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TApproved for treatment of CMV retinitis in patients with AIDS and treatment of refractory HSV
infections in immunocompromised patients

| -

[LEEE D 2 KEDNAVA N ALK TS, BLVRIMIVATETE
OMIANNARNED FABEERATHS BSMHRUBREHBEINIEN
BRVWADPAEEEZES5. SOOI AECERD AT HE
AR ABEFT

(BBB)DEV\idiE %
RV AEE I IIAENE 1C50 (UM
EI YL B&# BCV Cidofovir Maribavir Letermovir Ganciclovir Foscarnet Acyclovir
B MAGODAIA CMV | 0.001 0.4 0.31 0.005 3.8 50-800 >200
ITARIALY - N—= D1V R EBV 0.03 65.6 0.63 >10 0.9 <500 6.2
EMMILRZDIAILAE HHV-6| 0.003 2.7 |Inactive| >10 5.8 16 10
ANIRZILIVZRL IR RBERREANARZDAILZ |HHV-8| 0.02 2.6 |Inactive — 8.9 177 >100
I LRI DAV A 1B HSV-1| 0.01 3 Inactive| >10 0.7 92-95 3.8
AL RZDA VA 2EY HSV-2| 0.02 6.5 |Inactive| >10 2.5 91-96 4.4
KB - IR U R VZV 10.0004| 0.5 |Inactive| >10 1.3 39.8 3.6
FTI)INAR PTIILINA AdvV 0.02 1.3 || >10 4.5-33 Inactive >100
- BKUAILA BKV 0.13 115 — — >200 |Inactive| >200
AN ICIANR oV 0.045 01 = =B = fhacve =
JEO-XI/LAR EMEOD-XIAILR HPV 17 716 — — Inactive — Inactive
. . | RBEVAILR VARV 0.1 27 — — — — —
WIRTINAR s =iz VACV | 0.8 46 — — | >392 | Inactive >144
144 ] —_— = \ bl’ — \ A @ o
b (0P I O R REAl AV Sl £ (40l o3e SymBio

13


プレゼンターのノート
プレゼンテーションのノート
　　


® RRNMEDIEXR x @ RRINGSE =» SEMEDEXIEZzEET.

FER— NI AV ADIBEE
RFENMEDIEXZIEHNM =» EEMEDOEREKIL

[2020~2025] [2026~2030]
¥ 07 27 LORFMHFEIC LOSHEHZ 3 AMERICS T, 20— /VVESRR
HEY P =33FNIY=FIEN 7 BB, STEAEEIE. EEMD

GCED yERLANLOWR SV #EOIO-IUL B\ E IR
D HRLAILOHEEDHFTR AR /' HBEALDOHBEAZR Ao = HEx{E
@ FOANAEE - Jibs AEIE RO R [RAfFENSAR]
DEER, NAAN—D—DERR- TR - NIH/NINDS .- AdV P3EEERER © AdVORKZEEE = HEADHIS
® EMIPOCD:H . . @ PML EEFRitERRIsA= $SEACREGE
\ NIH/NIAID PML _ P2EGERaER .
@ l:l*POC(DJEﬁlZ C ﬁit%ﬁ ® GBM B Rl BR B it
® IPOHIE-EXE * UCSF * GBM Pl @ IPOHIE-EE
® ATIIFUTA DI « Gustav Rossy - CMV P2§i€5ﬁ 6 EEELYISIBE
- NCCS - NKTL P18 ® ATYIFUTAORR
. + Tufts Univ e
KA4T54>0 L BHIDUREE{bE
RN MEDERKIE RN MEDTRKIL

BHADOIR=R{EZ(EDD = SBREEDFRKIL

3+ SymBio

14



HHLDRFZREDIDHER

32D5—-ALAFI>Sv— [GC] ODOHWDFHH

¥ —hFI>Iv¥—I[Game Changer] &ld.
BEEAZIREISZEA TLESFE. MILLSFIOSENEZBERIDVE T/ -, DL

[GC1] EITHZEMERASE (PML) iaE
[GC2) EMmEiHARIBHEIE D 7T )1 )V ARREEE &
[GC3) EJLARN BEREDA LJJON Ml

WIno. MOEMZEFSRL. "E—HT" DiHR"

3+ SymBio



‘Dlﬂ‘t—l%o)ﬁ ﬁﬂj‘b Euu};ﬁﬁﬂj‘bd) l“ @Eﬁﬁﬂg‘i*%ﬁa
KE - EIZEEHRFTTAAF (NIH)ZEE 10, NIH Clinical Centericswe
ETHSHEMERSEMAE (PML) zuiskelt 55 MAERREER 2504

NIHIEEEGARER DK NIH Clinical Center PML =511 #HERREn Al 22
» NIH EBDERRERE X | - NIHEREREV9—CBV T BRFRSRE
- BEEORABREICEISHMEEE P et el Bita (Q1/2026)

- PML SBOE—EDRTE BEKE(C | ‘ - FBROTORIIVIEFDAIC KV HEERHE

suRBRSoERsTEINs [ e U
i e B DR - isiEEE PMLUEETSH

« NIHFv 2 /N AADERSEimeRlE CatbR
ZEE >T—YmBEEHE(L

- BmBEDT—YIIHRFELNBADERRAA.
ARTOERICHES

i R OERFIRGEDHS



aR(CIDDBIIRZB THO, KT

(373K JICUMIVAICEICEEI RN - (EEHR25)

PML}ﬁ?ﬁo)ﬂum Z0EEZ3.T—AFIOIV—" (Ch3TEel

* JICTAWANREIAIVA AT
(£80~90%NHAIZ L THD.

« ETHIERISRSHIER A ~
1 FLBIAICTETIBIEN S,

DAIANEEEURICIRA . ZC
TESEL TR fE S 2 ST .

« IR BIRE TRIENDME T IBE.

)

NH)

NINDS
National Institute of YEARS
Neurological Disorders z_ﬂ, MAGINING
and Stroke g Nilmoscience

Lukacher, MD, Ph.D
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Systems, Professor, Department of
Pathology & Laboratory Medicine, One
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JCI The Journal of Clinical Investigation

Broad-spectrum antiviral brincidofovir inhibits Epstein-Barr virus and
related gammaherpesvirus in human and nonhuman primate cells

=leine R. Druker, Maria Chiara Monaco, Emily H. Stack, Paige Zimmerman, Amanda Lee, |zabela Bialuk, William Frazier, Irene Cortese, Heather
3, Fuminori Yoshida, Xiaofan Li, Laurie T. Krug, Stacey L. Piotrowski, Steven Jacobson

' & ( .  Dr. Steven Jacobson, Ph.D.

~ Senior Investigator, Viral Inmunology Section,
Neuroimmunology and Neurovirology Division
(NIH/NINDS)

Epstein-Barr virus (EBV) is of growing interest for its potential role in neurodegenerative diseases such as multiple sclerosis (MS) and its
possible utility as a therapeutic target in herpesvirus-associated chronic diseases. The effects of brincidofovir (BCV) on EBV reactivation
were evaluated in vitro using EBV-infected spontaneous lymphoblastoid cell lines (SLCLs) and peripheral blood mononuclear cells
(PBMCs) derived from patients with MS and healthy controls. In addition, a B lymphoblastoid cell line and PBMCs from common
marmosets (Callithrix jacchus) naturally infected with an EBV-related gammaherpesvirus (Callitrichine herpesvirus 3, CalHV-3) were used
to measure BCV efficacy in a nonhuman primate model. BCV significantly inhibited gammaherpesvirus reactivation, with decreased lytic
and latent viral transcript expression. These results suggest that BCV may be a useful antiviral for inhibiting EBV activity in patients with
MS. Additionally, this work further validates the utility of CalHV-3 in marmosets as a translational model for the investigation of successful

EBV-targeting therapeutics.
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Roy F. Chemaly
MD, MPH, FACP; FIDSA

Department Chair, Department of
Infectious Diseases, Infection
Control and Employee Health,
Division of Internal Medicine, The
University of Texas MD Anderson
Cancer Center, Houston, TX

Future

‘ . MICROBIOLOGY

Drug Evaluation

For reprint orders, please contact: reprints@futuremedicine.com

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 correspeondence: Tel.: +1 713 745 1116; rfchemaly@mdanderson.org

\H > —

J
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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 for immunocompromised 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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Oral Presentation
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Activity of Intravenous Br'tnm_ur:luuu’ (BCWV IV)
in Immunocompromised Patients
Adenovirus Infection

with
Title “Preliminary Results of a Phase 2a Clinical Trial to Evaluate Safety,
Tolerability and Antiviral Activity of Intravenous Brincidofovir (BCV IV) in

Immunocompromised Patients with Adenovirus Infection”

Session Name: PEDS-04 - (PEDS) Pediatric Best Abstracts
Session Date: Wednesday, February 21, 2024
Room: Henry B. Gonzalez Convention Center
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