE Y, 2t - Bio
BT ) U oNEREEE A B LEHICO T 21808V ESERERIERE b b LET, IBIT, %M
TEALAER—HR D | CAOE R A ERkx IR IBOJRRK - L 22 D RTREVEDN & 2 LRk SN TWE T, ZiLE
T, U7 FUOMBBIEENBAFE R T LD, AR INZEHANTIWEZH 8 A,

[t AN 2EET Y > K7 4 )L (brincidofovir : BCV) #E%]

BCVIIRCK TIZBEAGE D> R 7 4 €L (cidofovir : CDV, AHUIAKF) DOIREMREMRE L TH LUVME
M F 25D, COVRUMLOH Y A VAR L b _XCTEIEMEDPL Y A VAR EEN T RS IR R D
JREIFA D 2 AREHDNA Y A WA EGSE (A NATBTANA TT I UANVA, ZTALA L« N—)L -
TANVA (EBUANA), ~ILRATAJLA BKUA VA, NEB—<T A )LA R ONKIKRE T A VA%
23t L CABRIBEFIEE 0S5 b0 M S TnE T, BCVAOTOmEEIEIL, COVIZRFEDRE XD
NEMIBHZ GG 2 2 LIC K D HIN~DIY AL R 2 BRI 7 E S8, MlRN CEEERT 5511
BRI NEOTLT ANV ADRERE L 3, TIZIL, COVEND & T HMDFLT A /L A HIZ L A~RTEA 72
TER T 5Bk F 72 3B B 2 B CE 2RO EEEOFI~ LT oA L2 E LTI TV E
9, 20194F9H 30 H 1T, ¥ > 734 F X Chimerix, Inc. (Kfk: K[E /) — A v 74 M4 —F A [Chimerix])
EDMTBCVEXMGR LT 57 0 — 72T A7 A EREE L T0ET, 20TV T, Chimerix
Z A FZFNY Ry 7 A2 (RWE - VR EET) ZR< b N ORESIED 72 O O P 7o 4 7
Zxt Gt &+ A BCVORYE « il - PO D T AU AZFFH L TWET, Zo— L HER
BADT=DIT, o A A1, lx OMIEZ xS & U HsiRs 205 Lo B REL2 R LTk, B
FEIEIESL OAMEDORKAIZES D D Z LT Ko TREFRDFFNL TV D EIRLZ TR 5 & 5128
DTNWET, VoA F1E, BROHRZL LT, BB iliSENs KEWECK, EHIIPETSGEEOET
T OREIAMCETHI EEAEIILTWET,



H - TN
oge mpblO M

\ 43
SymBio Pharmaceuticals \«,‘ib.l P‘lrz c/“”

[ Y rt > tA 2]

DA A BER AR, KET LAY = ALTEREFER T, BT LY = VRSO RE R R AI5E T
& % E L3 2005E3 A TR LT [EFEMAEZE T, BRI T340 - 364 ) GRIZAIY | I2AEE D)
TRIN, BEIALEHLE UTEM, BHEE, 1TE EARRMEEZ TILH] - 4] oSS TR, i
TEENRVEFR=—XEA TP ZEIZL D | SN BEELAOREREE R T 2FHERANE LT
WET, B, 201645 H 12 KEE L 24t SymBio Pharma USA, Inc. (%L : kKEH/ — A v Z A M
H—Fh ftE:Fynrlr - -PFrbEovF) ZRILLELL,



