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Multicenter trial of SPP-004 in mitochondrial diseases (confirmatory trial)

AERFAEER (RKR)
BEEMXFNMNEH

X BH
VL BamEr LR TRRR AR TA—S L

HEF:20194F2H16H(L)
AT KB A {F REFERRA(IBRE—IL



SRR T7 RO B (ER)
: I~ : / I~ IJ ﬁ 0) yim http://koinobori-mito.jp/index.php?pathinfo=koinobori-mito.jp/index.php&pathinfo=clinical_trials

REREy
Vatiquinone (EPI-743)

(UMINO00010783)
Vatiquinone (EPI-743)

(JapicCTI-132349)
(JapicCTI-142628)
Aoy
(UMIN000029376)
Ao
(UMIN000009358)
Y I4T5—k
(UMIN000017984)

ElEEEFR)DL

(UMIN000025880)
ENESEEF R L

(UMIN000025874)
ENEERF R L

L7 ILE¥=Y
(JMA-11A00023)
(JMA-11A00025)
SPP-004 (5-ALA/Fe)
(JMA-11A00358)

AT/
(UMINO00017939)
B2 BB SR
(UMIN000031057)

X RIRE
MELAS

) — B e

MELAS

MERRF

Shav k)7 RERA
[ |

HEE

) — B i
MELAS/MELA

S S WINI g

MELAS

ShavRY T IR

L—A~ILIR
(LHON)
L—A~ILIR
(LHON)

B FE ER P
R PR ELBR
Jx—X1
TERER
Jx—X3

E& PR LB
Jr1—X3
&R PR S ER
Jr—X2
F& PR 3t BR

71—X2./3

& PR 5 ER
Jx—X3
R PR ELBR
Jx—X3

B EEERTFE

EER E8IRER

J1—X3

EEE &R
BEEEZE)

721—X3
E& PR S BR

Jx—X1./2

& PR 5 ER
Jr—X1

£k H - MY
WMITBUEN B ARERWR
58—

SR ZNEENEY T2

Kt

J1 g R AR 22 A Ak A RSk
JV U B A RS i A A
S RO 2 2 2 P e o

BALA ICE S L VN T
ICE S L VN E
PNUE 2 N

ST IN G

RN RN

A YN

MFE K )


https://upload.umin.ac.jp/cgi-open-bin/ctr/ctr.cgi?function=history&action=list&type=summary&recptno=R000012615&language=J
http://www.clinicaltrials.jp/user/search/directCteDetail.jsp?clinicalTrialId=12506
http://www.clinicaltrials.jp/user/search/directCteDetail.jsp?clinicalTrialId=12519
https://upload.umin.ac.jp/cgi-open-bin/ctr/ctr_view.cgi?recptno=R000033379
https://upload.umin.ac.jp/cgi-open-bin/ctr/ctr_view.cgi?recptno=R000010995
https://upload.umin.ac.jp/cgi-open-bin/ctr/ctr_view.cgi?recptno=R000020843
https://upload.umin.ac.jp/cgi-open-bin/ctr/ctr_view.cgi?recptno=R000029753
https://upload.umin.ac.jp/cgi-open-bin/ctr/ctr_view.cgi?recptno=R000029752
http://www.med.osaka-u.ac.jp/pub/ped/www/study/st09_brain_3_kenkyu_02.html
https://dbcentre3.jmacct.med.or.jp/jmactr/default.aspx?JMACCTID=JMA-IIA00023
https://dbcentre3.jmacct.med.or.jp/jmactr/default.aspx?JMACCTID=JMA-IIA00025
https://dbcentre3.jmacct.med.or.jp/JMACTR/App/JMACTRE02_04/JMACTRE02_04.aspx?kbn=3&seqno=8077
https://upload.umin.ac.jp/cgi-open-bin/ctr/ctr.cgi?function=history&action=list&type=summary&recptno=R000020747&language=J
https://upload.umin.ac.jp/cgi-open-bin/ctr/ctr_view.cgi?recptno=R000035434

—~

SBRE

Vatiquinone (EPI-743
NCT02352896)
Vatiquinone (EPI-743
NCT02104336]
Vatiquinone (EPI-743
NCT01370447)
Vatiquinone (EPI-743
NCT01642056)
Omaveloxolone (RTA408;
NCT02255422,

RP103

NCT02473445,
Elamipretide (MTP-131;
NCT03323749

Elamipretide (MTP-131!
NCT02693119)
Elamipretide (MTP-131!
NCT02805790)

KH176

NCT02909400)
578422 (ABI-009)
NCT03747328)

GS010 (rAAV2/2-ND4
NCT02064569)
NCT02652767)
NCT02652780)
NCT03293524)
NCT03406104)

GS010 (rAAV2/2-ND4
NCT03672968]

HREER
1) —RfE

[

H= b
ShaVRY 7 REEEN
ShaVRY T HERE
HE=M g

ShaURYTERE

L—~ L (LHON)
ShaVRYTR
MELAS

MIDDIEA

) —HRfE

L—~ L (LHON)

L—A~ L (LHON)

Bezafibrate (N 717 5—! ShaAVRYTHIE

NCT02398201]

Bezafibrate(N ¥ 74T 5—F ShaVRYTHE

(2012-002692-34)
SCAAV2-P1ND4v2
(NCT02161380)
rAAV2-ND4
NCT03428178)
Metformin
NCT02500628)
[0 =N I 2
NCT02809170)
Dapagliflozin
NCT01439854)
Triheptanoin
NCT01379625,
Triheptanoin
NCT01461304)
Raxone(1 TN/
NCT02774005;
ATV
(NCT00887562)
KL1333
NCT03056209)
R SN
NCT00432744)
ZaFUTSRURIE
NCT03432871,
LARSRO—)L
(NCT03728777)
BMSC
NCT03011541;
JueiinksailiviEgi
NCT02427178)
CD34+ Cells

(NCT03384420)
Icatibant (HOE-140.
NCT03177798]
Carbaglu
NCT01599286)

D2l=1ali3i:
NCT02616484)
=, !

(NCT03734263)

L—~ L (LHON)

L—~L3 (LHON)
SFAVRY TR (D)

H= b

FRIFUFY THRERTERE BERR)
SPaVRUTERIEER RS E
ShavR)TIEBSHERE

L—~ L& (LHON)

MELAS

MELASIEM IRV RY 7IFIR SR EE
H =Mk

ShaVRYTREED
ShaAVRYTHIEED

L—A~ L (LHON) [Z MR FH AR
MNGIE

IEFEEMEIF VR TR

E7VUR

BHEBRBEES

H=Pbg 15
JOEF B mE

FIVNEAN) DEREREER | RIBEEA
B7UEZTME

EVES BBk RERE S R RIRE
ENEVEBIKRBRESHRIBE

BASEERRE
RRABR (CEERE)
J1—X2
fisE 3707
J1—X2
AR
J1—X2
ERERELER (CEERIE)
J1—X2
RRABR (CEERE)
J1—X2
fisE 3707
J1—X2
LEAR (CEERE)
71—X3

DEARR (CEERE)
J1—X2

DEAR (CEERE)
J1—X2

TEAR (CEERE)
J1—X2

frE ]

J1—X2

DEARR (CEERE)
7x—2X1/2/3

A7 IER
(Avr¥yar—hMEMR)
ERIREER

J1—X2

BREREASR

J1—X2

FRERELER

Ix—X1

ERIREER

BRERFASR
J1—X2
EREREASR

EE RS (CEEE)

BREREER (CEERE)
J1—X2

WRT7 IR

(A viak—hMER)
AR

J1—X4

BREREURR (CEHRE)
J1—X2

fisE 3707

J1—X1

EREREER (CEERIE)
J1—X3

BRERSUER

EiRHER (CEERE)
frsE 3701

BRERELER
71—X1
BRERSUER
I—X1
BREREUER (CEERE)
J1—X2
BREREER (CEERIE)
J1—X2

ERERAR (CEERE)
J1—X3

e
J1—X1/2

EHERR R R

Edison Pharmaceuticals Inc

Edison Pharmaceuticals Inc

e
+

Edison Pharmaceuticals Inc

National Human Genome Research Institute (NHGRI)
Reata Pharmaceuticals Inc

Horizon Pharma Inc  (Raptor Pharmaceuticals Inc)

Stealth BioTherapeutics Inc

Stealth BioTherapeutics Inc
Stealth BioTherapeutics Inc

Khondrion BV

Aadi, LLC

GenSight Biologics

GenSight Biologics

Newcastle-upon-Tyne Hospitals NHS Trust

by
&
B

Universitétsklinik far Kinder- und Jugendheilkunde
RATIRFE
EREAS

Woodinville Psychiatric Associates

,,,,, Tawam Hospital
TEYRRE
FLIRERERE
Evyn—y K
Santhera Pharmaceuticals
Q0VETRE

Yungjin Pharm
nygRE
TV RE
Rigshospitalet
MD Stem Cells

El=VyoN- ]

Sheba Medical Center
TroE—EILbRE

Children's Research Institute

JOYSKE

Fondazione Telethon

SV RUT RO AR (B
< I\: -/ I~ I) ﬁ 0) y m | n% (l (http://koinobori-mito.jp/index.php?pathinfo=koinobori-mito.jp/index.php&pathinfo=clinical_trials)

Ehfiithist
THH

TFA)H
TFHH
FAH
FAH
FoI—Y
TFA)H
TFHH
Hhry
FRIN S E
FAH
FA)H
Ezd
TFHH
IS5UR
FAH
R
152)7
AFYR
FA)H
EE P
F—AMT
FAH
hE
FHH
UAE
FAH
FA)H
FHH

T AHIED
L E=iE]
FAH
H%E
FH)H
s
EEDFS
FUI—Y
TFA)H
UAE
TFHH
ARSIV
FAH

TAH

TAH

1597


https://www.clinicaltrials.gov/ct2/show/NCT02352896
https://www.clinicaltrials.gov/ct2/show/NCT02104336
https://www.clinicaltrials.gov/ct2/show/NCT01370447
https://www.clinicaltrials.gov/ct2/show/NCT01642056
https://www.clinicaltrials.gov/ct2/show/NCT02255422
https://www.clinicaltrials.gov/ct2/show/NCT02473445
https://clinicaltrials.gov/ct2/show/NCT03323749
https://clinicaltrials.gov/ct2/show/NCT02693119
https://clinicaltrials.gov/ct2/show/NCT02805790
https://www.clinicaltrials.gov/ct2/show/NCT02909400
https://www.clinicaltrials.gov/ct2/show/NCT03747328
https://clinicaltrials.gov/ct2/results?term=GS010&Search=Search
https://www.clinicaltrials.gov/ct2/show/NCT03672968
https://www.clinicaltrials.gov/ct2/show/NCT02398201
https://www.clinicaltrialsregister.eu/ctr-search/trial/2012-002692-34/AT
https://www.clinicaltrials.gov/ct2/show/NCT02161380
https://www.clinicaltrials.gov/ct2/show/NCT03428178
https://clinicaltrials.gov/ct2/show/NCT02500628
https://www.clinicaltrials.gov/ct2/show/NCT02809170
https://clinicaltrials.gov/ct2/show/NCT01439854
https://clinicaltrials.gov/ct2/show/NCT01379625
https://www.clinicaltrials.gov/ct2/show/NCT01461304
https://www.clinicaltrials.gov/ct2/show/NCT02774005
https://clinicaltrials.gov/ct2/show/NCT00887562
https://www.clinicaltrials.gov/ct2/show/NCT03056209
https://www.clinicaltrials.gov/ct2/show/NCT00432744
https://www.clinicaltrials.gov/ct2/show/NCT03432871
https://www.clinicaltrials.gov/ct2/show/NCT03728777
https://clinicaltrials.gov/ct2/show/NCT03011541
https://www.clinicaltrials.gov/ct2/show/NCT02427178
https://www.clinicaltrials.gov/ct2/show/NCT03384420
https://www.clinicaltrials.gov/ct2/show/NCT03177798
https://www.clinicaltrials.gov/ct2/show/NCT01599286
https://www.clinicaltrials.gov/ct2/show/NCT02616484
https://www.clinicaltrials.gov/ct2/show/NCT03734263

Shay

SBRE

Vatiquinone (EPI-743
NCT02352896)
Vatiquinone (EPI-743
NCT02104336)
Vatiquinone (EPI-743
NCT01370447)
Vatiquinone (EPI-743
NCT01642056)
Omaveloxolone (RTA408;
NCT02255422,

RP103

NCT02473445,
Elamipretide (MTP-131
NCT03323749;

Elamipretide (MTP-131
NCT02693119)
Elamipretide (MTP-131
NCT02805790)

KH176
(NCT02909400)

578422 (ABI-009)
NCT03747328)

GS010 (rAAV2/2-ND4
NCT02064569)
NCT02652767)
NCT02652780)
NCT03293524]
NCT03406104)

GS010 (rAAV2/2-ND4
NCT03672968)
Bezafibrate (XY 74T5—k
NCT02398201,
Bezafibrate(N 74T 5—h
(2012-002692-34)
SCAAV2-P1ND4v2
NCT02161380)
rAAV2-ND4
NCT03428178)
Metformin
NCT02500628)
LTZLE=D SRy
(NCT02809170)
Dapagliflozin
NCT01439854)
Triheptanoin
NCT01379625,
Triheptanoin
NCT01461304)
Raxone(17N/2)
NCT02774005,

NCT03056209)

R SN
NCT00432744)
ZaFUTIRYRIE
NCT03432871,
LZARShAO—)L
(NCT03728777)
BMSC

NCT03011541;

fth 53 AR T
NCT02427178)
CD34+ Cells
(NCT03384420)
Icatibant (HOE-140
(NCT03177798)
Carbaglu
NCT01599286)

D2l=1ali3i:
NCT02616484)
= ILEARREA- ™ /.

YTRED A
I~ I) 0) y m | n%ﬁ (lﬁ%) (http://koinobori-mito.jp/index.php?pathinfo=koinobori-mito.jp/index.php&pathinfo=clinical_trials)

P TS
) —RsE

E7VIR
SRAVRYTR
SFaAVRYTREEEN
ShaVRYTHIE
SRaAVRY TR

PR T HREE

L—~ L35 (LHON)

ShavkUTHE

MELAS
MIDDIE A

) —sE

L—~ L35 (LHON)

L—A L35 (LHON)
H=Mbg: 13
ShavRY T RRE
L—~ L35 (LHON)
L—A L35 (LHON)
ShaVRY TR (M)

H=M b

ZRIPIURY THREERTERE (R

Shav Ry 7REME R B E
ShavR) 7R HERE
L—~ L% (LHON)

MELAS

MELASIEMS bV R 7RIS R i
ShavRY TR
ShavRy7REES
ShaVRYTHIEEH
L—~L4% (LHON) (E A BR 4 fR kst
MNGIE

FEEEIFAVRY TR
E7VUR

BEBREEES

ShaVRY THEEES
TREA B

FIVNEA) BB RER | RAREEA

B7UE=TME
ELVEVEBEBIKRERE A RRIBE

FILES  FRAS e EFk =26 O 14 mis i

BASEER R
REBR(CETRE)
J1—X2

jiE S5

JI—X2

AR

J1—R2

EREREER (—EHRA)
J1—X2
REBR(CETRE)
J1—X2

jiE S5

Jx—X2

A Ei( EERE)
J—X

TEAR(CETFRE)
J1—X2

TEAR (CEFRE
J1—X2

SEAR CEERA

J1—X2
=

J1—X2
TEAR(CEFRE)
21—X1/2/3

WRT7I£R
(@Avsviar—MER)
ERPREAER

J1—X2

BREREHER

J1—X2

ERERELER

71—X1

ERPREAER

BREREAER
JI—X2
EREREHER

BEPREAER (—HEBUA)

EREREARR (CEERE)
Jr—X2

HRTI£R
(Avr3yan—MER)
BEA

J1—RX4

EREREER (ZEHIRE)
J1—X2

jrE 37

71—X1

ﬁﬁﬁ‘ﬂﬁ (CEERE)
Jz—.

&.ﬂi;ﬁsﬁ
BRI (CEERE)
i 351

ERPREAER

7x—X1

ERPRELER

71—2X1

EREREAER (CEHIRE)
J71—X2

EREREAER (CEERE)
JI—X2

ERERHER (—EHRE)
J1—X3
PN

KRR #B e

Edison Pharmaceuticals Inc
Edison Pharmaceuticals Inc

Edison Pharmaceuticals Inc

g pg
35 B3
= =

ST
F

i
EY

Reata Pharmaceuticals Inc

Stealth BioTherapeutics Inc

Stealth BioTherapeutics Inc

Stealth BioTherapeutics Inc

I‘B‘

ERfRT Khondrion BV

Aadi, LLC

GenSight Biologics

GenSight Biologics

National Human Genome Research Institute (NHGRI)

Horizon Pharma Inc  (Raptor Pharmaceuticals Inc)

Newcastle-upon-Tyne Hospitals NHS Trust

Universitatsklinik fiir Kinder- und

RATIRE

EHHEAS

b
bl
4

SRES Tawam Hospital
THFYRKE
FLIUREREXRE
Evyn—J K%
Santhera Pharmaceuticals
AOVET7RFE
Yungjin Pharm
ELDEr S
oIS RE
Rigshospitalet
MD Stem Cells

AAVET7KE

&
+H

=
S
=

BRI Sheba Medical Center

HpuT GroA—EILbKRE
ESig

-Children's Research Institute

JOUSKRE

TN

Woodinville Psychiatric Associates

Ehfiithist
THH

TAH
TAH
THH
THH
TUR—Y
TAH
TAH
s
M EE
THH

TAh
+54

TFHH
IS5UR
FAH
Eqy
152)7
AFYR
FAH
EE P
F—AMT
FAH
hE
TFA)H
UAE
FAH
FA)H
FHH

T AHIED
L E=iE]
FAH
%E
FH)H
s
AFYR
FoR—Y
TFA)H
UAE
FAH
ARSIV
FAH

TAH

TAH

LA


https://www.clinicaltrials.gov/ct2/show/NCT02352896
https://www.clinicaltrials.gov/ct2/show/NCT02104336
https://www.clinicaltrials.gov/ct2/show/NCT01370447
https://www.clinicaltrials.gov/ct2/show/NCT01642056
https://www.clinicaltrials.gov/ct2/show/NCT02255422
https://www.clinicaltrials.gov/ct2/show/NCT02473445
https://clinicaltrials.gov/ct2/show/NCT03323749
https://clinicaltrials.gov/ct2/show/NCT02693119
https://clinicaltrials.gov/ct2/show/NCT02805790
https://www.clinicaltrials.gov/ct2/show/NCT02909400
https://www.clinicaltrials.gov/ct2/show/NCT03747328
https://clinicaltrials.gov/ct2/results?term=GS010&Search=Search
https://www.clinicaltrials.gov/ct2/show/NCT03672968
https://www.clinicaltrials.gov/ct2/show/NCT02398201
https://www.clinicaltrialsregister.eu/ctr-search/trial/2012-002692-34/AT
https://www.clinicaltrials.gov/ct2/show/NCT02161380
https://www.clinicaltrials.gov/ct2/show/NCT03428178
https://clinicaltrials.gov/ct2/show/NCT02500628
https://www.clinicaltrials.gov/ct2/show/NCT02809170
https://clinicaltrials.gov/ct2/show/NCT01439854
https://clinicaltrials.gov/ct2/show/NCT01379625
https://www.clinicaltrials.gov/ct2/show/NCT01461304
https://www.clinicaltrials.gov/ct2/show/NCT02774005
https://clinicaltrials.gov/ct2/show/NCT00887562
https://www.clinicaltrials.gov/ct2/show/NCT03056209
https://www.clinicaltrials.gov/ct2/show/NCT00432744
https://www.clinicaltrials.gov/ct2/show/NCT03432871
https://www.clinicaltrials.gov/ct2/show/NCT03728777
https://clinicaltrials.gov/ct2/show/NCT03011541
https://www.clinicaltrials.gov/ct2/show/NCT02427178
https://www.clinicaltrials.gov/ct2/show/NCT03384420
https://www.clinicaltrials.gov/ct2/show/NCT03177798
https://www.clinicaltrials.gov/ct2/show/NCT01599286
https://www.clinicaltrials.gov/ct2/show/NCT02616484
https://www.clinicaltrials.gov/ct2/show/NCT03734263

SRR T7 RO B (ER)
: I~ : / I~ IJ ﬁ 0) yim http://koinobori-mito.jp/index.php?pathinfo=koinobori-mito.jp/index.php&pathinfo=clinical_trials

REREy
Vatiquinone (EPI-743)

(UMINO00010783)
Vatiquinone (EPI-743)

(JapicCTI-132349)
(JapicCTI-142628)
Aoy
(UMIN000029376)
Ao
(UMIN000009358)
Y I4T5—k
(UMIN000017984)

ElEEEFR)DL

(UMIN000025880)
ENESEEF R L

(UMIN000025874)
ENEERF R L

L7 ILE¥=Y
(JMA-11A00023)
(JMA-11A00025)
SPP-004 (5-ALA/Fe)
(JMA-11A00358)

AT/
(UMINO00017939)
B2 BB SR
(UMIN000031057)

X RIRE
MELAS

) — B e

MELAS

MERRF

Shav k)7 RERA
[ |

HEE

) — B i
MELAS/MELA

S S=WINI '

MELAS

N S= AN~

L—A~ILIR
(LHON)
L—A~ILIR
(LHON)

B FE ER P
R PR ELBR
Jr—X1
TERER
Jx—X3

E& PR LB
Jr1—X3
&R PR S ER
Jr—X2
F& PR 3t BR

71—X2./3

& PR 5 ER
Jx—X3
R PR ELBR
Jx—X3

B EEERTFE

EER E8IRER

J1—X3

B £ ERER(—
EERIE)

Jr—X3
E& PR S BR

Jr—X1./2

& PR 5 ER
Jr—X1

£k H - MY
WMITBUEN B ARERWR
58—

SR ZNEENEY T2

Kt

JV UG B A RS i A A A
JV U B A RS i A A
S RO 2 2 2 P e o

BALA ICE S L VN T
ICE S L VN E
PNUE 2 N

ST IN G

$a R ERK 22 B

A YN

MFE K 5


https://upload.umin.ac.jp/cgi-open-bin/ctr/ctr.cgi?function=history&action=list&type=summary&recptno=R000012615&language=J
http://www.clinicaltrials.jp/user/search/directCteDetail.jsp?clinicalTrialId=12506
http://www.clinicaltrials.jp/user/search/directCteDetail.jsp?clinicalTrialId=12519
https://upload.umin.ac.jp/cgi-open-bin/ctr/ctr_view.cgi?recptno=R000033379
https://upload.umin.ac.jp/cgi-open-bin/ctr/ctr_view.cgi?recptno=R000010995
https://upload.umin.ac.jp/cgi-open-bin/ctr/ctr_view.cgi?recptno=R000020843
https://upload.umin.ac.jp/cgi-open-bin/ctr/ctr_view.cgi?recptno=R000029753
https://upload.umin.ac.jp/cgi-open-bin/ctr/ctr_view.cgi?recptno=R000029752
http://www.med.osaka-u.ac.jp/pub/ped/www/study/st09_brain_3_kenkyu_02.html
https://dbcentre3.jmacct.med.or.jp/jmactr/default.aspx?JMACCTID=JMA-IIA00023
https://dbcentre3.jmacct.med.or.jp/jmactr/default.aspx?JMACCTID=JMA-IIA00025
https://dbcentre3.jmacct.med.or.jp/JMACTR/App/JMACTRE02_04/JMACTRE02_04.aspx?kbn=3&seqno=8077
https://upload.umin.ac.jp/cgi-open-bin/ctr/ctr.cgi?function=history&action=list&type=summary&recptno=R000020747&language=J
https://upload.umin.ac.jp/cgi-open-bin/ctr/ctr_view.cgi?recptno=R000035434

ALAEIE ?

5-AminoLevulinic Acid(5-73/L 7)) ES)DERFAT. Nl
MTEERINDSTI/EBEDO—TE, NLDFRADE S RHI
BRI (NLDR)

Mﬁﬁﬁ
TV TIL ALANL) (L A SEE Hz(/co(m
RERRISERT BFMIKDOAE -
JOEY DR o=
CH,
po
FEYIELIZ. TRILF—ELEH H,N

BEICWZBTE T /B,

M TIEIFaFY 7S
EYTIEEKRSR (VOOJ40JL)I1C

http://www.sbipharma.co.jp/ala/& VY




A L\ (heme, haem)

HELEATIX. 8 FDALANG, A=K (B, 42R) L. &Y Ta=vk
1D FDANLNESND, ANLD [CALDNLIDFHFEL TS, BBRIIALD

EEBICIT#FEENE $RICERIT B



SFAVRIZRRICFETSRFEERESEH(I~V) . mpge (o RY7H0)

EREAR—X

ouuy,| SFTURYT S

skaFY 7P whlUyHR
ALV VEE REN
T LERBRES

FRBATPERZEITS.SF VR 7EFIGER
Complex ILILIVE XU MO—Lc DFEERBIZIE.
BRADFELT ALDNKLE

IEEG I Oy FYUTHEE (ATPERL - IREGLOHMHRT) OF

EICIZALA (ANL) OBIELEBHP WA




5-ALA becomes constituents of
mitochondrial respiratory chain complexes

[Model of Mitochondrial Respiratory Chain]

ADP ATP
o, H,0
[Heme Biosynthesis Pathway]
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Clinical diagnosis (n=973)

Short Stature
3 (0.3%)

\/

SUD/ALTE
156 (16%)

Others 5

Nephropathy 6 (0.6%)

Muscle and Nerve
466 (48%)

Enteropath

Leigh syndrome:
187

Cardiomyopathy

64 (7%)
Neurodegenerative
disorders: 60
Hepatopathy Mitochondrial
97 (10%) cytopathy:219

Infantile mitochondrial disorder 147 (15%)
Lethal : 76, Non Lethal: 71




Investigator-initiated Clinical Trial
(coordinator: Prof. Ohtake, Saitama Medical University)

[ The last patient did complete the study in March 2016 and
move to the long-term trial.

0 90% of patients are existing.

[ Clinical evaluations by doctors were almost good.

[ Individual data need to be analyzed in detail.

<Phase Il trial> finished <Long-term trial> ongoing
Active: n=5 2016 Oct

_ Active: n=10
_—

IPlacebo: n= ? I
<Phase Il trial> ongoing
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An outline of Phase Il study, June 2018.

Responder
(Judged by modified NPMDS score.)

Active Active

24 weeks 48 weeks

Placebo

Double blind,
Randomized withdrawal trial
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Investigator-initiated Clinical Trial
(coordinator: Prof. Ohtake, Saitama Medical University)

[ The last patient did complete the study in March 2016 and
move to the long-term trial.

0 90% of patients are existing.

[ Clinical evaluations by doctors were almost good.

[ Individual data need to be analyzed in detail.

<Phase Il trial> finished <Long-term trial> ongoing
Active: n=5 2016 Oct

_ Active: n=10
_—

IPlacebo: n= ? I
<Phase Il trial> ongoing
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