A, PRODUCT PROFILE-1

1. Background-3

In Japan, we have been managed national surveillance
committee since 2010, and have been carried out the research
on natural history of patients with prion disease since 2013.

The study collects longitudinal prospective data on many patients
diagnosed with or at high risk of developing prion disease,
regardless of whether or not they are receiving treatment.

The aim is to build up a very detailed understanding of disease

progression that can then be used to compare with patients
receiving new drugs in the future.

A PRODUCT PROFILE-2

1. Structure of “P092”




- A PRODUCT PROFILE-2
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-The aﬁg)sorptlon of PO92 is
- The di >tnbution of P092 is
*The metabohsm of P092 is

The exmg‘tlon of P0O92 is




B. TARGET PRODUCT PROFILE-1]

B. TARGET PRODUCT PROFILE-2
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C.KEY TACTICAL ELEMENTS-]

Strategy:

-J-phase | should be conducted to define the positioning of
P092 in Japan and to confirm the results of the pre-clinical study
and also according to the recommendation of KIKO consultation.

-Utilize the information in foreign countries most efficiently
for Japan complete clinical data package.

=>Consider additional studies to construct the validity of data
clinical package.

-Facilitate the speed of enrolment and quality using

establishment on high performance study sites and
study networks well managed by appropriate CRC and SMO.

C. KEY TACTICAL ELEMENTS-2

€ Option A: Preclinincal =P [ =PI
v Safety/Tolerability:
Preclinical study demonstrates safety of P092 for rats and monkeys.
J-phase | demonstrate the safety of P092 for human.

v Non-inferiority to NATURAL or other compounds

€ Option B:Preclinical P I /1I a (Single dose~Long-term)
v/ Safety/Tolerahility: )
Preclinical study demonstrate safety of P092 for rats and monkeys.
J-phase | will demonstrate the safety of P092 for human in single-dose.

Superiarity & Efficacy:

J-phase | demonstrates the safety and tolerability of P092 in the first dose,
and the efficacy in long-term study.

.68 -




D, DEVELOPMENT ISSUE (NON-CLINICAL)- ]

1. Nonclinical Pharmacology
Absence of raw data and safety pharmacology studies(S7A&B)

=2 /”)’ \\~

2. NonclmicaJ/choiogy \

Luck of raa/v data, GLP records and TK and recovery stutlies

3. Pharmaceutical Science
No igsues

4. Nonglinical ADME

No isshies

5. Clinical Phz macology/PopuIatlon Pharm/
No issues g\\\L\ -

YA
zokinetics

D. DEVELOPMENT ISSUE (NON-CLINICAL)-2

6. Statistical

Sample size power: The accuracy for estimation can not be high,
because response data for P092 is not enough.

7. Regulatory
*Need to construct the strong rationale about the complete clinical data
package for J-NDS (the reason why we don’t have the Japanese and
foreign data except for the data from the research on natural history)

-Need to produce CTD as NDA dossier based on Gaiyo draft (No
experience in Gihu Univ. or TMDU)

8. Marketing B |
Not identified
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D. DEVELOPMENT ISSUE (CLINICAL)

6. Reasons for the determination rate of the first dose

7. Period of discontinue dosing for patients
-less number of patients
-Patients have poor prognosis thereafter therapies
Discontinuing of dosing will have medical risks and ethical problem.

8. Marketing
Not identified

E. LOGIC OF CLINICAL PLAN & RELATIONSHIP

*Stage of JAPAN¥ *Stage of GLOBALX [
- ~ Research of ;
Preciinical Study | = Natural History v Experience of other trials
e v’ Research of Natural History
L v Information
v Determination of the rate of the Fiirst-dose from other researchs
v Determination of the pace of the Escalation v Information from
v Working out of the Bevelopment Strategy \ other research units
~ Clinical Researchby | | |
} Investigatars (Multicenter)
' T i
v Establish of POC !

v Establish of the pratacol-desian of following studies

v Evidence of Salety

v Evidence of Tolerehility Additional Clinical Research by Spansar
v Evidence of Efffcacy 1

¢ Glohal ulii- cetvter Tielal

APPROVAL (ZL7E

Additional Clinical Research (if necessary)
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Nonclinical study Natural history research '
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Neesstnsasetiraterrnnntaneraivissettanrarrssisaaast

S Option2
P | study ‘

Single-dose
—>single-dose for more patients

Pl/ 1l study

single-dose for a few patients

: confirmation of safety (like a study of anti-canser-drug)
J T |
multiple-dose, dose acceratio : ‘“/-[ Wash-out ]
: search for Recommended dose P Il study -
Multiple dose of RD
Long-term trial Lerom P L) Termination of dose M
~conhfirmation efficacy~ ‘

{( G
: L

Approval
|
P IV (if needed)

F. CLINICAL DEVELOPMENT PLAN-2 (JAPAN)

[Regular Method]
& J-phase | : = —~
- Patients with s,Ua—/ cute prion disease \\
-Open- !abel/"mg!e dose N
-Safety \\
- Superi ,nty to no dose : : \
- @ we £ks of chservation ,
=Ne led concern with the treatment of patients \\
J after termination of the phase | trial
©Global-phase I }’
- Patiel hts with sub-acute and acute prion disease
-Open—IabeI Multiple dose Dose escalation /
Long—tem trial (to patient's desth) ya
-Safety in o ng-term d@@ ing
~$::: ;p@z jority tO\QW dose | P
=>Treatment of after termmat.oa—w thel pn’éé'é ! trial
-71 -




F. CLINICAL DEVELOPMENT PLAN-3 (JAPAN)

[ Irregular Method]
@ J-phase 0: Micro dos

- Patients with sys<acute and/or acute prion dlseaSu\
-Open-label &ingle and multiple dose,
Dose escalation or Maintenance dose
[Micro Zcfse study]
v Sif

- after termmatlon of the &bé’é/e | trial

* We need prove the séty fe-Human-use. @6’92 before the clinical trial.

F. CLINICAL DEVELOPMENT PLAN-3 (JAPAN)

[ Irregular Method]
€ J-phase | /I a; P ,
Patients wntp/oub -acute and/or acute prion dissase
-Open-labgl, Single and multiple dose, A
Dose eocalatron or Maintenance dose ~ \

Long/term trial (to patient’'s death) \

» Safe[

Superiority to no dose and low dose \
"Treo&tment from initiation to patient’s death )

= %\‘@ concern with the treatment of patients

\;

/
\ after termination of the ppdse | trial
€ Gloal PhaseIV (if required) /

- Patients Wm’fh sevral type prion disease
-Open-label, Loaq term | | A
- Safety in long- term Gose- =




G. ISSUES & PLANS FOR RESOLUTION (JAPAN)

~Potential risks assomated with the J-CDP and Challenge~

@ Lack of gettinga ctlve comparator T
1) The Rese’arch of Natural History

Inc7smg study sites might increase inter-site variation

and protocol vioiation.
-Se/; up high performance study sites '
~vell managed CRC and study networks well managed SifOs.

eady started negotiation with potential high performance|investigators [

e

Al

2) Collection of the Foreign Findings and Achievemepts
Mo:\ases prion disease in UK and US.

- More experiments of research and trials |
\ in UK, US and other Eurgoe’oountrles.

- Validated methqd of researches. o
- Have examined more-aatients than_.laga (in the UK and US)

G. ISSUES & PLANS FOR RESOLUTION (JAPAN)

//””"fm%
Potential risks as 0% ciated with the J-CDP and\m’aallenge
¢ Delay of ;,yf‘if%F collection N
-Less nlimber of patients N\

=lncre /émg study sites \

LeS\ number of investigators of Prion disease (Human iesource)

="Visititype CRF" or another method (eg. Remote data entry system)
=>Estab\'sh the Remote data entry system with UMIN

2 FaCIIltat\e\the timeline from Unblinding to NDS /

Vs
= Front-loading. of the preparation for all parts pf CTD/CQRS

except the phase I study befcve the unblinding.

Tmam e
T EEE— T
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H. GO/NO GO CRITERIA FOR EACH MILESTONE




J. PRE-KIKO CONSULTATION

We had pre-NDS KIKO consultation to determine
| the validity of NDA strategy on

» The validity of extrapolating the foreign data
into the Japanese NDA submission
-Validity of the Complete Clinical Data Package
* The appropriateness of the recommended Dosage
and Administration section of the draft labeling.

KIKO will accept the sirategy of exirapolation |
- or recommen us to conduct Phase I/ 1l a study in Japan.

K. KIKO CONCLUSIONS
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L. OTHER KIKO COMMENTS

al we would not Bsgept their

m,, Gaivo and thelmvaview of If with
W,

i 'vl"\;

\;?“v‘;-ﬂd ﬁ e ¢ eﬁw‘io;ﬁ%@ in Japan and that only iy
onally required to confirm the results
;:i &z%@ 0 c:! fine i h@ rﬁi@m@ma g of PO92 in Japar

i ot comment on the validity ¢
g,r because thelr apinion was .l:
of this completing the confirmedory Phase

N. THE COUNTER MEASURE TO ACHIEVE
THE FASTEST TIMELINE FOR NDS wrrmucc,w;ss

® Fortheenrollment _——onu"

X,
Sy

" | =
-Well trained CRCs in all sites (or principle §%te)
// with well organized by approprlatewo

lncre smg the number of sites. \
Uxuper performance sites”
‘ =FaG|||tate symptoms of prion disease \\%
- -Jsmg the scale |

Encouragmg voluntary efforts by financial firms-
Sopt isticated advertisement

‘WEB
through\qut the member of JACOP e




0. THE COUNTER MEASURE 1U ACHIEVE

@ = OF th = 'r'i el fro LS s
ri iy i: ‘4, ; i s clesr g ,_‘ i “ i) \i . ( r’ F"
With ”\/i&//'m Vst i P TR \
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f—

@ For the timeline from un bm iug (o NDS
Di:f“(m loading of the pre
ar —s-m urilalinding

eparatiorn for all parie of C7V
expert tha\phease I sf Jﬁy M fa
m Hf\f\f\zf@m!\f 1S O cons sultation

P. RISKS FOR THE COUNTER MEASURE WE PROPOSED

€ The possublljy/f unfavorable results \\\\\
Unexp;%t’ed high response with P092 N
- Incredsing variability of outcome due to lncreasmg\the sites
De ;rease power due to decreased the number of ta\get patients

OOSSIbIIIty of failure to shorten the timeline

'fflculty of the production for very low dose formulatljﬁm
to definite the efficacy of P092

lnexpenenoe for orphan drug development by aca ;’mla

The'} fossibility of delay of approval for our strategy 'of NDS

*No negotiation for the data package

N before NDS due to skip pre NDS,KIKO consultation

\\\\\
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