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19704F1X) & mii i HAA D 72 nifurtimox & ben-
znidazole (BL'F, BZN) D 2FI» k7= I12HE— DR
BT, R, BEMCHE S, BE
It 5T = =AM IhTnws 3wz 48
b 7272, THEOIITREL - EBRICIREET 2
EAMEDE L, FRCIRD THRET 2 /N IR
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BEDLINALL, FABEICEE S lifs Tldd
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VR DT,

3. DND: & DHFIBISE
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2, T = ILRVEREAS Y v — H 2D RK
THBT. cruzill K< &< Z & A 20H1F L i »
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A7 0= VEGERIZ TN TOEBEDIZ B0
THETT, TOREEGERYNIEYREIZE T
By, WIHETIEIA VAT —-LTY. —F
Yy = A ABDKERHERTH 5 T. cruzi TETIL
TZAFu—LTHY, ZHEEREFELCTYT. J
B, T.cruzi L BEE, FPILZZ270-L4E
IKEEREZDEE L THEDET. ThbOFRICxH
THMHEANIEE S D 32, T, Cl4-
demethylase Z fHFE9 % 7 V" — L R PLEH AL,
TATZTa—LOEAREBINHEL 4.
ZD&HIZ, 7Y LRMERAD Y v — 5 A
IZHEH T & 2 T REME I RELC 1990 11 & D
HERTOELEY

B, WL D ravuconazole & W T T. cruzi &

Yo o AT L ORR % KET L 72 Dr. Urbina O i 3C
12 & % &, ravuconazole lZBEAF D BZN & X1
FZEDRERLTHEDE L 72770, »5T.
cruzi DBRIZKT L TiE, BZNK O HTH->TED
¥ L 727%, ravuconazole |~ Z T ML Ik HH
A5 &R, T S REBL L Ty
ARV B B Z &, 2O/ T b TO ML
BH (7-10H) SRR ZenEND, € FTOH
FENROBE A h Tl L2

ZHOLETF—2%&23 LI, DNDinb6 v v —F
ZIRIZ R T 2RO KF B O L & H X,
2009 4F-1Z DNDi & ¥4t o [8] ¢ 4L [R] F 4K A3 fefi A
ShE Lz
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7272, FEEZEIPMEOBIE A S ravuconazole D
prodrug C & % phosphonoxymethyl etherf& (& /
YU VIE) Th D, E1224 (fosravuconazole) % %
B LTWET. El224 13KBEMENIERIZEL, *Z
AU, AERRAE S IEFEICE LA E 5>
TWEd (Fig. 1).

DY ¥ —H AT BIEBRLAATIZ, Wity
177 -5 T 72 Phase I OFEHE A2 5, E1224 12104
TIEER 2 W PER T & 5 ravuconazole IZZE 5
% Z &, % ®ravuconazole DI FFIFHIL IEH 12
£<, HE1OEEE T 55 & il p IR 25HERE T &
52N mhoTnE L F72, fiEEH%ZH
FBUZZRBROKR» 5, EBh-PEEGN S RAe
AR ENTED, TORGREZAT V2 -1
EBEIZY v — H AROBTHEIH 2 LT T E
7.

Pl &S afEgnd &, ¥ v — 4 2D POC
(proof of concept) aABR%Z 20114F K DBHMAL £ L
7= (Fig. 2).

MR, ¥r —H 2w BN & T RRER

*1 Hankins EG, et al. Mol Biochem Parasitol. 2005; 144: 68-75.

*2 Urbina JA, et al. Science. 1996; 273: 969-71.

*3 Urbina JA, et al. Int J Antimicrob Agents. 2003; 21: 27-38.
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Fig.1 EI1224 (ravuconazole prodrug) product profile
0
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Ravuconazole E1224
F F

® Water-soluble monolysine salt of a phosphonoxymethyl ether of ravuconazole
® Rapid conversion to ravuconazole (within seconds)
® Available in both IV and PO formulations

® Phase 1 data: Liver enzyme elevations were not seen with total loading doses of less than
2,400 mg or given as 400 mg per week for 12 weeks.

® | ong plasma half life of ravuconazole (about 7 to 10 days)

® Phase 2 trials of ravuconazole showed efficacy in treating mucosal Candida infections and
onychomycosis in humans

Fig. 2 E1224 Phase i 791

» Target population:
Adult patients (18-50y) with chronic indeterminate Chagas disease

» General Objective:

To determine whether each of three different dosing regimens of E1224 is

efficacious and safe in clearing T. cruzi in comparison to placebo

v" LowDose: 200 mg qd x 3 days (Day 1-3), 200 mg weekly x 7 weeks (starting from Day 8)

High Dose:400 mg qd x 3 days (Day 1-3), 400 mg weekly x 7 weeks (starting from Day 8)
ShortDose:400 mg qd x 3 days (Day 1-3), 400 mg weekly x 3 weeks (starting from Day 8)
Placebo: E1224 matched placebotablets
Benznidazole: 5 mg/kg/day divided in two daily doses, for 60 days (as active control)

» Study sites:
Plataforma de Atencién Integral a Pacientes con Chagas (Cochabamba/Tarija);
Universidad Mayor de San Simon, Cochabamba, Bolivia; Universidad Autonoma
Juan Misael Saracho

> Pl
Drs. Faustino Torrico and Joaquim Gascén

v
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P E L, BGARTES (Pe5RG2 2 %)
D, BEDOMMBDPCRIEIZ X B T. cruzi d HER
TE., ZoO%, 47HAH, 67HH, 127 AH
EPCROPIE #1700, FIROFFHIZOWT T #
u—LZFEL7Z.

560fl& 22 ) —=v 7 L% L7», PCRTH
ks aRHBEAED XD DOEEL £, &
BRoT v <A X TEZDIF231IME LD L7
BEBIET, Wb IEHEH%STT4, K¥3%0
HIWEINE L=p, ZOMmOBERZT - Lk
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Fig. 3ICiBEOKER AR L T E . ERIZ
P53 T % Dend of treatment DI TD, T.
cruzi WEERRC & 23 TF. Z OBRERFE N FHFT
fiEHETCLAR, ZhTABE, 77 EREFT
25% 23 PCRFHUEI CHER X # 7 4 T EHE S I,
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Fig. 3 Efficacy results: Assessment by PCR at D65 and 12 months

e I\
Day 65 (EOT)
Placebo LD ) HD BZN All
(N=47) (N=48) (N=46) (N=45) (N=45) (N=231)
N 47 48 46 45 45 231
Parasite Missing 0 0 0 0 0 0
AT mEe No n (%) 35 (74.5) 5(10.4) 5(10.9) 11 (24.4) 4(8.9) 60 (26.0)
At D65 Yes  n (%) 12/(25:5)) 1431(89Y6)] 411(8941)) 34,(75.6)) 41 (91.1) 171 (74.0)
12 Month Follow-up
Placebo LD SD BZN\ All
(N=47) (N=48) (N=46) N—45 =45, (N=231)
Sustained No  n (%) 43 (91.5) 44 (91.7) 41 (89.1) 32(71.1) 8 (19.0) 168 (72.7)
clearance Yes n (%) 4)(8!5)) fA1(383)) '5](10:9); 13 (28.9)) 37 (81.0), 63 (27.3)
At 12 months
A J

« Significant difference at EOT for all comparisons vs. placebo (p <.001)
« Significant difference (one-sided) (p < 0.025) for the comparison of HD arm vs. placebo
and BZN arm vs. placebo for sustained response at 12 months
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ZENRGHhD ET (Fig 4).

FIE Z O E1224 DIEER L IFIXREHIZ, posa-
conazole &\ 7V — L RAFEF A 2 HWT, [A
C oz vy —HAWRIZB T 2R et h T
WELED, AL afREt 20zl T
_a_*4.

RERMEIZODWTCE, SFEARKEORIERIZXD
5 EICE 5 7-fllE, E1224 OS5 81T b
FYATIF—¥ ERIZLD 11%, BZNf5#
TEOFELH D £ Lzh, ZOHHNZ KM
ENTVAEYNREIKIE S GO TI%E L ->TE
DET. ZOMOKEEDE - -HEE-RE LT,
BZN TR H SN ZZEIERAZ AT E T

L Eo & 5z, E1224 0 ¥ & 0 iR B T,
E1224 A3 5- 1R i 2728 oo 345 & BT L Co

Fig. 4 qPCR repeated measure analysis
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12ZM

Stepwise Cox model - time to first relapse

* Increased hazard of relapse with treatment group (placebo vs. LD and SD) and higher
quantitative PCR at baseline (1.10 [1.03, 1.16])
» Decreased hazard of relapse with HD E1224 (0.60 [0.26, 1.37]) and BZN (0.06 [0.02, 0.21])

** Molina I, et al. N Engl J Med. 2014; 370: 1899-908.
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BifE, E1224 L BZNO IR AR/ B 72
OWRERAGIE L Tl D, 72, ZOREICBIL T
134478 D GHIT Fund DR % W 7272105 Z & 12
50D, REEHBIL DT

Fig.5 Commitment to WHO’s global

7. I—HYA4ELTONTDsICHT S
HR V) %2 &

A S NAROTR, B D WVIZEA S kWS
12, BISERFEL L TR TE S0 0H T & T,
%k Access to Medicines Initiatives &Y, HX
DA DONTHT STV 2Z & T

I E I 17O B2 WHO 12 & D NTDs
ELTHRESNTED, £/, ARHEKE PO
BEE~BEH T AP L T b 3 KIEGYE
(HIV/AIDS, #8%, w70V 7) 8 &0 7T, Zh
5DHIED 7Dk kA SR AR E I T
F. o hTEHgbor Y FYEE TIE100ONTDs
#20204F-F TICHIET 2 Z & & HELCE T Tn
£9. ZTOHT, Yy —HAWEDLEIZLLOD
BEH (@2 ThH), SR EAD (134)
%45, Lymphatic Filariasis () ¥5R%7 4 51
THE) NOBEAE O D MAEHT L LT

WHO (A LREEREEE) 239 v SR T7 4 5 THE

programme to eliminate lymphatic filariasis

New Eisai products supplied free of charge

» Eisai’s DEC tablets obtained prequalification from WHO in August 2013, the first
Neglected Tropical Disease treatment to receive prequalification in the world
> DEC tablet provision commenced from our Vizag plant in October 2013

Distribution status: 236 million tablets for 18 countries asofJan. 2015

WHO Eastorn Mediterranean Region  WHO South-East Asia Reglon

OMysnmar #hingsl  #Timor-levts
Sl Lnka

=
&

w A
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WHO African Rogion

#lmesbls ©kesys  ®Comoem
©udndagescar  # 580 Toma and Princige
@lambls  #Timbsbwe ©Friirea

WHO Region of the Americas
" Mgl ©huminicen Bepublbc
@Giupana  ®Halti
Eisai Head Office

(E) Countries\where/distribution|hascommenced
Countriesischeduledifordistiibution’ &

WHO Western Pacific Region
©F§ ©Fnnth Palynasis ©Las POR
©Malapia ©Prgus Mew Gulnes © Samoa
OMicrorasia TEM) ©Tuvals ©Kisibatl
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2020 FTIZHIET D E VWIS HEEEfTVWE L
MNEII3DDHENRMBETE, TARY LY =)L
EANNL AT F VMG T A REES N B D F L
70, oo rFurinvPy DEC) X, &
B s HEA AN A E T L. 22T,
WHO @ Margaret Chan $# #5485 A & #4124
N, 20204FF TOMIC 22 (F5E & MEME T I
FTHZELIZABELE L.

L2LZEDEDIZBHIES AT TiEal, &
B A WHO DERY 5 E WM AL T b &
WHOICRDTE 65 MENDH D FF. LW¥EN
RSB & 920 U, e aien, BEmas
BEHOFHREERT, ThTE10HEW
5 JEHIZIEHAR T WHO 2 5 FiRia8%€ (Prequalifi-
cation) W22 XL 5, NM¥F vl
24 Y PO LY CDECSE2E->Thk D %
LT, ZhETIZ2.4E8E% 18 #ENCEA L T
%7 (Fig. 5).

ST, AN Z DO XD KHDMAEIT S,
NTDs il =D 7= DMARMN L ER/ S— FF =Ty
TR E N, 20124E1Hica Yy FUIitEWTEHE
ST bhE L7 (LondonES).

ek & 5122020 4F- % TIZ10 D NTDs % il
T5, LOWIHST, TORBYUPIOX Vv=L
L T, BMGF (5 4 v if§), WHO, US/UK
B, TRERAT, AT oD 25 [EBURF B OF, Bk
ZEt, I3OBESHLRBML THWET.

ZD&H %k, BEROEE - e v 5 EEO
BENOEBROMIZ, IFk A Wil U 7283 o fH 7
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ERWE T, 2013FF LD 24— LZHAR
DERS—+F =Yy 7 TH%, GHIT Fund!Z,
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SRR T, ZhiE, HARBUF & BMGE,
Z L TCHADOH 2 GBS MO EIC
Ko THHEATHEYD, MITHAR2LELLD
Program 232 & & h, BSR4 TR RN
T FE T, BERAE 234 L PDP & &
BICHENE L Ty 2 NTDs I2xd 4 2 e 7 a &
S LD 5, KF5HGHIT Fund DX1E 4 21
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179, RIEZEDTRRPHIRABOMEAE, WHO & i
LT 3 [RIE S BUER M, iS5 B B ) ffi s 3%
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W E) 7 £, Discovery, Development, Delivery @ 3
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AT 2 720D RMNZIOMAZLEE L T E
Kl
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)T ENTNWBEDTL & 5.
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