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Repligen Reports Phase 1 Results of RG2133 in Bi ression
Additional Studies Planned with| Uridine in Bipolar Disorder

"Recent reports of a possible link between mitochondrial dysfunction and bipolar disorder suggest that
uridine therapy may provide a novel approach to treatment of this d.cbllllalms disorder,” stated Walter C.
Herlihy, President and Chief E ive Officer of Repli "Pending FDA approval, we
plan to initiate a Phase 2, placebo-controlled clinical m.al lam' ﬂns year to extend these results in bipolar
disorder.”

"This is an entirely new h to the of mood disorders,” noted Bruce M. Cohen, M.D.,
Ph.D., President and Psychiatrist in Chief for McLean, "which offers the potential to provide a more
ceffective and safer means of care.”

32

Fnﬁ EL N :
BBHEEZICH TR DKREFREL

o MtDNA 3644ZE 2 (/S—F V%K. HERIE)
« mMDNA 10398% & (/\—F V9K, Fen)
« MtDNA 3243%Z 2 (¥£FR%)

e NDUFV2ZHE! (A\—F2 VY 9R)

¢ POLGER (/\—F V¥R, ¥ERE)

+ XBP1(¥EFRSR) . N
« WFS1 (EFRSE) iﬁﬁﬁﬂo);?—'j—h

33

BB PEE D28

o #EAI8ELLD RAEE R

s FRHEZERYIRT BICRHREIELD

—23E R AR (Rapid Cycling) (F(Z4E LL L)
BRI

{Ezes:s:} Maria Rapid Cycling

v oy AU

34

AEHDOT—V

BBIEEFIZEHT S
1) BIRER
2) FEMILI-EMERFR
3) IhaURY TS
4) INBIRR LR RIGIES

35

—INMENERBOEGEFRIRERIC
KA B HEEEREEEETEFDREIE

Control twins BP twins 1 BP twins 2

e
0.8% 4.0% GRP78  4.8%

REXER F—HWAER
(Kakiuchi et al, Nature Genetics 2003) .




XBP1IDERAMLARIGIZEITEHESE

Yoshida H, Matsui T,
Yamamoto A, Okada T, Mori K:
Cell (2001)

ERL v A0 (Bou:-Hal sl RPeE)

XBP1D X AHERE(L ?

ERARLADEBESRE
SEABIA—ILTAVITDEE]

YRR TIFRAEETEICISCTHREEZ e
SELEERF

XBP1lZ, 8 E UNEER) TRTISAL 045
ITEMHEE MRNAL LB HE— DB F

.
e E (BHKZEE) Aok~ DT FIL ?

38

WA 4 [EE DR RE R ER
ShaVRY7EEREBETFER -8
1
MDNAZ R -ZEE  mIDNARKETE /
. % 1 1

[ ShavRU7Ca FIEIEE |

z 'y
mER B | D ERANVA ) st
N e 2
BERIHT

2

pUe i

39

WIBIEEET FED

[N REREDIERBFEDFRMN D, B
HEE TITHREF CHERTEEDR
EHNHEESND

RAVRYT MBIV O DIEE
ABBIEEFICEASLTLSMLENG
LY,

AN
P&

40




