3. TR ZHmE D1 /X (ebola)

2.3 IARSHMmMBEIAILR

2.3.1 WE

1) TARSHEHmMEBYAILRIZDNTY

TARZHLEBNIZ RS VAN R EH2BHEBMEERETHY, Ty T8 v~— LT LT,
JUIT s aryIHmBE L iz, vANVAEHNE (Viral Hemorrhagic Fever : VHF)
D—HRBTHD, FAEEVPLT L HMERZED DT TERNWI LR ENLL, EFETHET
AT A2 (Ebola virus disease: EVD) EFEFRE LD Z L A3EW, L%, EVD &
T 5,

EVD CTEEZRFEIT. MECERRE OBEMIZEY v b e M~BERIERL, 2850
REEZHTWITERITZETHD, DD, EVD OFATIE, LIELIEERZBOTE
7z, 2014 4F 8 ABTE, BT 7 ) AHETE Z > TW5 EVD OFfTiE 2014 4 3 iz ¥ =
TCHEMARBENOGHRED  EROERELZBZIBHICIVBEDC I ANV T 27 LA R~
EFATHRAIER L T D, EVD BEOREDPFHRELTEY, ZNETHLR TV IHITO
D LB bBRERWATL 2> TVD, 7236, WHO 132014 4E 8 A 8 BIZAZFEH % Public Health
Emergency of International Concern (BRI E&E SN2 AROER EOBREERE) & L,
FATESEICE 2 2 /IGDMELERDTND

(2) =R

TRTIANRTIT—=IVTINTTIA N AL T 417 L2AF (Filoviridae) 2@
b, EEN 80~100nm ., EFEN 700~1,500nm T, U TR, ObR, AT WIRELE
P2 RTH, AN TIIEREZ TR L, 700nm BRI O A A0 H o & HREREERE N, A—
Bk VA — kR E ORICIZEMERNC RV ERD D,

7z & 213, invitro TOMAEEE (Vero M) T, ¥4 — LRITEEICHIE A M - £
FIZNWTZB LB DIZx LT, A—FUKRiEbEVEVEEZ RIS 2V, £, invivo T
b A, YAVETOREEEIRE S BR D, 1 —URITED TROVFREZ R L, B

IHICEDL LD D, HEEIMO VHF U ALV ERREIZ LUV 4 IZHEENTREY,
UANABETEE O ERIIREERSERMER (BSL-4 Mgk » 5L P4 Egk) ThRiIh
DUENDHD, 74V TH=IATARRIELLEEDOFEETHL VA M BRIX, B b
~OFRFREITRNE SNDDB, ZORBRESGDIIIESORIMENLETH D,

AR CIRXESLRIMEM R ILTEIC S/ n— 7 Ry 7 AR P4 gk 2 1981 EICHREBE S
7223, BEE T BSL4 iz & LCEB@IN WY, R TIEFEHRN, Su—T Ry

10 [= SRR YLE T SRR,
http://www.nih.go.jp/niid/ja/diseases/a/vhi/ebora/392-encyclopedia/342-ebora-intro.html
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3. i #E w + / X (ebola)

7 ARG T30 WP ETEM P ChD, 77 ) h TR RO T 7 ) B EfEE
P4 K2 d %,

Q) oA I REHFFR

EVD #8l &R 2RI A VAL b DOFf (VA — v, A=K ToTF 4T V=,
AATHVAN, VAR BFEEL, VAR T A NVALSNIY T EOELLLET O EL
AL Cas 4 Lz EVD OFATOJRK & 72 - Tnd, 2014 FIZTET 7 U B TRAELT
WHZRT A NAZDNTUE X =T TREL TSR T VANV ADBIGFIER» B FR
WRHENT A T Tuvvd  (Dudas and Rambaut, PLOS CURRENTS OUTBREAKS, May
2, 2014. Phylogenetic analysis of Guinea 2014 EBOV ebolavirus outbreak), il LD
ELZDUANAET 7Y hp o oy AR EFE - o FHERE - TR TRAELE
ZEDBHLZVA =N RT A NGRS YA — VTR T U A NV HRED TR O =
RITTANATHD EDORERMNF O, ZOFREIIET 7V I TRELTVWDEZRT 7 A
NAPRT 7V PRI T H 2 L A< RERT 5D TH DR, WOE, ED K ) 2k
T T 7 U BICBE L T=ONES B0, 5 DDFEO R T A — V=R T oA VAT
HIRVEFME AR, A EO EVD TR AEWEmE (B 60%) k. BRR YA LA
OFRFEMERE NI SRR LTS EE X NS,
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3. TR ZHMmE T 17/ X (ebola)

2.3.2 HHREER - SHEORFERKR

(1) EAEE"

PHEMCE BB E(TFHENIZBV T, = 7 OMREEFOBRRBIL, EAXNEO—2L &N
T,

ERRERLELT LV F— - RREFERT L. ~— VTN T VAN ARPTRT U A )V
2 GEANEZREETTN) T 2EEMIGEDORBRICHKII L, Phase 1 BERABREBER~
EEDNTND, EFRERER, EHEFHOEL VT Y A LV AYE (broad spectrum

antiviral : favipiravir) 1 > 7/ = L HFIZ% T 5 Phase 3 BB SBR % BeET 5 & & BT,

TR T HHERREZIT D TETH D,

EMEFTIRITERERIL, 2015 £ (FY), =R TIIHT L2V 7 F L LIRREDOHRIED
72HIZ$58 B DTFREZXZ T2, EMEFLGTEBREBOIEIL. 2015 F BT 7V H
TR SN D FEOBREKRRBR COFEICB W T IBERER LU 7 F U EHEOF M & R
THEDICEETH D,

ENLE AR TR L OERE OO T EMEZESRT BT R 2 g X
¥, Zmapp DOEEEEZILKRT DL & BT, MO R IEREOEE LRI L TV D,

AERTIRHERERIIE 2. 2R T U 7 F U EHOREER I UOE MO =D
2015 FEMFEIZ Y =T LA R TITh D 7 =— X 2 BERRBRICH T, CDC (o3 L THRAR
Bt v b U—7 (Clinical Study Network)® U  — X 2 L T\ 5,

# 2-35 PHEMCE B8 EATHENC IS B 7 A /L A REH L 80D Bl

<7 A IV AN LB R D BE >

o BEFOUANAEOBBICKILT HZ &

e broad-spectrum antiviral program12 %@ U C, FE DO 7 A /L AEZFEIZKIET 5
BAZRIET D

<TRT >

o JREEMEMTHD Zmapp, BCX-4430. favipiravir, T 20U 7 F

(chimpanzee adenovirus vector (ChAd3), recombinant vesicular

stomatitis virus (rVSV)vector (EBOV) IZBWTRHR LK) #2504 H =<
RTEENSROBERELZETDLZ &,

11 HHS,2014 PHEMCE Strategy and Implementation Plan,2014,
http://www.phe.gov/Preparedness/mem/phemce/Documents/2014-phemce-sip.pdf

12 hroad-spectrum antiviral program

httpsi//www.medicalcountermeasures.gov/barda/chbrn/broad-spectrum-antimicrobials.aspx
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3. T #E o X (ebola)

ORI LT, FEATIHUTO LY FHAER LTS,

<UIFr>

[ 2R 2D IEAT

> HNGEPE O IR IT Y A b A S A R PR R B RS 6D 5

> FTlCER SNl A ERRNATA Y ) =

AW B ISR SE R - R EL R O 34D AR T U 7 F R A SR L TV D
» Profectus

» BioProtection Services/Newlink

> GlaxoSmithKline (GSK)

Newlink #3 X0 GSK #0o v 7 F 0%, HE o0 7 «— X 1 BRIV CEEM
ENTE I, ZOMICE LT, AWESEmur e 5 RILE ST A2 & B
L L CIEEN LTV D,

(2) REORRERR - SHEOFFKR

1) BZEEIZDONT

TR T MY A VAT DRMEE L LTE, & 2-36 O LY. BRARE AR

(Emergency Use Authorization : EUA)BREIT I LTV 5,
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ST ZHMmELD £ /L X (ebola)

* 2-36 FDA ICESMHEMAARSNBHEOME : =R T HmME Y A L2 (ebola)

B RealStar® Ebolavirus RT-PCR Kit 1.0 (2014 4% 11 A 10 H BE2FRF#EAER)

FDA i3, =R T VA VABRREOBEZFEFOBEOMTENLZRT VA /L X RNA ZFH R
3572912 RealStar® Ebolavirus RT-PCR Kit 1.0 DRER{EMAAR (EUA) %
BT LB, ZOEUAICE > T, E5ICBO=RT2ZHhE (BioFire Defense FilmArray
Biothreat-E test 72 ® 2014 4 10 A 25 B) Bk ani,

B LightMix® Ebola Zaire rRT-PCR Test (2014 £ 12 A 23 H BARE AR

FDA %, ¥ A —NBzR T4 VR ERBRHT S EHBT LightMix® Ebola Zaire
rRT-PCR ® EUA #®{T L7z, Z ®#RBAIX CLIA high complexity laboratories & %\
EREOEKREZH T 2 KELUSNOT B L > THEINEEIEDO A TITh D,

BReEBOV™ Antigen Rapid Tes (2015 ¢ 2 A 24 H EUA ¥17, 201564 3 A 16 H)

TRT A NABRREROBELFT 5 BEOMERENMEENS YA — B - A—F 8.
ToTATRa R T UANAZBATHHET, ReEBOV™ Antigen Rapid Test
IZ% LC BUA 2 %47 L7,

AZE %157 ReEBOV™ Antigen Rapid Test i%. AFRFEAD Ebola virus nucleic acid
test LV HWEMUTHD LHWSNEHREITHERIND, BHETORY Y —=0 708 M
B LD e — AR ER R 7 ) — = I ER ST, SRR OIRERIERS . fRIERT
LCOEAIC LTHAE2E TS, eEBOV™ Antigen Rapid Test 1T, =R T 7 A /LA
BRI OEWZ KRETIIRIET D,

X HIZ 2015 4 3 A 16 B, FDA /X Corgenix #LDEEER %&£ mIIZH A AN EUA
ZEET - BRIT LI, ZOBEEMIC L > T, Corgenix fHi2ilx T, Corgenix #HIZFHFH %
BB EERE. BEDOSLMET T ReEBOV"™ Antigen Rapid Test Z #5925 Z L3 T&
% X 91T/ o7, Instructions for Use b £z, ZNHDEEEZMAANDT=HOITER &
iz,

BIEEICHEMERRBEIT S 72, T OFFIIEFR 7z RealStar® Ebolavirus RT-PCR Kit 1.0 %, 1988
OB A B EBEE#(Clinical Laboratory Improvement Amendments of 1988 : CLIA) T TRk 4
FTEORBREERATIHBEOLIIBOEN TS, RealStar® Ebolavirus RT-PCR Kit 1.0 iX altona
Diagnostics GmbH X3 HIRIL LEZHBETH Y | O A T U A N ADOBESCHOE W Z KA TIZHIS
D

** = @ BUA #6175 &\ ) altona Diagnostics GmbH # DERIZE %, FDA X 20144 11 A 16
A IZ altona Diagnostics GmbH #LDEIEER % 2EAICHE L ATz 2014 4 11 A 10 B EUA 2 BRAT
L7, altona Diagnostics GmbH #tiZiM %z, Z DIEERIZ &> T, altona Diagnostics GmbH ft 7> 5 FF
A 2B R EEIT. B EDEMET T RealStar® Ebolavirus RT-PCR Kit 1.0 284842 Z L AR & 72
o7, ZOENTIIKESN THB SN A FEEMEDNH Y . BEIERRIZ, CLIA High Complexity Laboratories &
FEOEREZRT HRELSOFAEEE BN TH, BEDHFHFT EVA OTTY vEA 2ERTHZ L
MNERE & 72 B, Instructions for Use (PDF, 634 KB) 3 LT Fact Sheet for Health Care Providers (PDF,
81KB) L&, INHLOBEERXRMEEEZEDICEHFEINT,
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3. D o X (ebola)

JEEI Y AL RN B & % =R T 7 A b AR DG 2 A4 5 8 O EDTA HEAR
iy 7 E BT, GeneXpert Instrument Systems TH A —ABImR T 7 A4 V2%
¥ s % Hi¥) T Xpert® Ebola Assay OB G 437972, 201545 3 H 23 H., FDA
I BUA #3697 L7z, Xpert® Ebola Assay ld. CLIA moderate and high complexity
laboratories <C[EIEED E #2444 5 A EH LA OWFFEREIZ BV T, Xpert® Ebola Assay
R,

2) MMEEZIZONT

2015 4 2 ARBE, FDA ICHFES N TV D =R T MY A V2 OMFER ML, £
23T DEBYTHD,

54

146



Lyl

3.7 Hm#E /X (ebola)

(3) FDA BRERFERDHEH KR

# 2-37 FDACHBEPORMMEEDOYE . =47 HIME Y A VA (ebola)

AL : D~@Ft FDA ~00 B BB 5 0 B
O« - FHA—AOME, THIEH

®NIAID [Zmapp] OEmergency NGO Onlus
®@Tekmira Pharmaceuticals [7 24 % v (amiodarone) Vaughan-Williams (ITT B) HIRERIE]
[TKM-100201, TKM-100802] Q1L E LB AR TERT
®Biocryst Pharmaceuticals [BCX4430] [7 = ¥Z A (Favipiravir) Hi1 v 7 /b
©®Sarepta Therapeutics [AVI-7537] T ]
@Chimerix [Brincidofovir] 4D HESH Y

©Clinical Research Management,Inc. [[E#E#ifE (ECP)]

{Profectus @Y = x—7 KFHpt [VSV-ZEBOV (BPSC1001)]
BioProtection/Newlin | @ v —# > X KWk [cAd3-EBOZ]
k ®FEIT#E CDC [Ad5-EBOV] @ESNLT VX —YENFZERT [ChAd3]
OGSK @» VY —5> FKF [cAd3-EBO Z
(MVA-BN Filo) ]

BO®A v 7 27 +— FK% [cAd3-EBO Z
(MVA-BN Filo)] [BPSC1001]

@E LT LV X —EYERFEET
[cAd3-EBO ,VRC-EBOADCO069]

@Iy RV T RBERE

% — [rVSVA G-ZEBOV-GP (BPSC1001)]

O@21_==—1V 71t [rVSV

ZEBOV-BP, VSVA G-ZBOV(BPSC-1001)]

><Ch1mer1x %@ [Brincidofovir] 1Z#F5Ethik Uiz & OFHEEHEDH Y, (Chimerix Ends Brincidofovir Ebola Trials To Focus On Adenovirus And CMV
http://www.forbes.com/sites/davidkroll/2015/01/31/chimerix-ends-brincidofovir-ebola-trials-to-focus-on-adenovirus-and-cmv
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# 2-38 FDAIZ

3. N7 Hm#E 1 /X (ebola)

HEEPOMPESREL—& =R 7 HlB Y (/L2 (ebola) (1/2)

T EER ey T mma S PYE

@® | 7=—X2/7 | Emergency NGO Onlus 7 3I4 4 (Amiodarone) TR BEOIREICBITAT I 4 2 (Amiodarone) DHEHER N
=33 BRI EERE (=7 LA Xx)

@ | 7=—X2 INESRVA - = AT Favipiravir TR FIT% 5 Favipiravir DXIEE

® | 7=z—X2 Chimerix Brincidofovir A= T NNV EER LR =R T il BU 4% Brincidofovir

DEEWE T F AN AERE (BCV, CMX001)
@ | 7=—X2 ESL T VX — - BYSEDFIEET ChAd3 YRYTFIZBFBEZZART U FUHEDTZHD/R— =y
(PREVAIL)
® | 7=—X1 Zmapp BERRART 7 4 TICB 2R 7 1EES (ZMappTM) DR4E
SNIH, BARDA 2V Afic zig | R ORMBIROF
® | 7x=2—X1 Tekmira Pharmaceuticals TKM-100201 FARPY (IV) TKM-100201 R 022, BEMER X MBI OB
Corporation 7 (ANBIZBIT 2016 TOHS)
@ | 7=—X1 Tekmira Pharmaceuticals TKM-100802 ¥R (IV) TKM-100802 %&£, AEMR & OEyEhiEOF3E (A
Corporation I8 241D TOHFFR)
TJxz—X1 BioCryst Pharmaceuticals BCX4430 BCX4430 %24k, BEMER L OSEWEE OGN
%NIH, BARDA #33t4%
© | 7x2—X1 Sarepta Therapeutics AVI-7537 BERRART VT 4 T 3% L Uiz AVI-7537 &2, ZEMER
L OB A T T 2 72D OMF%R

7 x=— X 1/7 | Clinical Research Management, | [E#E# % (ECP) AR T HMBOBFICR T B EEHME (ECP)DOAEDME - e DT
z—Xx 2 Inc. il '
Tx—RA 17 | VaFx—T KERFEBE VSV-ZEBOV Geneva VSV-ZEBOV Geneva 72 F . h5A 7T )L
=—R 2
72— X 1U7 | m—¥F U XRFEFBE. GSK, cAd3-EBOZ AL ADRBEIRENE G & LB Y 7 F 2 cAd3-EBOZ XK1 %
z—X 2 WHO % R AR ER
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# 2-39 FDAZHFEHOxt

PEE S —

BRI HmE Y A /LA (ebola) (2/2)

3. TR HMmE Y 1 /L% (ebola)

® Tx—X1

HA

Jiangsu Province Centers for
Disease Control and Prevention |

KT TT ) GANANY H—
7 7 F > (Ebola Adenovirus
Vector Vaccine) (Ad5-EBOV)

EIHBEERR  BELSRAMBITIBZZRITT ) I NARY F—
7 7 F . (Ebola Adenovirus Vector Vaccine) (Ad5-EBOV) DR

@ J7xz—RX1

AY—F o FRE

cAd3-EBO Z, MVA-BN® Filo

FHIHEERR  ~VICB R F U 7 F o O

Ebola Chimpanzee Adenovirus Vector Vaccine (F 230 F—7F )
TANVANRYG Z—T 7 F ) : Booster-MVA-BN® Filo or saline
placebo (MVA-BN 7 —2 ¥ — 7T w R CEEBRKE AV,

Tx—RX1

Ay I AT F— RRE

cAd3-EBO Z, MVA-BN® Filo

FLWw=ARF U752 [CAD3-EBOZ] & TMVA-BN Filo) ®FFf

®|®

TJrx—A1

Ay I AT F— FR%E

TERIT Y 4 NAT I F AR
BPSC1001 (VSV AG-ZEBOV)

FUT 4, F=TRBITAH LWIRS U S F o 0REMEROGER
D EEAR

@ Jr—R1

EL7 LAF— « BRYERISERT
(NIAID)
ESLAFAERFERT - R ¥ —
(NIH/CC)

IRFGFURD=TF )74
WARG B—T 7 F
(CAD3-EBO).
VRC-EBOADC069-00-VP

BEREACBITS, TRSF LR DO—TF ) TANARY Z—1
27 F > (CAD3S-EBO). VRC-EBOADCO069-00-VP D %24, T,
B & ORERMEICE T 55

TJxz—RX1

Universit y . tsklinikum
Hamburg-Eppendorf

rVSV-ZEBOV-GP

TRIFTANAT 7 F 2 (GVSV-ZEBOV-GP) DO&RLM, AFMER L
O [FME O FEAT

6V1

® | 7Jx—X1 NewLink Genetics Corporation VSVRI U7 F o BERERACBITDVSVZRI U I F DT TA LT —A NDERE
P & OV R

@ | 7=—X1 NewLink Genetics Corporation VSV R U7 F BEELRRACBITD VSV RS U 7 FrofRNE., BEtB L UM%
EEMAZE (77 'R & DOxtH)

@ | 7=—X1 NewLink Qenetics Corporation BPSC-1001 BELRATDZRT OANAFT 7 F DIk

@ | 7x—X1 Cerus Corporation INTERCEPTPlasma TRT VANABRPOEME LA T VT 4 7 K =50 Oz F
JALEZEREREOZESERE @EimE, A—7 7~

® | 7=x—X1 Crucell Holland BV MVA-BN® Filo, Ad26.ZEBOV RERBNEICRT DRRDTRT T FrOREMD I UORERAE
#r3e

@ | 7=—X1 Crucell Holland BV MVA-BN® Filo, Ad26.ZEBOV R ZNE CRESLORET 74 LT A 2R TV F vy
A OREMR KO L

57



3.7 Hm#E Y A VA (Ebola)

2.3.3 FDAHEGTDRKRBEHE

(1) FDA AERDERIFFFEIRER

The purpose of this study is to evaluate the efficacy and safety of amiodarone in the
treatment of patients afflicted with Ebola virus disease.

AL, =R THABBEORERL LTT 34 e 2B ETAZ EOFMERVES
HEREMTAIEEFENETS,

Emergency NGO Onlus

Not Provided

(B L)
S ARBR
BRI BOMERR WATHRLRRR AR/ HER
Ebola Virus Disease

- Drug: Best Supportive Care
*Drug: Best Supportive Care + Amiodarone
This treatment will be provided to patients in the experimental arm only in addition to
best supportive care scheme .
During the first 3 days of treatment, the drug must be administered in Glucose 5%
solution. Deliver through the largest possible vein inserting a long catheter (if possible a
CVP line).

Day 1. Dose: 20 mg/kg/die i.v. deliver a loading dose of 5mg/kg in the 1st hour, followed
by continuous infusion during the remaining 23 hours.

Example: 20 mg /kg of Amiodarone in 500 cc of Glucose 5%. Deliver 125 ml during the
1st hour followed by 16 ml/hour for the remaining 23 hours.

Day 2 - Day 3. Dose: 20 mg/kg/die i.v. Continuous infusion over 24 hrs. Example:
Glucose 5% 500 ml containing 20 mg/kg of Amiodarone (infusion speed = 21 ml/hour).
Day 4 to Day 10. If no significant diarrhea and/or vomiting, shift to oral intake of
Amiodarone as follows:

oAdults: 200 mg tablets, 3 times a day, according to the body weight (30mg/Kg)
oChildren < 29 kg: 5 mg/kg 3 times a day
TRITBEE 20D T NV—TIT4HT, —FITELEE (Best Supportive Care) %, {75
IR EIZ I 2 C Amiodarone % 5.,
REDORN D 3 B, Bk, Jva— A 5%EKRFTHEE, (CVP A VARETHILD)
BWHT—TNVEBATREREROFHIREE L TRE,

-1 BEEEE : 20mgkg HOO 1B 5mg/kg, 70 @ 23 BEEICEREA

- 2~3 BEKREE : 20mg/kg 24 BREREA, fl: A3 —X 5%T IF 0 20mg BF
500ml/kg O (EHEEHE=21ml/EF).,
‘4~10 BB RABERA~BIT:KA:200mg O5EFE .1 B 3 B AEEICHE-> T (9 30mg/ke) .
F ¥ $,<29ke : 5mg/kg, 1 H 3 [H,
Both
132
20144 11 A
2015 8 A
http://ClinicalTrials.gov/show/NCT02307591

Child | Adult| Senior
Other

2014 12 A

| 20144 12 A
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# 2-41 FDAICHFETOBRKERBRAS @ =R 7 Hin 2

3.7 i #Y A VA (Ebola)

7 A VA (Ebola) @

Ph

NCT02329054 [ Pha

drug:
*showed anti-Ebola efficacy in immunodeficient murine models;

In this study, the investigators chose to study the efficacy of favipiravir because this

AIFEIL, RERETTAET VIR IR RIHAERLEZT7 7 EETELD, AD=T
RTHMECRTHEIELTFMT 22 HNET S,

Institut National de la Santé Et de la Recherche Médicale, France

1.The efficacy of antivirals in patients with EVD should correlate negatively with time
since first symptoms. Thus, in this proof of concept trial, the main analysis will be done in
adult patients with early symptoms in whom the efficacy is expected to be the highest;
2.Favipiravir for EVD should be given at higher doses than that previously tested in
studies in human with influenza. For this trial, the dose was calculated based on
pharmacokinetics simulations, to rapidly reach plasma concentrations associated with
anti-EBOV activity.

A comparative trial of favipiravir against a standard package of care (with or without
placebo) has been deemed not appropriate because of: i) the highly sensitive social and
political context; ii) the need to collect rapidly basic phase II evidence on the efficacy of
high dosed favipiravir on EVD before choosing the best intervention(s) to be tested in
phase III (favipiravir alone or in combination with other drugs; other therapeutic options
including convalescent plasma).

EVD O BEIZST 257 A VAR OB ML, FHERD b ORERH & AOHEET 5, Z
D, REIIEICWENEREE T 2RABRZFIIBNTThiL b,

HEZEEHR : EVD BT R AR X85, &5 favipiravir OF 2% %763 5,
E_OBRB  JBEDO T T EBOV 77 X< RNA R OURLER O 25, favipiravir @
ittt BEBOV O A NVAD~ A 7 atktt, favipiravir S ETTHE - BHICEETAHRFO b
77 RE,

« TN—T Al : BFIOEWR D B favipiravir #5 % T 72 RELINTH A

cTN—7 A2 1P E, 10kg U EDTRTDFED

FERETARESERIIERO LI E3, BEL BLWER., HRE, BEOEY., |\, T
. MR, EEERTHO O RERE,

Jr BB

R W, BERN, FER

| Ebola Virus Disease

Drug: Favipiravir (AVIGAN)

Group A1l: Day-0 (inclusion), h0: 2400 mg; h8: 2400 mg; h16: 1200 mg. Day-1 to Day-9:
1200 mg bid.

Group A2: Day-0 (inclusion), h0: 2400 mg; h8: 2400 mg; h16: 1200 mg. Day-1 to Day-9:
1200 mg bid.

Group C: daily dosages will be adapted to their body weight.

Group A1,A2 BT C 43 i) CHER, Group Al B UV A2 (24X, Day-0 (inclusion), h0: 2400 mg;
h8: 2400 mg; h16: 1200 mg. Day-1 to Day-9: 1200 mg bid. (%% & T Favipiravir ##5-,
Group CIZiE, BEICIG LS EEES, Group Al & A2 THEEIREMOZ A I 7 2TH
U Tk,

Both Child | Adult | Senior

225 | Other

2014 12 A 2014 ¢ 12 A

20164 6 A | 2014 4 12 A

http://ClinicalTrials.gov/show/NCT02329054
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F 242 FDAZHBTOBEERRBANE

3.7 HMmET A VA (Ebola)

TR HME Y 4 L2 (Ebola) @

CT022713 th‘as

N

| when administered as an initial 200mg dose followed by 100mg twice weekly (BIW) for a

Thé purpose of this study is to assess the safety and tolerability of Brincidofovir (BCV)

total of 5 doses.

AL, AT HMEDIRBRIE Brincidofovir (BCV) #&¥IZ 200mg, # D% 100mg %
BIETO£5E%S L, ZeRUOEREEFMTILEANLETS,

Chimerix

Not Provided

(Bt L)

| AR EBR

Endpoint Classification: Z& 4 - H2h %55k | Intervention Model: B#f | Primary Purpose:
Treatment | JFER

| Ebola Virus

CMX001 administered as initial dose of 200mg then 100mg BIW for a total of 5 doses.
Other Name: Brincidofovir

CMX001 # &M 200mg &5, ZD#% 100mg BIW TL£5H, 4#8MB £ TORWER%ZFE

Child | Adult | Senior

Industry

2014 4 10 A

| 20164 1 A

2014 4 10 K

_ | http:/ClinicalTrials.gov/show/NCT02271347
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3. TR ZHMm#ET A VA (Ebola)

# 2-43 FDAICHFEFOBEKRABNE : Iﬁ“7u“:'nlfllm '7/(/1//1 (Ebola) @

Objectives:  To study the safety and efficacy of two Ebola vaccines.

Eligibility:  Adults 18 and older who live in Liberia and are at risk for Ebola infection
but have never had Ebola.

Design:-Participants will be injected with either an Ebola vaccine or a placebo with a
needle in the upper arm. The placebo is a salt solution.

-Participants will have blood taken.Participants will be watched for 30 minutes.
-Participants will return to the clinic 1 week and 1 month after they get the shot. They
will have blood taken.

- After that, participants will be contacted monthly to discuss how they are feeling. They
may be contacted by phone, may visit the clinic, or may have a home visit.

-The study ends 8 12 months after participants get the shot. If one of the vaccines works
against Ebola and does not have many side effects, participants can get the vaccine if
they did not get it in the study.

BE : 220 ARI U I F Lol U0aIEL2RBRTH I &,
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wEXhb,
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This study will evaluate both of these vaccines in a randomized, double-blind, controlled,
3-arm study in Liberia. Each vaccine will be compared against the same active control.
Because there are limited data on the safety of these vaccines, the initial phase (phase 2)
of the study will include the collection of more detailed data on safety and will define the
immune response elicited by each vaccine in the first 600 volunteers. In the absence of
major safety issues, enrollment will continue, and the remaining 27,570 volunteers will
be randomized to the phase 3 portion of the trial.

Participants aged 18 year and older will be enrolled at health clinics in Monrovia, Liberia
over 4 months. A single dose of the assigned agent will be administered. Participants in
phase 2 will undergo blood draw and assessment of adverse events (AEs) and signs and
symptoms of Ebola infection at 1 week and 1 month after vaccination, and monthly
assessment of AEs and signs and symptoms of Ebola thereafter. Participants in phase 3
will undergo monthly assessment of AEs and signs and symptoms of Ebola infection after
vaccination. All participants will be followed for 8 to 12 months.

This clinical trial to evaluate vaccine efficacy will provide an accurate assessment of the
benefits and risks associated with each candidate vaccine and inform policy on wider
scale vaccination in other countries.

AFETIEZ, VNV T CTOREL, ZEER. R, 3 BFERBRTIh b0V I F U2 FMET
Do FNENDOT 7 F IR URERNRTHEIND, N0V 7 FUrOREMIZETS
F=EZRROENTNAED, KFEDOEFD 7 = — X(phase 2) TlE, BEMEIZET3 L0
WMiaT— 2 ZNE L, D 600 & DWHREFIZRESNEZEFNFNOT 7 F AL > THER
INHEEREETHERT D, BEMCETIERZBERENZD, BEIMHEIN, &Y
D 27,570 & O#ERE ) phase 3 RERICEELICEHEB SN D,

18 UL EDWEREDS, 4 » AICIE-> T YUY 7D Monrovia DEFEBEICEREIND, BE
ORKINEREZEE SN D, Phase 2 0#BHREFIL, V7 F VB0 1 BERBIOL » ABICE
mETV, BHERAR=R 7 OBENTFMIN, TORIIEAFMIiLS, Phase 3 DHFRE
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| Ebola Virus Disease

| Drug: ZMAPP
ZMappTM, a combination of three mouse/human chimeric monoclonal antibodies (mAbs;
| ¢4G86, c2G4, and c13C6-FR1) directed against Ebola virus glycoprotein epitopes

| Drug: Placebo  Placebo

| -Biological: V8VdeltaG-ZEBOV

| The VSVdeltaG-ZEBOV vaccine is comprised of a single recombinant (vesicular
stomatitis virus) VSV isolate (11481 nt) modified to replace the gene encoding the G
| envelope glyéoprotein with the gene encoding the envelope glycoprotein from the Ebola
virus Zaire strain (ZEBOV)

-Biological: ChAd3-EBO Z

The ChAd3-EBO Z vaccine is comprised of a ChAd3 vector with a DNA fragment insert
| that encodes the Ebola virus glycoprotein, which is expressed on the virion surface and is
| critical for attachment to host cells and catalysis of membrane fusion.

| Drug: Placebo 7T &&

-Biological: VSVG-ZEBOV

| VSVdeltaG-ZEBOV U2 Fit, G =o_u—7 . FuiA v 2E&tl@EF ey —LE
RS TANAEZEBOVE kD= _u—F - JYaruFA v 2E0EEFLES BRI
7= DIZIEE &1 7= single recombinant (vesicular stomatitis virus) VSV isolate (11481 nt)
THRIN TV,

-Biological: ChAd3-EBO Z

| ChAd3-EBO Z U7 F ik, B UAVRECTRE L, 75 FMia L MR O M (e A%
ETHOREERZRTI TANAT Y oy 7 ExE&Te DNA fragment insert & 3EiZ
ChAd3 X7 ¥ —THRIN T3,

Both 118 Wk
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| https://clinicaltrials.gov/ct2/show/record/ NCT02344407?term=ChAd3&rank=1
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ZMapp TM, a combination of three chimeric human/murine monoclonal antibodies
against the EBOV surface glycoprotein found on virions and infected cells, is being
developed as a treatment for Ebola virus disease. This is a Phase 1z, open-label study to
assess the safety and pharmacokinetics of a single intravenous administration of ZMapp
tm in healthy adult volunteers.

ZMapp TM i¥, =R T OIBFEEL L THREIN TS, ZOFRIE, BEZRAFREICR
I} 5 ZMapp OFARNEEZREOZEMER X OEHENE L M5 5 phase 1z DA —T 2 TN
NBBTHD,

EL7 LV ¥ — « BYERFZERT(NTAID)

E ST A ZERT - BB L ¥ — (NIH/CO)

ZMapp TM is being developed as a treatment for Ebola virus disease. This is a Phase 1a,
open-label study to assess the safety and pharmacokinetics of a single intravenous
administration of ZMapp tm in healthy adult volunteers.

Three subjects will receive a single intravenous dose of 50mg/kg infusion and be
evaluated on study Days 0, 1, 2, 7, 14, 21, 28, 60, and 90. Samples will be collected for
pharmacokinetic and immunogenicity assessments at baseline, during, and following
infusion. Subjects will be monitored and assessed for safety and the incidence of adverse
events over the course of the study.

ZMapp TM iZ, =R T OIRERE L THRRBRIN TS, ZOWER., BEZRAEREICE
T % ZMapp OARAEEIR G OR &M L EYEEL M T 5 phase lz DA —7 0 T
NEBERTH D,

WERE 3 47 50mg/kg HARAEEHRE251F, Day 0, 1, 2, 7. 14, 21, 28, 60,
LT 9 IZFHESNE, BEDORX—RT AT, BFIZ, ZLTEDORICEYBNE LK
BUEZFHEST 272D v IAPIRE S D, HREIHRBEMAZE LT, &% LRER
DFERBE, Flhizhd,

Ir AFBR

Endpoint Classification: &2 ERER
Intervention Model: EEf
HEER

Ebola Virus Disease

Drug: ZMAPP
ZMappTM, a combination of three mouse/human chimeric monoclonal antibodies (mAbs;
¢4G6, c2G4, and ¢13C6-FR1) directed against Ebola virus glycoprotein epitopes

Both 18 Years to 50 Years

5 Industry

March 11, 2015 March 2015

March 11, 2015

| httpsi//clinicaltrials.gov/ct2/show/record/ NCT02389192?term=Zmapp&rank=1

63

155



156

3. ZHMmET A VA (Ebola)

*& 245 FDACHFEHOBRKRBRASL : = R7HMMA T A V2 (Ebola) ®

CT0151888 Ph

This single-center, placebo-controlled, ¥ B % , first-in-human,
| single-ascending dose study with additional multiple-ascending dose cohorts in healthy
| male and female volunteers.

| AL, =R ZIREEERS TKM-100201 BiR o et DA% X OBy Ee L2 3M+ 2
ZERBAIET D,

| Tekmira Pharmaceuticals Corporation

| Department of Defense

| A maximum of 56 healthy adult (male and female) subjects will participate in this study,
| in two stages. In Stage 1, the Single-Ascending Dose (SAD) phase of the study will have
| up to six cohorts with 4 subjects (8 receiving TKM-100201 and 1 receiving saline placebo)
| in each cohort. Additional cohorts may be enrolled if a maximum tolerated dose (MTD) is
not established after the initial six cohorts. In Stage 2, the Multiple-Ascending Dose
| (MAD) portion of the study will have up to three cohorts with four subjects (3 receiving
| TKM-100201 and 1 receiving saline placebo) in each cohort. Additional cohorts may be
| enrolled if a maximum tolerated dose (MTD) is not established after the initial three
| cohorts.

F—RA T — VIIHER S A EWERER T, 4 AOWEBRE (3 A2 TKM-100201 . 1 AIZT
TERERE) HOBEIND 6 O0 I/ N—T %I, §TAT — VIIRER S AR
BT, 4 AOBEBRE (3 AT TKM-100201 , 1 AT T7EREHE) »oEHREns 3o
DIN—TETE,

Ir AR

EERAL TEMRBRWATH BB B EH (Subject) 1EE A

| Ebola Virus Infection

| Drug: TKM-100201 | Drug: Placebo

| Drug: TKM-100201

| IV Infusion

| Other Name: TKM-Ebola

| *Drug: Placebo

| IV infusion

| Other Name: Normal Saline

| Both

| Adult

24 Industry | U.S. Fed
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http://ClinicalTrials.gov/show/NCT01518881
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Phase 1, single-center, placebo-controlled, EEE#%, first-in-human, single ascending dose
(SAD) study followed by multiple ascending dose (MAD) cohorts in healthy male and
female subjects.

ARFFENL, =R T IHERER TRKM-100802 et AR L UOEYEEL M+ 2 = &
PHET D,

| Tekmira Pharmaceuticals Corporation

| Department of Defense

Approximately 28 male and female healthy adult subjects, 18 to 50 years of age at the
time of dosing, will participate in this study. The SAD phase of the study is planned to
have up to 4 cohorts with 4 subjects (3 receiving TKM-100802 and 1 receiving saline) in
each cohort. Additional cohorts may be enrolled in the SAD phase if a MTD is not
established after the initial 4 cohorts. In the MAD phase, a dose escalation scheme will be
proposed following review of the findings from cohorts 1 to 4 of the SAD phase. The MAD
phase is expected to have at least 3 cohorts with 4 subjects (3 receiving TKM-100802 and
1 receiving saline) in each cohort.

AIFEOWHRE L, WEHZ 18D 50 MOB I E 28 BADBMABLENRE LR D, KB
720D SAD phase 1%, 4 4 DOWERE (3412 TKM-100802 . 1 ZICABRAEKEZ®RE) X
54D0FETOIN—TTHEERINITETHD, BMENDI I NV—TF,. ZRHD4LOOT )V
— 71 MTD BFESL SN2 b - 723BE 12, SAD phase IZB &S5, MAD phase Tid,
SAD phase @7 /L—7" 1 2306 4 2B DR EZHRF L2 RICHEFEFHE I REIND,
MAD phase Tit, 272< L b& 4 4 0HEHE (3412 TKM-100802 %, 1 & ICAEEE K
PRE) HoRB3ODIN—TIREEENDIFETH S,

Ir NERER

| R

Endpoint Classification: Safety Study
Intervention Model: I17RER L EEBR
Masking: EE# (Subject)

Primary Purpose: Treatment

Ebola Virus Infection

Drug: TKM-100802 for Injection | Drug: Placebo

Drug: TKM-100802 for Injection
IV infusion

*Drug: Placebo

IV infusion

Other Name: Normal saline

SAD 7 =2 — X TlX, 420z AHVv—bMHEBD IV —F Ik E (HEE 4 A

TKM-100802.

1 AT TER), MAD D7 =— X T, 3-o0ark— MoRks (kBE 3

A2 TKM-100802,

1 A7 TER),

Both

18 Years to 50 Years

28

Industry| U.S. Fed
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20141 A

2014 7R

2014 7 H

| http//ClinicalTrials.gov/show/NCT02041715
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| This is a 2-part, first-in-human dose-ranging study to evaluate the safety, tolerability and
. pharmacokinetics of escalating doses of BCX4430 administered via intramuscular (IM)
injection in healthy subjects. In part 1, subjects will receive a single dose of BCX4430; in
| part 2 subjects will receive BCX4430 for 7 days.

| ARFFEL, 2B TH Y | BRFIOEE TIL, BCX4430 ot FIEIBESEHEO T2, BAEM.
| ROBMET, BEREREOHEN IM) EHICL > T, BCX4430 D5 AEDOEY
BREATHET A 2 SO BMNDH B,

|

| RUOBERET, #5E I BCX4430 % 1 EHERET 5, RO T, $5E I3 7 A BCX4430
FHEET 5.,

BioCryst Pharmaceuticals

"l E7 LA ¥ — - BREFZEFT(NIAID)

Part 1 of the study will evaluate the safety, tolerability and pharmacokinetics of single,
ascending doses of BCX4430 versus placebo in healthy subjects. Up to 6 ascending dose
| cohorts will be enrolled in a sequential manner. Eight subjects will be treated with a
single dose of study drug per dose cohort: 6 subjects per cohort will receive BCX4430, and
2 subjects per cohort will receive matching placebo.

Part 2 of the study will be initiated following review of all available data from Part 1 by
an independent Safety Monitoring Committee

Part 2 of the study will evaluate the safety, tolerability, and pharmacokinetics of 7 days
| of daily dosing with BCX4430 versus placebo in healthy subjects. Up to 4 ascending dose
cohorts will be treated in a sequential manner. Ten subjects will be treated with study
| drug per dose cohort (8 subjects will receive BCX4430 and 2 subjects will receive placebo
. per cohort). The planned doses and dosing regimens for each of the Part 2 cohorts will be
| _determined based upon data collected during Part 1.

| AWFED partl Tk, BELRWEREICBIT S BCX4430 X 77 ¥ AOE—FIEREOEE
| P, BEME, FLTEYEELITMT S, 6 SDORIERER— FETHUTOFIETITD
| b, 8ADWRENaF— NI LICHBBELFE - EELZITH, ak— L2 6 20
| BRE N BCX4430 2 H 5 &1, £ L TR — b I LT 24 OBRE A matching placebo & #%
1 5&n3,
| AW part2 TI3 EERWEEREICIRIT 25 BCX4430 %t & R% 7T AMEETHZ &0
| Betk, BEME. FLTEDBRELIMT S, 4 2ORIEREGaR—- NETHUTOFIET
BEEZTD, 10 20WBRENaR— b (aFh— b ZLICHBRE 8 412 BCX4430 %, 24
| 7T eREHE) ZLICEBRETOREEZET D, Part2 Oak— bERETRICTEER
TWAHEREER IR EEEIL, partl TREIND T —ZILESWTRESN D,

| ST ARER

(e & (k. Pharmacokinetics Study /WATHEE EHE —EE5H (B8 - iEE - FEME -
7 b AEHE) BEBRR

Filovirus Infections | Ebola Virus Infection

Drug: BCX4430,Drug: Placebo

BE—-RF— 0, BERSFAEWERR, 35— F8 A5 H 6 Az BCX4430, ZAl275
vt REHRE, 60O AH L — FHAEBEIF— METHIT,

| BZARAT— U T, BCX4430 #—H—EL AMKEE L, Zatt. BEME., RiEHEE T,
Mooz A4 L— hAEaFR— METHT, (&aF— MIFEHRE 104, 8 Az BCX4430,

AT T REE),

Both 18 Years to 50 Years
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http://ClinicalTrials.gov/show/NCT02319772
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The purpose of this study is to evaluate the safety and tolerability of healthy male and
female subjects with intravenous (IV) infusions of AVI 7537 compared to matched placebo
in and to evaluate the pharmacokinetics (PK).

BRI, 7T 2R L OB bR FIRREGRM AVI-7537 OFFIRMIER OZ 2, BE
HRBIUEYEELTMHT LI LE2ENET S,

Sarepta Therapeutics

Department of Defense

The purpose of this study is to evaluate the safety and tolerability of 14 once daily
intravenous (IV) infusions of ascending doses of AVI 7537 compared to matched placebo
in healthy male and female subjects.

To evaluate the pharmacokinetics (PK) of 14 once daily doses of AVI-7537 in healthy male
and female subjects

I ARER

&£ %1t/ Pharmacokinetics Study,/ WATEEME thisdBR  —“EEHR(ER - NEE - FTMmFE -
7 U A AEHE)REER

| Ebola Hemorrhagic Fever

Drug: AVI-7537| Other: Normal Saline Solution (NSS)

Drug: AVI-7537
Cohort 1: AVI-7537 at 4.5 mg/kg IV; Cohort 2! AVI-7537 at 9 mg/kg IV;Cohort 3:
AVI-7537 at 15 mg/kg IV; Cohort 4: AVI-7537 at 30 mg/kg IV

The amount of AVI-7537 required to administer the required dose will be diluted to a
volume of approximately 150 mL with normal saline solution (NSS) and given by IV
infusion over 30 minutes once a day for 14 days. Infusions will be administered at
approximately the same time each day.
Other Name: AVI-7537

+ Other: Normal Saline Solution (NSS)
Normal Saline Solution (NSS)
Other Name: Normal Saline Solution (NSS)
Cohort 1: AVI-7537 at 4.5 mg/kg IV; Cohort 2: AVI-7537 at 9 mg/kg IV;Cohort 3:
AVI-7537 at 15 mg/kg IV; Cohort 4: AVI-7537 at 30 mg/kg IV
150mL % 30 &2 CHEERNHZS LA 1E, 14 B, S EAEAEDY
Both W& # | 18 Years to 50 Years
0 BE R Industry | U.S. Fed
20124 5 H ~ 20124 8 A
20134 1 A BKEE 2013 1A
| http//ClinicalTrials.gov/show/NCT01593072
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| A Phase I/IT Pilot Clinical Trial to Evaluate the Efficacy and Safety of Ebola Virus

Disease (EVD) Convalescent Plasma (ECP) for treatment of EVD

| T2 AL TBE 1M 2 M oy FRABRTH B,

BRI, =R T HIBAOERRICEELME (ECP)EERT 3 Z L oFME L LM

- | Clinical Research Management, Inc.

| ECP will be provided as ECPSDU each comprising 90 - 110mL of plasma from two
| individual ABO-compatible donors. Two ECPSDU will be administered as immediately
| sequential infusions. Subjects may receive up to three doses of ECP not less than 48
| specimens for assay of anti-EBOV antibody and EBOV viral load by RT-PCR will be

| neutralization titers, on viral load will be examined in the ECP Group. Changes of

| described. Between-group and within-group will examine interactions of clinical
| parameters, outcome, ECP total dose, EBOV viral load, and anti-EBOV (IgG ELISAs for

| Group and the Screened Control Group.

This pilot trial will treat subjects in the ECP Group with ECP derived from two donors.

hours apart. ECP will be provided as Plasma Frozen Within 24 Hours After Phlebotomy
(PF24) as described in Section 6.1. Pre-treatment and frequent post-treatment blood

obtained from subjects. The pharmacodynamic effect of ECP anti-EBOV, including
individual and treatment group clinical and laboratory parameters with time will be
Zaire GP residues 1-649 and irradiated Zaire virus, and anti-EBOV PRNT). The MEWS

will be assessed as a prognostic tool in the Screened Control Group. Efficacy of ECP will
be assessed primarily by comparison of survival to hospital discharge between the ECP

| AREBRTIE, FF—240 b8 L EEEYME (ECP) % REDHREICERAT 5, ECP 1.
| 2 o ECPSDU BB KEAS NS, #BEE. 48 BRI oM TRAT 3 ¢ ECP

| FLEBOVHLER L 8 EBOV viral load by RT-PCR D FHl O 7= D IEEEETI X UNRE#Z DI

| 3 XU Screened Control Group DiEREE TOEFRZ B L CHMEN 5,

FNFNABOBEAED 240 R —068E L7 90 - 110mL M (ECPSDU) » 6745,
EHESh?,
BERIFERENLBEOND, FFHEEL ST ECP H EBOV O v 1 L XA 5 %y

BEROFEIL. ECP Group KBWTHREIND, =R T VAV ABPHABEELAET D,
Control Group {287 5 FHFEL LTHMaN 5, ECP 0FMEIX, & LT ECP Group

Jr AR

A EERERIntervention Model: B#f JEEMH TBEEHN

Ebola Virus Disease

| ECP will be provided as ECPSDU each comprising 90 - 110mL of plasma from two

Procedure: Convalescent Plasma Treatment
This pilot trial will treat subjects in the ECP Group with ECP derived from two donors.

individual ABO-compatible donors. Two ECPSDU will be administered as immediately
sequential infusions. Subjects may receive up to three doses of ECP not less than 48
hours apart. ECP will be provided as Plasma Frozen Within 24 Hours After Phlebotomy
(PF24).

R —2 A BEE L EEmE 90 - 110mL 4&50

Both 18 Years and older
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