o} SymBio

bhHdH). AIFEDE,
O
¢e SymBio

VI ARBHFRA S




«¢» SymBio

DONLFAEEHRA ST
FITHERHREERS

202243 H29H




B 1% «¢» SymBio

S H XX RERM#R L RFIFCEO
WA EHE FL 5T N1
BEA ER L5 N

TI—X-TEYF-FIV rag) ¥iE T



EER 1 «¢» SymBio

i3 HENEER (15

=i SEAX HNEER

B RE HNEER



HWTREA +i SymBio

PRk EF glst & 3 COO

=mE EE CFO

e s CMO % /' O0—/\LBASR
*EEI-% 5 /'I% I:IE

T H #E EXARE

R FE XE-EHRERERTRE




ﬁiﬁ%@ H H"];IE «¢» SymBio

HESR
EEIET:F1781 (20215181 HH 5202146128318

EFO)EXHREONEREDH

EEIF2: FE17H1 (2021151 BH 520214128318

FO) A REHEORNEHREDH



ﬁiﬁ%w = H"]$IE «¢» SymBio

F1EER . EX—HEEDOH

F2EEBE MR (EEFRATHIMMRZRS, )R EEDH

FIEEBE - EEFZATHOIMWMRIBEEDH

FAEEBE - HRODEEFZETHINMR1BEEDOH

FEEEE MR (EEFERTHIMMHREMRS ) DEMEFDER
E D

FOEEE - EEFEZRTHIMMHRDEMIMNEFDERE DK

F7EEE W EBMELTORM I T avICESNBERUEHIC
B9 54




BRER - EBRER +# SymBio

WERIEECF T HHKTH
30,8904

BAH%REDFBRIELT
379,5224H




«¢» SymBio

SymBio Pharmaceuticals Limited



«¢» SymBio

BREFR

WEEIFT:E17H(2021F1 818 H 520214

E12A31HZET)

EXREOATHEDH

WEEIF2: FE17H(2021F1 818 H 520214

E12A31HZET)

AREEOATREDH

SymBio Pharmaceuticals Limited

10



SymBio Pharmaceuticals Limited

«¢» SymBio

11



«¢» SymBio

ST



BEEEFILEOOTY—NXILETHE Fm

REICEY., CXBECHAZERHSSNVELS: !

F7ES>

e A =rs (B R/B) S
ARz (| siomomn
o TH1574Ic LBz T *lngoﬁm
o SRITRIZER30EM &3z B

=Ea ity
o HEIEMIBE
o SRBYIHLAHIN

® DxN=5FA42Y NHL-MCL-CLL)

MNT7HFSY
B HE R
r/rDLBCL

DY &

BERAM




SN ADEEIHRZEIR |

REPFLELTDIVFT1HIVI AEERDEE o3» SymBio

TIMING IS EVERYTHING

SymBio Pharmaceuticals Limited



20215 BEELORR 4+ SymBio

n BERICEKYRELZELLTDI) T HILIRERBE

H SPUDRZRBIBRIA. /O0—/ \LEEXEROHAA

FHTIT7 LD X EHRDHELE

H BREREBRAY VT ORE-REt

E 'BDRIE EREITHHREERT OEE

SymBio Pharmaceuticals Limited



20305 (Z R T TH RSB FH AL T
ww T RTFVT DT 2030F I KEGRE  ©

¢ SymBio
SEREDO AN H=ISBET 580 £ 7 H LT@(%G)

BCV®D
BEHERIL

s

BHttlckd
HiE8eh

W

SymBio Pharmaceuticals Limited



RGN ELMENEOSE >>> [EENE
"INT AV DIERBMEDR KL

o¢» SymBio

2021~2025 E2MEDEIE = EPS X /81 TS5/ DB LM {E

BREHFERRVERE
RATS4> DIHER X 2223: .

e b v
rLT7HFI® %m%mr%aaﬁzaﬂa
o EHIEX FHREBDER
® RTD ~DYIEZ o FI/INATSA EA
® RINDYIEZ EPS PER e ya—n
Mg o A Fa—LEEOEA

= S A5E E - FE ATt DEDS | BCVS O—/\)L B &2
DR E 4TI . .
Y3 ILFT / *Eﬁﬂ"]%%ﬁﬁg ® 7HTIT7LILAMNEHESE
o FL7XI gl ft \ o AfIEI-kBE 5
o HiREBAI— vk \.| / \ | /
BCV

© 7 AR RIS - ELST IS AREHHTINBEREL, B3
CORRRR =2 HERAE~ETDHS




U7X o® RTDEFI/RIES KBGO

T BIEABOEIE DT NTHNR

- (EEMEBHIIRMEIER T /NE

o TURIILHIRAY /NFE

- B/ ERIMR

- BRN(IHAMDOUFAMXMEEBHE) > /\E

KETIHICHLNTIL, 20165 [ZBENDEKAEL THRFTES.,

TREANDACE$EEZIR M) . KAERIERE)IZHYE DS

18



JRa—NIILEEXRBEDFSA/\—L1E5
SPU%JE «¢» SymBio

2021E10A(=iEEE SymBio Pharma USA(SPU)iz.
SUngFBED JO0—N\I)ILEEXERHOMAER oFEHzEES

S N(A B |

At (BZ)

Dt

”
L
W _l_:'rh

—p

LS
%

]

|
®
L]
o
ak
S
>

BKV:AEREA AR
(20224Q2)

il .__._l:'-\.

’ +—RF5)7 | |

~, st : .
2y - < RE ralns
' ® 5 AdV;aERBHtR LL

-

*xE (20224Q1) |
AdViAER#E 4T h 7 TN %
(20214Q1~) | Nt

L%

19



We’'re helping Science serve Mankind!

ERAE+ENSHO7THTITEOEFHRLZHEE RS
REKE-ZFEFE20224£4

RREKXF-=EERmE 2 FEREF] Rk

B R RE R * TEDERERIHTAHL
B T a0) I

W * ERBEL SAAT—N—
o g" P—— Fl- AR OREE
[ i S ] o BHEEOFIHHBED R

IEDIRTAVI RN

- r

W Fi5 TSy — LORE (AEBF -+ EBRETHL) 7

e M EHEERERERXERBD .
’l 4 Sl EXRE(RXEHRBEBR 8 B T iR (GRAFEFHR) ! -

IES IR T ORARE (k58 MnSEfEE 3 HilE T DREEICBE T 59 FRF DOAFAIC
Ew;&z%%ﬁﬁﬂﬁﬁ\bﬁv‘-’w&ﬂ}iﬁbﬂi?ﬁﬁ g= | BOTEBLEHARFRLEF-LRARNSTSL
AEE DR ‘wﬁﬁ




JO—r L BRBRBADKS 11—
j U“/:/szﬂf )biiﬁ‘fﬁ'ld)$¥¥ﬂﬁ «¢» SymBio

Ie - o [GBIARYNS L
07N ) brincidofovir { . Eﬁﬁ{)b}%ﬁ
‘ B
F g . IR M O BB

e EER—

Bl i
& hmsmasE | REBEBRR | o BEoES | VL menmsess

SymBio Pharmaceuticals Limited



Chemaly# 2. B F 2 BB OBRLLE LRSI

BCVOEEMZEH . BRKRRBREFMUATEL:. . BoRal

. Future

_MICROBIOLOGY

Drug Evaluation

“BCV'i\ mﬁu—GFﬂ'&E‘E&fié turemedicine.com
TEELBREHIHEH DL,
Bh=-RRERELGYF/S, “

Brincidofovir: understanding its unique
profile and potential role against adenovirus
and other viral infections

Julio J Alvarez-Cardona', Laura K Whited? & Roy F Chemaly*:’

'Department of Infectious Diseases, Infection Control & Employee Health, The University of Texas MD Anderson Cancer Center,
Houston, TX 77030, USA

?Division of Pharmacy, The University of Texas MD Anderson Cancer Center, Houston, TX, USA 77030

*Author for correspondence: Tel.: +1 713 745 1116; rfchemaly@mdanderson.org

Brincidofovir (BCV) is a lipid conjugate of cidofovir with good oral bioavailability, enabling optimal in-
tracellular levels of the active drug. Lower rates of nephrotoxicity and myelotoxicity make it a favorable
alternative. Despite a greater safety profile among pediatric hematopoietic cell transplant recipients, the
oral formulation has been associated with increased gastrointestinal toxicity in adult hematopoietic cell
transplant recipients. Oral BCV continues to be developed as a countermeasure against smallpox, while
a potentially safer intravenous preparation has been out licensed to another company. BCV has demon-
strated great in vitro potency against double-stranded DNA viruses, especially adenovirus. Because of its
importance forimmunocompromised patients, this review aims to evaluate BCV's clinical and safety profile
to support its continued development.

First draft submitted: 18 November 2019; Accepted for publication: 18 February 2020; Published online:
13 March 2020
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Sensitivity of Human Mastadenovirus, the Causal Agent of Pharyngoconjunctival Fever, Epidemic

Keratoconjunctivitis, and Hemorrhagic Cystitis in Immunocompromised Individuals, to Brincidofovir
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“Our major goal is to provide the foundation to «¢» SymBio

move new therapies forward from bench to bedside”...Dr. Sean Lawler

JCI Dr. Sean E. Lawler OHZ
The Journal of Clinical Investigation

Cytomegalovirus promotes murine glioblastoma growth via o CMVERHIHZREZFE (GBM) DIEEIL (CBASULT
pericyte recruitment and angiogenesis WATEENYIAET I CILEE

« CMVICEEESINENF-£BYJF WV LEBENUT. c-
METOHFIR LR %18E, GBMillaD iRz (B

« YRITAE (CDV) HCMVERIIAGBMEFILD
CMVOEEH(EZAEL. EFERENE

Harald Krenzlin, ... , E. Antonio Chiocca, Sean E. Lawler

J Clin Invest. 2019;129(4):1671-1683. https://doi.org/10.1172/JCI123375.

4

Cytomegalovirus (CMV) has been implicated in gioblastoma (GBM); however, a mechanistic conmection in vivo has not

been established. The purpose of this study is to characterize the effects of murine CMV (MCMV) on GBM growth in murine HEIRZE
SLEAD]I L)
models. Syngeneic GBM models were established in mice perinatally infected with MCMV. e found that tumor growth was

markedly enhanced in MCMV* mice, with a sienificant reduction in overall survival compared with that of contrals (P < 0,001). ju Y RIAEN (BCV) OCMVE:L-GBMICx

We observed increased angiogenesis and tumor blood flow in MCMV mice. MCMV reactivation was observed in intratumoral I B8 BEIRET T AIEEKRBR
perivascular pericytes and tumor cells in mouse and human GBM specimens, and pericyte coverage of tumor vasculature

was strikingly augmented in MCMV* mice. We identified POGF-D as a CMV-induced factor essential for pericyte recruitment, -CMVEZ(CLBZGBMISE(LEFTIIITDRIE
angiogenesis, and tumor growth. The antiviral drug cidofovirimproved survival in MCMV' mice, inhibiting MCMV reactivation, - CMVEZ1EGBMilka(cEH13 5BCV O fFRFF

POGF-D expression, pericyte recruitment, and tumor angiogenesis. These data show that MCMV potentiates GBM growth in
ivo by increased pericyte recruitment and angiogenesis due to alterations in the secretome of CMV-infected cells. Our model
provides evidence for a role of CMV in GBM growth and supports the application of antiviral approaches for GBM therapy.
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Longitudinal analysis reveals high prevalence of
Epstein-Barr virus associated with multiple sclerosis

Kjetil Bjornevik't, MariannaCortesef, Brian C. Healy®**, Jens Kuhle®, Michael J. Mina®"* Yumei Leng®,
Stephen J. Elledge®, David W. Niebuhr®, Ann I. Scher®, l{assand.raL.Mu.nger“‘ Alberto Ascherio™ "+

L&D.l tment of Mutrition. Harvard T.H Chal
Depertment of Neurclagy. Ha

ces, Bethesda ML US4
' Hosp

#These authors contributed equﬂ’ Ro this work.
£These authars conribubed equally b this work.
“Corresponding suthor. Email: sascheriohsph. harvard. ecu

Multiple sclerosis (MS) is a chronic inflammatory demyelinating disease of the central nervous system of
unknown etiology. We tested the hypothesis that MS is caused by Epstein-Barr virus (EBV)iin a cohort
comprising more than 10 million young adults on active duty in the US military. 955 of whom were
diagnosed with MS during their period of service. Risk of MS increased 32-fold after infection with EBV but
was not increased after infection with other viruses, including the similarly transmitted cytomegalovirus.
Serum levels of neurofilament light chain, a biomarker of neuroaxonal degeneration, increased only after
EBV seroconversion. These findings cannot be explained by any known risk factor for MS and suggest EBV

as the leading cause of MS.

Multiple sclerosis (MS) is a chronic inflammatory demye-
linating dizsease of the central nervous system of unknown
etbology, The demyelination in the brain and spinal cord is an
bmune-mediated process (I) possibly triggered by a viral in-
fection (2). Among the putative causal agents, the top candi-
date is EpsteinBarr wvirus (EBV) (3. EBV is a human
herpesvirus that after infection persists in latent form in B
Iymphocytes throughout the life of the host (3. A cansal role
of EBV is supported by the increased MS riskafter infectious
mononucleosis (£), elevated serum antibody titers against
EBV nuclear antigens (EBENAs) (5), and by the presence of
BV in M5 demyelinated lesions reported in some (6-5), but
not all (), pathological studies, Evidence of causality, how-
ever, remains inconclusive,

Causality implies that some individueals who developed
MSafter EBV infection would not have developed MS if they
had not been infected with EBV. Ruling out a randomized
tal, the gold standard to study this counterfactual oceur-
rence is an “experiment of nature” a longitudinal investiga-
tion of MS incidence in a cohort of E negative individuoals,
some of whom will be infected with EBV during the follow-
up and some whoe will not The ublquitous mature of EBV,
which infects ~05% of adults, and the fact that M2 is a rela-
tively rave disease, has until now impeded suwch an

Investigation. Over the course of a 20vear collaboration with
the US military, we have identified cases of MS in a cohort
composed of active-<duty US military personnel between 1993
and 2013, a racially diverse population of 210 million individ-
uals, Activesduty members are screened for HIV at the start
of military service and biennially thereafter, and residual se-
rum from these tests (=62 milllon serum samples) is archived
in the Department of Defense Serum Repository (DoDSR)
(10, We nsed samples stored in the DoDSE to determine EEV
status at time of frst sample and the relation between EBV
infection and M3 onset during the period of active duty. Ina

preliminary study, we found that 53% of individuals were -

EBV-negative at the time of first sample (I7), corresponding
Lo hundreds of thousands of EBVenegative voung adults at
risk of EBV infection amnd MS.

We documented 955 incident MS cases among activeduty
military personnel [including 315 cases from our preliminary
study (111]. For each MS case, we dentified up to three serum
samples collected before the date of M3 onset (the first avail-
able, the last collected before disease onset, and one in be-
tween). Cases were matched to two randomly selected
individuals without MS of the same age, sex, race/ethnicity,
branch of military service, and dates of eollection of blood
samples who were on active military duty when the case was

EBVRERENHBIHE. MSHRAEDYAVE32SIC LR
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Clonally Expanded B Cells in Multiple Sclerosis Bind
EBV EBNA1 and Glial CAM

Tobias V. Lanz, R. Camille Brewer, ... William H. Robinson & + Showauthors

Nature (2022) | Cite this article

16k Accesses | 77T Altmetric | Metrics

We are providing an unedited version of this manuscript to give early access to its findings.
Before final publication, the manuscript will undergo further editing. Please note there may be
errors present which affect the content, and all legal disclaimers apply.

Abstract

Multiple sclerosis (MS) is a heterogenous autoimmune disease in which autoreactive
lymphocytes attack the myelin sheath of the central nervous system (CNS). B lymphocytes in
the cerebrospinal fluid (CSF) of MS patients contribute to inflammation and secrete
oligoclonalimmunoglobulins'2, Epstein-Barr virus (EBV) infection has been linked to MS
epidemiologically, but its pathological role remains unclear®. Here we demonstrate high-
affinity molecular mimicry between the EBV transcription factor EBNAL and the CNS protein
GlialCAM, and provide structural and in-vivo functional evidence for its relevance. A cross-
reactive CSF-derived antibody was initially identified by single-cell sequencing of the paired-
chain B cell repertoire of MS blood and CSF, followed by protein microarray-based testing of
recombinantly expressed CSF-derived antibodies against MS-associated viruses. Sequence
analysis, affinity measurements, and the crystal structure of the EBNAL-peptide epitope in
complex with the autoreactive Fab fragment allowed for tracking the development of the
naive EBNAl-restricted antibody to a mature EBNAL/Glial CAM cross-reactive antibody.
Molecular mimicry is facilitated by a post-translational modification of Glial CAM. EBNAL
immunization exacerbates the mouse model of MS and anti-EBNAL/Glial CAM antibodies are
prevalent in MS patients. Our results provide a mechanistic link for the association between

MS and EBV, and could guide the development of novel MS therapies.

« EBVOIMFAEBNA1E, BiD S ) 7HBOHRBERALE->TLS
(mimicry) =&, EBVRERICHAZRETHIECHAELEB
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Our results provide a mechanistic link for the
association between MS and EBYV, and could
guide the development of novel MS therapies
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The first evidence linking EBV reactivation to long Covid, as well
as an analysis of long Covid prevalence, is outlined in a new long
Covid study published in the journal Pathogens.



https://doi.org/10.3390/pathogens10060763
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