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<EpLs5> H26-5:

(1) HPLC Z W5 v hMigEd T-705 BERIEHEN T —va v

Table 1 Selectivity of T-705, T-705M1, and internal standard in rat plasma
. T-705 T-705M1 Internal standard
Analysis sampie - T T
Peak area Ratio (%) Peak area Ratio (%) Peak area Ratio (%)
Male 1 0 0.0 0 0.0 0 0.0
Male 2 0 0.0 0 0.0 0 0.0
Male 3 4] 0.0 0 0.0 0 0.0
Female | 0 0.0 0 0.0 0 0.0
Female 2 0 0.0 4] 0.0 0 0.0
Female 3 0 0.0 0 0.0 0 0.0
31 3618 - 5542 - 946334 -
Ratio (%) = Peak area in each selectivity sample / Peak area in S1 sample x 100
Table 2 Back-calculated concentrations and parameters of calibration curves in rat plasma
entration (ug/
Analyte Calibration A A A Acom = mn/i-“« = A T Slope Intercept
N - T G Y S S S TG B SO B - R pe
(%) (%) (%) %) () %) (%) (%) )
1 0.0984 984 0206 103.0 0496 992 1.02 1020 208 1040 517 1034 922 922 203 1023 490 980 09990 0.0401 -0.00000208
2 00991 990 0199 995 0506 1012 107 1070 209 1045 497 994 975 975 195 975 482 964 0999 00414  0.000369
3 0.100 100.0 0197 985 0517 1034 1.02 1020 199 995 492 984 101 1010 194 970 503 1006 1  0.0403 -0.000207
T-705  Mean 00992 . 0201 . 0306 - 104 . 205 S02 . 989 . 198 . 452 . -
Sp 0.0008 . 0005 o0t . 003 . 006 013 . 044 . 0.6 - L1 - R
P'e{‘;‘s)“’“ 08 25 2 - 29 - 29 . 26 - 45 - 30 - 22 - - -
0,
i 00984 984 0205 1025 0305 1010 103 1030 205 1025 539 1038 934 934 203 10LS 482 064 0999 00579 -0.000272
2 0.0984 984 0203 10L5 0.500 1000 107 1070 211 1055 500 100.0 9.7t 97.1 196 980 474 948 0999 0.0604 0.000364
1. 3 0.101 1010 0.193 965 0514 1028 1.04 1040 204 1020 509 1018 100 1010 191 955 485 970 0999 0.0565 0000152
05M1 Mean 00993 . 0200 . 0306 . 1o . T 500 . 9l . 197 - 480 . . . .
sp 00015 . 0006 . 0007 - 002 . 004 0.10 038 - 0.6 - 0.6 - - - R
Precision 5 300 - 14 - 19 - 19 200 - 39 - 30 - 13 - - . -
%)
Ac: Accuracy

12 Correlation coefficient
SD: Standard deviation
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Table 3 Within-run and beftween-run accuracy and precision of T-705 in rat plasw

Concentration (ng/mbl)

Day Sample No.

0.1 0.2 2 40

1 0.115 0.209 2.21 43.6

2 0.107 0.201 2.25 39.5

1 3 0.103 0.205 2.32 41.3
<4 0.115 0.222 2.30 41.8

5 0.107 0.207 2.22 40.7

Mcean (11=3) 0.109 0.209 2.26 41.4
SID (n=35) 0.005 0.008 0.05 1.5

Accuracy (Vo) 109.0 104.5 113.0 103.3
Precision (%6) 4.6 3.8 2.2 3.6

1 0.104 0.202 1.93 38.6

2 0.0890 0.198 1.90 37.2

2 3 0.0968 0.200 1.98 35.8
4 0.102 0.194 1.92 37.5

3 0.0841 0.206 1.97 36.5

1 0.113 0.204 2.08 43.5

2 0.109 0.214 2.10 42,0

3 3 0.107 0.222 2.14 43.1
< 0.100 0.213 2.13 35.3

5 0.111 0.215 2.37 43.3

Mean (n=135) 0.104 0.207 2,11 40.0
S (n=15) 0.009 0.008 0.14 3.0

Accuracy (2%) 104.0 103.5 105.5 100.0
Procision (246) 8.7 3.9 6.6 7.5

SID: Standard deviation
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Table 4 Within-run and between-run accuracy and precision of T-705M1 in rat plasma

Concentration (ug/mL) -

Day Sample No. % ) , m
I 0.116 0.216 2.17 43.0
2 0111 0.206 2.21 38.9
1 3 0.102 0.209 2.31 41.1
4 0.114 0.223 2,26 41.2
N 5 0.112 0.215 2.18 40.3
Mean (n=5) 0.111 0.214 2,23 40.9
SD {0=5) 0.005 0.007 0.06 1.5
Accuracy {%) 111.0 107.0 111.3 102.3
Precision (%) 4.5 3.3 2.7 3.7
P 0.106 0.197 1,95 382
2 0.0974 0.196 1,935 36.9
2 3 0.0974 0.198 2.01 35.8
4 0.0980 0.193 1.95 371
5 0.0874 0,203 2,00 36.1
1 0.106 0.177 2.18 41.1
2 0.0980 0.213 2,16 404
3 3 0.101 0.214 2.13 41.1
4 0.101 0.215 2.18 34.3
5 0.0997 0.212 2.19 40.8
Mean {n=15) 0.103 0.206 2.12 39.1
SD (n=15) 0.008 0.012 0.12 2.5
Accuracy (%) 103.0 103.0 106.0 97.8
Precision (%) 7.8 5.8 5.7 6.4
SD: Standard deviation
Table 5 Dilution integrity of T-705 and T-705M1 in rat plasma
T-703 T-705M1
Saruple No. Concentration (1g/mL) Concentration {(ug/mL)
50 50
1 51.0 49.9
2 51.5 31.6
3 50.7 30.0
4 52.9 33.3
3 53.0 52.0
Mean 51.8 51.2
SD 1.1 1.4
Accuracy (%) 103.6 102.4
Precision (%) 2.1 2.7

Plasma concentrations were analyzed after 20~fold dilution with blank plasma.
SD: Standard deviation
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Table 6 Recovery of T-705 and T-705M1 in rat plasma

. . T-705 T-705M1
Concentration Sample
(ng/ml.) No. Peak area Recovery Peak arca Recovery

Recovery samples  QC samples (%) Recovery samples  QC samples (%)

1 15494 3006 - 19716 11801 -

0.2 2 15349 7440 - 20261 11171 -

3 15164 §220 - 20343 12193 -
Mean 15336 7889 514 20107 11722 58.3

1 155913 83184 - 206297 111078 -

5 2 153440 83230 - 202796 1134135 -

- 3 156146 8508 - 206914 115468 -
Mean 155166 83832 54.0 205336 113320 55.2

1 3041312 1565402 - 3822994 2076175 -

40 2 3038313 1457248 - 3813539 2022097 -

3 3087986 1587982 - 3873615 2111743 -
Mean 3055870 1536877 50.3 3836716 2070005 54.0

Recovery (%) = Mean peak atea in QC samples / Mean peak arca in R = 100

Table 7 Assessment of carry-over of T-705, T-705M1, and internal standard in rat plasma
Sample Sample Carry-over
Compound D Peak area D Peak area o5
SB-1 0 S1-1 6993 0.0
- 2 2
T-705 SB-2 0 S} 2 4722 0.0
SB-3 0 Si-3 4243 0.0
Mean - - 5319 -
SB-1 0 Si-1 9577 0.0
SB-2 0 Si1-2 6675 0.0
T-705M]1
SB-3 0 S1-3 6075 0.0
Mean - - 7442 -
SB-1 0 S1-1 950286 0.0
Internal SB-2 0 512 1025188 0.0
standard SB-3 0 S1-3 1008499 0.0
Mean - - 994658 -

Carry-over (%) = Peak area of SB sample / Mean peak area of S1 samples x 100

Table 8 Processed sample stability of T-705 and T-705M1 in extracts of rat plasma at 10°C
T-705 T-705M1
S;t;};i%e Sample No. Concentration (pg/mL) Congcentration (pug/mL)
0.2 40 0.2 40

1 0.219 39.8 0.207 38.7
2 0.216 40.2 0.206 39.2
25 hours 3 0.216 39.2 0.211 38.6
Mean 0.217 39.7 0.208 38.8
Mean accuracy (%) 108.5 99.3 104.0 97.0
1 0.226 40.1 0.200 38.8
2 0.208 36.8 0.204 34.6
50 hours 3 0.190 37.7 0.186 373
Mean 0.208 38.2 0.197 36.9
Mean accuracy (%) 104.0 95.5 98.5 92.3

Mean accuracy (%) = Mean concentration of stored sample / Theoretical concentration » 100
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FREGE O T-705 BERIERITEIT 2 REBROERME
BE (ug/mL) 20.000 30.000 40.000 50.000 60,000
E— 2 TR 7237409 1089950.3  1442372.1 18123773 21685439
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FRBELE T D T-705 PEEERIEERC B 54— F Yo T — N EM:

Gz ¢ 5°C)

— I B 2 i i g
s o (uV - sec) (v - sec) (%)
1448704.6
e v e 1448186, 100.0
S 3 6675 81860 (100.0)
$-3
. 1449511.7
(40 pg/mL) QA 14492644 100.1
1449017.0
22763307
S AT LA TR 2273330.2 (100.0)
FURHETE T 2270329.6
(60 pg/mL) 2273545.6
245 [ 2274768.4 100.1
2275991.1
760777.5
KT A TS 761216.8 (100.0)
ki 3 761656.2
(20 pg/mL) 765560.8
240 5 764761.8 100.5
763962.9

*1 WA HEEE © 100.025.0% L (AT Lol SRR ISR Sl v TR O SESE &

100.0% &9 5)

FRBELE R O T-705 BERIEBEICBIT 2 EER L OGHTRE

W DURBME BMGR FMURTSET RsD?
(mg/mt) - (mg/mL) (%) () ()
1.0586 105.9

I 10463 104.6 105.4 0.7
1.0584 105.8
10592 1059
1 T2 1.0530 1053 105.4 0.4
1.0499 105.0
1.0706 107.1
T3 1.0498 105.0 105.9 1.0
1.0574 105.7
51.200 1024
T4 50.861 101.7 102.3 0.5
51.349 1027
50.124 100.2
50 TS 51.762 103.5 102.1 17
51.325 102.6
51.330 102.7
T 51.261 1025 1024 03
51.015 1020

#1 EAHEIE © 100.0+10.0%L0P9
2 A SO%ELT
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FEE R O T-705 BERIEHEICRBIT 2 EZENEHRBE

S = B 2 Mean RsSD?
(mg/mL) il %) (%) (%)
105.9
1 105.3
1050
103.5
] 2 103.5 103.2 2.1
102.8
100.5
3 102.8
99.5
100.2
! 103.5
102.6
102.4
50 2 102.4 101.6 1.2
101.7
100.5
3 100.6
100.6
*1 BEROMTHEORKRE Az,
*2 ;WA L SO0%LLT
SRELKR TR D T-705 2B
AR BRI . HTEIRIE R EMEE W RSD O EBEM
ERRE yenony g i ROR IR U RSD R
(mg/mL) (mg/mL)  (mg/ml) (%) (%) (%) (%)
1.0592 105.9
BROUELET 10530 10540 1053 j0s4 04 1000
1.0499 105.0
et S s o 104.3
sl =g - ome 080
| T2 AT 10295  1.0367 1030 1037 07 984
(40 pg/mL)  (1ERD 1.0377 103.8
104.9
wig - o 108
ST 1.0421 1.0419 104.2 1042 07 98.9
(1 WD 10350 103.5
50.124 100.2
SRdMELT sn762 51070 1035 021 17 1000
Skl sk
n“dl'/hﬁ'ﬂ.( 51.325 102.6
0 " 104.2
(40 pg/mL) IR - HE 32090 ’
4T 51.170 51180 1023 j024 1.8 1002
(1A 50.279 100.6
1 HERUBTHEOKE L i,
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<¥&%k6 > EC-REACTION PROJECT FZeNASEA
(PK BR¥EhHE - 22k - AFMICET 20 Y 7 28Ey)

EC REACTION! Consortium-participating organizations

Participant No * | Participant organisation name Country
1 (Coordinator) INSERM U1137 (INSERM) France
2 INSERM U897 (ADERA) France
3 Bernhard-Nocht-Institute for Tropical Germany
Medicine (BNI)
4 Institut Pasteur (IP) France
5 Ecole Normale Supérieure de Lyon (EMS) | France
6 Aix Marseille Université (AMU) France
¢ Ruprecht-Karls University Heidelberg Germany
(UHEI)
8 Drug Discovery Factory/ Catalyze (DDF) The Netherlands
9 Universiteit van Amserdam (UVA) The Netherlands
10 Universiteit Utrecht (UU) The Netherlands
11 Université Cheikh Anta DIOP (UCAD) Senegal
12 Public Health England (DH) United Kingdom
Partner | REACTION! project expertise
Expertise in emerging infectious diseases (Prof Raoul, P4 Lyon-Mérieux):
- Expertise in Biostatistical Modelling and Pharmacometrics (Prof Mentré. Dr Gued,;. dr.
INSERM arcitd Daric TYi .
Laoulan Université Paris Diderot):
The largest Animal Biosafety Level 4 facility in Europe (P4 Lyon-Mériux).
Specialism in tropical diseases (Prof Malvy)
ADERA E.\'pen?se %n disgase vsun’eil]ance and con}ro] .in Guinea (_Dr Keita):
: Expertise in epidemiology and clinical trials in west Africa (Dr. Anglaret):
Population health surveillance and research in tropical settings (Dr. Sissoko).
Knowledge in applied and basic aspects of virus biology. virus life cycle, pathogenesis and
immunology (Prof. Giinther):
BNI Running a modern research and training centre in the West African rainforest:
Experience in working with highly pathogenic viruses in the highest biosafety levels
(BSL4) (Prof. Giinther).
Knowledge of and expertise in lnunan Ebola virus and Lassa Fever infection and field
1P work (dr. Baize):
Experience in project coordination in BSL4 facilities (dr. Baize).
EMS Exrensi\'e’ﬁeld experience in Guinea to perfom) anthropological research in the local
context of the Ebola outbreak (Dr. Le Marcis).
AMU Expeni_se in clinical virology. spepia!ism in diagnosis. genomics and genetics of emerging
) RNA viruses (prof. de Lamballerie).
UHET Expertise in Mathematical Immunology: within-host infection and immune dynamics (dr.
Graw).
DDE Expglﬁse in the successful management of large international collaborative efforts in
medical research.
. Clinical expertise, community organizer and anthropological expertise on virus outbreaks
Uva S Wect Afri S g
in West Africa (Prof. Nguyen).
Knowledge of theoretical biology and computational biology, expertise in Quantitative
uu - (Pr .
Immunology (Prof. de Boer).
Eaxperts in training students on researching and analysis of contemporary dynamics of
UCAD Afrigag societigs (Prof. Fave). ) o 4 . ' '
Providing technical support to NGOs working in West Africa: Clinical trials. education.
environmental and development issues (Prof. Faye).
Expertise in immunology, translational research programumes in the development of
DH infectious disease vaccines. therapeutics and diagnostics (Prof. Carroll):
Experise in viral haemorrhagic fevers and arboviruses (Prof. Hewson).
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Task Ne. EEZHRARN Subtask No. | XX RSN WE 7]
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#87 MARAND X —2RH
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TIARMEEA S F60ugMBET, Thizpo. T IVTHEL)
321
BIRINHPT O EMIRED LD -
g B =5 1A i
32 BENHPTO 7 7HE D E LG RIVE ORERBEFILFH S IMBSHSILEFTIL ( WEETIL ) KOV TRIMRFERZORIE
(8% : Prof. H. Raoul, e e - 3
. AQ0—F V7. 3 == M
PALSAIRSERG Prophylaxisktp.o T #15 BRCECI10EAM7AN—TFY 7. HPEEE-R) RS
PEPRI.V. TR HEZEGCRE/L—FERA, 10BM720—R£T, BERBRTRANEERE
PK- B2, BE)\—h, REATV 1)L, BROAKL O THEER
ERAR
4ty hEAROAT D21 —)L|1)BHMARKS JCRRRBOEW, 2)ERER CHANBSTHRR
HEXBEAEEEI LY b ( HEEER)
21 B BICRAFE #B
33 T AT 3.3.1
(W2 : Dr's. Gunther, BNIj Do o |EFE(S MAFSIFE (e SHE- FBE RMEONE
332
\BNI 4 - DANAE
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amy (ZTRRIIE RERS T o kn menmmAETOY S ARES S
TR ( NGS\HF
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P SEFNFE (DFELSR  mFS (ELUSAL MEFHBBL LB RBORIEROT U >Y )
335
DH SL¥NIFE (T olt) BRICOEDIHENT Y A S HORA
TR EBPRAEEAEICHE L ARESI TR
PK- 8GN 77 TEIPKRRICE B TELFIE (60°C. 1h) OREE
[, EEFERLICE VT, non-compartment analysis i & 8 FPK/N T
A—4% { AUC, Cmin, tmax, clearance ) EUI#.
336 Non-paramteric log-rank testiC & 3 5 M (L & B % o) 3748,
. HOPK/TDA—5 (BR. HEER ) BEODA N ADEBRND A~
(RAME. AEMAERDER ). REEHERITOVTLE ERMsemi-
p tric Cox 4 i & +) FF{E.
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Graphical representation of the interrelations of the WPs and WGs (ref. p56)
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- / Management (WP6) \
=
g gaJ Project Support Office
S
g £ Project Financial v General
s c Management management Assembly
g2 (all Partners)
£% ¢
g Project Coordination
= \ (Scientific management)
- 2 v K
‘g;n (Pre-)Clinical Trial Data Translation Dissemination,
'E:g Workgroup Workgroup Workgroup
o
= we1 || wes wp2 || wpa WP 5
=

(ref. Page No iZ EC REACTION!ZE i EEDOSRILN— TV &)

63

ﬂ

Alosinpy
1jl3uaias

)&

pieog

g
o
gl S
Do o
m:o'ﬁf‘ o
= 0O & it
azl| z
@ a
S o
o (1]
>9o| 3
a3l g
Ofss S
o & -
a95| ™
== 5
e}
3

3

pleog
Aosiap
SRIRE |

[[



EC: TARTHHERISEE WMREA /AR—aZiHORMEHBE ( Work Package 1 - 8 OFHEILEHELN )

— 3K s 15 24 ABE _ HRTEHER
1
wP HF1y EHORM (1) HEEHORAM(2) (KT E=ml wGhTTu WP F{EjEME (RREMATZ2 1)
EREVDE B2 RBEL AN ARIETFIC Y 27 7 EE | REVDEBRICH § 27 ¥ EEDELBRERRSC L5 WHRNAR S & X P 1! e
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ENIVD

To exchange and gather information working on the
improvement of the collaboration and diagnostics for
"imported" viral diseases in Europe.

EurNegVec
(COST)

The EurNegVec is an European network for neglected vectors
and vector-bome infections. The main objectives are to endorse
exchange of knowledge and methodologies, improve higher
education, facilitate traming of next generation experts, improve
the European and national policies, produce innovation and
disseminate the related scientific information, all these under the
framework of the One Health paradigm.

DDMoRe
(FP7)

ANRS 12316

The DDMoRe (Drug Disease Model Resources) consortium
aims to establish a set of standards that allow the efficient
exchange and re-use of knowledge between all stakeholders - a
gold standard for collaborative drug and disease modelling and
simulation. The set of standards will be designed both for model
and workflow encoding, as well as for storage and transfer of
models and their associated metadata.

A socio-anthropological and geographical approach to better
understand the constraints to the practice of safe nursing.

PEPS, CNRS

The challenges of biomedical research on contemporary
societies. multidisciplinary approach to clinical trials.

ANRS 12242

The clinical trial as a meeting. Scientific logic to individual
experiences: Construction of participants and experiences
biosociality subjectivation.

Program of fight against malaria: a multidisciplinary analysis of
the issues (constraints and opportunities) for the introduction of
ACTs (Artemisinin-based combination therapy. artemisinin-
based combination) in Senegal.

Initiative Subjects and aims
ERINHA European research infrastructure on highly pathogenic agents.
The European Viruses Archive (EVA) aims to create and
mobilise a European network of high calibre centres with the
EVA (FP7) appropriate expertise, to collect, amplify, characterise,
standardise, authenticate, distribute and track, mammalian and
other exotic viruses.
The SILVER programme is a drug design programme to face
SILVER (FP7) L . :
emerging diseases caused by RNA viruses.
The 4-years European mobile laboratory project aims to
EMlab mcrease the capacity in Europe and Africa to respond to
‘ infectious disease outbreaks and will strengthen the
collaboration between scientists on both continents.
PREDEMICS To provide preparedness, prediction and prevention of emerging
(FP7) | zoonotic viruses with pandemic potential using
multidisciplinary approaches.
EDENext To investigate the biological, ecological and epidemiological
‘ components of vector-borne disease introduction, emergence
(FP7) ,
and spread, and the creation of new tools to control them.
ENP4Lab To enhance and maintain cooperation, communication and

exchange of information between European Bio-safety Level 4.

VASP

Vaccine acceptability among stigmatised populations : CTHR
team on socio-cultural aspects of implementing HIV vaccine
programs in China, India and Kenya.

WAPHIR

West African Platform for HIV Intervention Research
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(Pre-)clinical Research | p_ata “ ?v"_sv"a‘,i‘?ﬂ B

- Knowledge on RNA viruses; ¥ - Local connections in Guinea and

-  Favipiravir safety; : ) Ivory Coast;

- Experience in Clinical research; - Anthropological expertise;

- PKand toxicity study; y - Break barriers to care-seeking and
- Clinical phase llb trial; ‘;' - care-giving in sub-5aharan Africa;
Data analysis. { - Predictive modelling: biomarker

kinetics and survival.

REAC;]‘ION!
o

Project management (legal,

administrative, financial);

- Local and world-wide
dissemination plan;

- Education;

- Exploitation in follow-up

studies.

Dissemination/ Management
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