=) RO 11“ ®0
: FRECE
~ TO ‘_Ir‘w.vx_ L
N O i =
Njo o] <P N
o o7 w W
& o T B! N
R " =
S | - S
I <3
e e —_
__O._ \|1_/ HL |_M
£l WI a = .m_m
- |ob 7 | 1 N
il —_ _—
T A ol
o —_
a
o i wﬂ
O oI v 1> | BT = ~
.Nﬂ LO o0 ~
o DN o Al il .WL
. WO | A =
o oo s < [ s T o)
Wﬁ Ta By ) o B <M £ <P )
S EHEANEF
< |7 E 3 ° ° " B -
3 |y oH e I . A I A T I A R Y = T ok |
DR L SO B =< T RS I N . i} Mo . i
Qo X W | o |8 oT“_ oT“_ oﬁ oﬁ o = TR T ar
SIS AU LI R i o o e < I I T - o Y
of B A | oo | ey .
A R R EgE w
X | om g i mo | %X | o | gn | oor 300 ® oz £ =3
ol | 1t o (TEWIen | By | o | <KX NI o SI
| ®o M| m 1° N = o
— Ko ~ 70
W = N I
w <

ofl

Ho



)

5}

AazA1

1. 7 AAL AL (TYokES <t

@

12 HZF 37HA

- AS S S

A

/= 20

al
=<

H EH ol

2 AH

o}
LS

S0 SHEX|

Moz

H

7
7+l 2-18M| Z~of &

=

<

oF

T

<+

o

TH

| 2mgolct.

3

1

o 22 10mgolct.

byt

1o
B

o’

F

[of, #HL B4

5}

7 =0

_l

|2~ e7i&otct H7|

Lo
= =

At

7 LIEHX]

Mol XE &

ool
— =

kst

v |
o

tod

)

atof| o

=2

—_

Ll

Kfo

iy
M4
K

I

ol

U

RO
ofl

i

=
__o“_

=3
2 of&tel Fofof iet oHH M2 =E =X

2 50{0F Bf
=71 @ 5&0] 7t

At
Cts ol ™

tch cigh 3 olF

=5
= ©

’
PN
a

Ho Ofu

I

o

ol

H A
T

HMrol22 HAL

HEA]
o o

o 22 Aol A g

otCt.

Hok 2

= B2 #75

I SA| 223A| 8

5

tofof

5}

=N 28
1 mK=)

=LA (galactose intolerance), Lapp FE&

Ol (glucose—galactose

Z(Lapp lactose deficiency)

s |
==

= A
4"

-
o

|.|:|

malabsorption) 2|

=

oll
-




-
<+

oK

I+

oll

off k2t
E=

-

1
o
-

H
[

FAH

=]
=

=

al

=27(=1/10,000 - <1/1,000); of

 —
y —

Y5tACt.

tAl CH &2/ (System Organ Class, SOC)

—

HEA
=

5t &

< cfzol /ol w2t HeolEch:

H
4

A(=1/1,000 - <1/100);

H
!

Ls

N3

o

| =9
ol

s

== MedDRA 7|

—

A{ H

oM 7t

il
, SF2 1:100 - 1:10 2 Z-ofol A
=13

=

<

2144
3

1/100 - <1/10); &35HX|
A(<1/10,000); HIZEH (0|2 75

PN
24 M
/4
=13
C

5) 2AM| o|gke| 2o}
oko|
o}
e}
o o
At 9
o - O

.I

A

3.
0
0f

ol
o8

<+

.
__o_._._
—_

H0

{17F @ A2 Al EEQdck

(s}

Ao 2 LER et

K

E5HA

ki

M 2mg2

Al 27 (SOC)

ri
e}

7|

-

<0

N

1

7o
iy

.I

7t H31E|Q

=
e

Aol

L

S

ZW(Temporary Recommendation for Use (RTU)
of

HZlEH MEA 2~6mg

il

Ae HE

(=]

=
o

A
|

—
Mo
S

NS
program)oi| 2}

Al
=

=Z2tAol M

=
e

KA

<]

Aol Al z=2

b

__ot

ol

0

&

I
o<

<+

KM

3
ol
oF

=
1o

ol
ol
=
oju
olo
K
ol
o

=

5

FOIA| SE=AtRI0| 2F CYP450 S5

ok
=4

ofoil Ao FH[Z 2l Al

FXtol| Al Ol

=2

A

I CHAl=El=22 CYP1AO ©

St=

0

(=]

= Aet.
=

220 9

&= CYP1A &

=3

=3

b

—

[s)

FE A2 (Fluvoxamine) & =

5fi OF
2tE ]

[

0]
I
=




2420 CYP1A22F CYP2C190i 2[5t HEtEH o] AL Xolisto] HElgEH el s H&5IER
(AUC= 178 ol&, €& Cmaxc

126 of
(2) Y222 0 oo FHEIE ULAl|

= = = — -
2H SE5H| pberh
(3) o 2 HelEE, SulH, =uZE1 22 #H=EClotdE X H|-HI=C|otdEA A 2
TH R RUE SIMIE 7 UCh LAFZD of o1t BLHS 1417 4oz HE Fof
Al LAIAQl ofE S et 4oAIE0| HUSHH 2E =t SuE s F0| Al Bt Fo, 7|
oq2, H3SHol sl &&0] FotAct
(4) O] o2 SFAZA Fek2 7Al= EIQE|CHE E£ ojojZ2foint HEF0| g Azt ld
Hoz Rold Uc AUSSESHN LSAER LIEILEX| §Uch SHAIRE o] ofnt HE F0{ Al
ojm|Z2igl Bh= F0 Al 2t ohgZio| Butet gl o0l o AL XLE|ChE B=
=& Al 2o ‘Me[7t et =40 STttt

2) HEFOIA|l FoJt P 2=

(1) HSAHRI(5—-, 8-methoxypsoralen; 5-, 8-MOP)& Al2st= &HAo|A| o] <k
Hof tHAFE Xofistod €5 HELEY X[E SIHITFIEE F2|5t0 Fofsjof shct.

(2) AlHIEIEE S&8st= 2tAtof|A o] 22 Foigt Al AHE|T2] CYP1A2S| Malfatgoz Ha}
Ed OIALE XsliAl7A &

of Al HEtE

-m

= =) .

A= (T UM L S22 QM) CYPTATZE CYP1A22| CHAIE sl

Sto HelEHo| £=x|& ASA|FIZZ Fol5l0 Foisfof siot.

(4) Hs2H LA

72 == ek

(5) ZIH}ObME, 2| Eo|AlDf ZH2 CYP1A2 REME HelEHe €5 S22 ZaAZ £ Aot

CYP1A2 T A2l o] 22 HEFOA 2 MHo| Hes 4 Uch

(6) E¢12 CYP1A2E RE510 g ZAAZ £ Yo E EApt Haled
St

x
e FohiiLL AlRkse A9 8% mMEo| T2
0

Jhu
Rl
=
a
H
[
[
Jhu
Rl
=
E
my
rlo
O
_<
9
>
N
Rl
el
=
rir
n=
u
HM
rC
1o
H
T
mo
0l

gt
ol
=]
I
Hm
r
10
-+

ZAERFEH 2 A A (NSAIDs)
Mg 4+ A22ZE J+SSIEHH NSAIDsE

| :
|EFRICHH = 2 AlZiHof uield H2teEd WEZS M 5 U2 Z ofFol| =&5Ho{ok

d NOZ B MAIES MAISX Tl SBAIY ZIh YA, Hi/EIR By, 2o =
S B4 3wl s AEN = ZENoz [alE G82 LERls geteu), elatol
et B5ES2E YL NS Fulske oMl E BESHA eect

O| A o




A
T UA22=, 0f

Ktof| A &Fod

b

[

TN, Z R RO of ofel
2]

of wel Weld Heted X171 ZAZHF2H Set

b

—

HE gict.
5

g =of

!

ok
2

ol
ety of okg il

Xtof| A o]

Aol A F
LInbj b= 3

b

[

2

I-OH

o

I

[

X
=

F

2M| o|gke| Z~ofof Cf

b

: 2
o

—

k
FCt

—

F

(<)

FXtol Cf
7t

—

g

=
S

of
10. 2AFFOoA2] XX

Mop/ofoll chat
=|x| gHech

off oo

7.

~ S E) <) 1]
M < 1l = ]
I—-_._._ =3 pa—
= T __“_._.I_._ s il
ok _Mm =z mv_“._o <
olo < KT i
ol %l 0| S 1
ol o T K uH
T = Ki wﬁ AT
o o - =l
—_ o .
m._:_ 01 au O = o .._.A_..o
S G o = gl
o o W w s
H o M | o~ & ool
20 op 0 lof =
_ — =)
@ - [N HI_M - KU nH
ol U N < = K ol
& 1 =
or el T
s > Bl oT woog SR
= K H & u..Auo L=
= %. —_ =0 ol gl &
0o ~ M =< r KT
C oo Ol g gaou
o I R ol e ol 3 m____
F R CTIE T = @
Kd G = N 5l
il H <F _ ol K- ©
2 _ 5 _ © ar o O
ol = S = ul <} ol o
ok Y W K = 3 u
s T NR o S I
o @ o M x oo XN Ny
oo ot = of = < s = 0D
wr K S <l ol =
= o K o0 &0 — Ko ™ <
o = - = K ol iy n = = 2
5 = Mt s @ o = T Rl X0 H
w- — K <4l of Rl ha oo o K0
o N o om0 L S
— ™ ok or O - 0f ] AL i
X o _.w_.m _ME op Kl R R R ol
qAF g oo AW o Poor <
ol = ) S ol ol ] ol oo {F or <F ol
S = -7 N oE A oE U S T N ©
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=700 MMz on|Res S S P2 FAL H[E2 0] oF Fo{oAM {2k tiH] SAHFH2
2 7ottt S7H& LIERUCH69.8% T 39.3%, p=0.001).

THZEET|o| UL 2ofT, = Z&=rMHA|ZHLongest Sleep Episode, LSE)OIAl |2k Cid| 717+
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HHE X2 YWHdgHSE)[95%
et F0{# | ol SH(SE)L AtO|(SE) 95% ClI p valuex
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Qs = ok —-0.70(0.244)[-1.19, —-0.22] | —0.83(0.355) | -1.54, —0.13 0.021
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)=

of (

of (
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of 0.17(0.409)[-0.64, 0.98]

o=2 7(-|I:||-X-I jl _\L=17|.I-IE

o| <k 1.96(1.328)[-0.67, 4.60] 0.13(1.901) -3.64, 3.89 ns
2| of 1.84(1.355)[-0.84, 4.52]
* MMRM &AM Cl=confidence interval;, SE=standard error; ns=not significant
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sx7HE R27|2F &, FHEO| X EZ(Composite Sleep Disturbance Index, CSDI) HIIE
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2| F -0.75(0.608)[—1. 95 0.46]
CSDI o| <k 1.43(0.175)[1.08, 1.78] | 0.72(0.254) | 0.22, 1.23 0.005
oFE T 2|2k 0.71(0.184)[0.34, 1.07]

* MMRM 24 Cl=confidence interval; SE=standard error
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T FES AHAERGN D v v UsFETe ok dEAe] Loke] EHF ARE A ALHUL

o, o iix}iﬁ(zﬂsxﬂ)gl 5o &85 /MAE sl UM o s
- ‘AZFAA A 2mg o] ofFEeHE vl W LG A A fARE ZERY S Zhe AS0E U

F5Y 7HE AT G4 GRANE L F 14FE FEETH A Fo 27, olFE7HE 2mg R 3F+E&F
B7F & 1057 & 137, /M 13k 135, 0 24 7872 FAE JoH, a4 14, 24 Brhd

= olFwe/te 135 ¥ WrbERla, g4 grkdes & U Brhies Jd 525744, A giREe] A

ZAHE Ao 145704 714,

- olFwvH Eo] 135 & TST W37l $oFe] o 99 B3] Melatonin-Neurimo| Al ¢F 578202 Z7}5}]
Hlo] 22}l 3243% thrl WstolA FAZ R FostA FH AF Ao](Melatonin-Neurim - 9°HE YERY
(95% CI [2.38, 62.26], FAS, p=0.035).

- £ ZE7)= Melatonin-Neurim oA ¢k 408 74l om, Yok Bl 4 A5 2jols= EAZOE &
9J3k -25.20%(95% CI [-44.61, -5.80])(FAS, p=0.011)C.2 2.

- 7 Wrhes A 2774 A" BES fASAeH, AEAR HrhE Baa WAzt
Zhell Al wol2-gkel o] A EE A HER.

- A HidE ol oRE % ¥ Tl doH, R AU A ZEadst fASHA e,

- AR dE #Este] s ARE WU A, A 9 e e Zlow #EE.

Z20F o5 A F(CHDR1219)ol Fofdt A% W= 7~154 24 74 Ulﬂ o] Aolol oig & HA ZAM &

AHA Fou, $5 AALLRNE 717 LotollA sl FHES A 80%0] ol2H, o] FHA |

= e 28 g #dd Aow dEA S, o A7 JAANPAA Lot EAE R T A

EW9] FuA X85 AFHE B8t 9oH, Jan(1999) Tl WEH Ao} SAto] WekEY 25~10mge] &7

AU AT

A QA FAA ZHE 2~6A] AR T i olFwrtY 717 B¢ FEARIE MY R A, &

¥ FFAANTST) 2 FARE7SL) Aol gk A&7 7174 A¥TH A fARE g JE

WEE 2~64] SAre] §H-&7Fo] Attt Ay,

o
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> ol OHT
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2 AN 3 AN 14 e F
FAALE frofaHA %7} 7oy, AGFAdE & 2rarpAys S57 SA7E 45l 23E A ke
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e ASD Autism Spectrum Disorder A3 2~¥ E ] 7-of

e CGAS Children’s Global Assessment Scale °}&8 Zuha 7|5H 714 %
e CSDI Composite Sleep Disturbance Index &% FHA| A

e ESS Epworth Sleepiness Scale 7t &+ A&

¢ LSEQ Leed’s Sleep Questionnaire 2|2FHYA|

e PSQI Pittsburgh Sleep Quality Index =W 1 FHe| & A

e SDQ Strength and Difficulties Questionnaire 773/ '¢d AEA]

e SMS Smith-Magenis syndrome 27| 2>-P}A| Y 2Z57

o TST Total Sleep Time % F~HAIZE

e WHO-5 World Health Organization Well-Being Index WHO€® A
70 Ee 2 ' o Ed Lo et Xz

L1 AFAR

o AFY: €Ul BERUALAIL ] (B EY), SeuolErusAtdsde 19 (W EY)
o SFg2tgo] w2 EF(Pharmacological class) : [112] WA
o oFEZE 7)H: 94 HBEY

12. 719 2 MEE 4

o 71N 2mg(BEFEW)2 RAD Neurim Pharmaceuticals EEC SARL(Z #2304 7= o] 2007.06.29. EMA
% (No.: EU/1/07/392/001)8 #5202, d=¢e o2 AAG 7taNIAREHE AZst 30 Alofe
Z FE557H.

o ST YO ENUMTH(BHET)L Ao} AARGA e Fato] EHF] R N8E 5XHOZ RAD Neurim
Pharmaceuticals EEC SARL(Z& )0l A 4o} gako] Bof =5 JHAsy] fa A4 4mm o]dt BAZ &
5= HYAo]ze] ALY HAE NEeste] AH2HEGGN L AR FHAASS G Lote] BUHF A EA

5 +

Z 2018.09.20. EMA %<I(No.. EU/1/18/1318/001 ¥ 003)® F&Ho2 gaute] 574, M2 &9 &3 oFF
of gl ARAEFFLE FH7F WA,

- Euel ErU A1 2 19 (e 20230019757, 2023.01.30.)

- Ul ErU A5 E 2] 19 (e S 20230085535, 2023.05.04.)

o 4

A
A

A3 Hes A8 R A8H

¢ AST : &oF 2WT

- 2T R A A, FREAL 5 sl/Ee Astd FRd] AMEE £H)os ddHE Fud ddd
FRAQ] 32 Tl F

- A AA ATl mEE FESe AF, A 8 w7 wet R 10~15% 4 BAske dRAQ Bh 54
o= A

- USSR AR g oS JEE SR v, Ad A EYAO)(ASD), AAAA wE JIE
A

Yoz BA%H AL AL,



73% 10~30%), Al7gae

50~75% ©l& ¥HF Eo(Mindell et al, 2006).
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22, $A) 9 % F(Drug product)

221, AZAAY FF FAA, XA, FATA, HolAo AFst 49
o AHAY FRE AT (FL A1)

222. A %FE NFEE

mE4  BEIAE A4A (OpH O¥%F O %)
SEAY (M #92F O 78) maztysR
05548 07848 masAd O B2F/A%- A9
NP pE] ¥5H F WE AT
AAAE
WSO/ 8EAT W ATEHHA/AAZAAY O Y=/ AAEATY
0 24401208 0 SlRPaAd/aol Rraaeny
07248 o u1 AEREAY O BLANAANT O 2840124
0 238448 O ARE4/29423408 0 424948 0 3449 O 78449
A GRo] HFH 5 WE AP
CELAR  HARAE, BLANE, A2EUAE, 259
FPAE  AEREATY, AR YAEAT 5

31. 959 %E AAA

32. A FE9 AN

NEZF NEg=1 7188/ 44 A3
BN HENE 30°C/65% RH EIPNS 71% O A%
7HEA R 401C/75% RH PVC/PVdC/Al 1% U A%

33. ARAE} H =9 FHrEF
o NAAE : AB L EY], AL1~30T) B, AZYZEE 2470€

34. HFAFA tF A oA
o SHHRAY AT AT uE
e AZE AR ook AR A2

4. SMo| B3 X7

o ‘AMFIAATA2mg o] HAFS FEHs] el AAE RYFARTE JoBR, AT|oA s Aol HetEY
Al e g 2 & 49 A8s xﬂ/\]q
o FAHG npe2E o] &
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41. SANIAAE N8

o ‘A7HAALA Mg o A4 HIARAR B F F5Y FEU AF A FUIE ASE v AR sk Qo
42
NBZRF < 2 AT [Ty Foq713t £ (mg/kg) GLP A7
212mg/keol A A FZ71e
SD Y= AT 90 03,12, 6 O Qiﬂgy&%% o/re
=75mg/kgollAl - TR,
Fol A% gy, gl
z—'_E_ = & == ng Eo]
WH g | A% 13% 15, 75, 150 g2 BEE AF S
HEE o= A A F ° l O AAFHN oY 308 o A&
HZ 5o 5841 A, 75mg A 9 150mgoll
AN EE 7 BE
150mg/kg FHAM HEF
WH %= AT 265 15, 75, 150 O |37} dE, 3 WAy
iy
lE=] AT 6702 04, 15,8 O |ZE $379A F2 0 &2
B
%%gol S typhimuriam A 5,000 ¢ g/ plate O &4
o EO:]\:ﬂO U}"?‘flan;\jx_u}' ﬁr/H 3,500 B‘:_E‘ O 2]
Trf\dé*é =Dl ol 3,000 1 g/mL O [#4
= o A1 A o Z r= -
U hgpay=a A | O |gadole 4294 e
28 | CD-1 o} | AT 19 400, 800, 1600 O &% 3715 fr=shA &+
&3t w2~ Y Aled A ANEFEL FESo TS
Seg I | sDA= | AT T 15, 55, 200 O a4 sre "
=150mg/kgellA  AFS7}
4, 2100mg/kgol Al w1z
SD #9c AT J416~19Y 1, 10, 100, 150, 200 O 829 AZE Yy
HAEA s mAA
0} O
S h=1
Seg 11 200mg/kg AFF7HE A
SD 9= % A416~19Y 50, 100, 200 O [ZA=4] 9FE mHA
0}O
S h=0
NZW E7] | AT =13 15, 75, 150 O |58 3A= #2HA &
xgﬂ;]g;g NZW E7] | AT A 417~199 15, 50, 150 O [H-eiAtl PA= 9% =
=M 3 200mg/kg EFAEH], 77
Seg I | SD R#= 7 dAale~r21% 15, 55, 200 O |7t 7 A7 A% 2 AEe
oA 7k
SD 9= " Fo| #AA Ygo] AEEA
142
odw) | AT é 20, 80, 160 O loto} MTD 160mg/ke® 2%
160mg/kg  L3lelA 7+
. PIRET ¢ 9 F LR
TE ) op g R s A
(23263 8) AT 70 20, 80, 160 O |94 =+992%, 80mg/kg
7 2 160mg/kg LA
719 2 3% St
NOAEL: 80mgkg
500mg/kg Ak 10te] 2,
npo =300mg/kgol A FHAaTF,
(rasHZ—,;l:jgaé) 73T 5Y 50, 100, 300, 500 x |E5% BHAYEEE #E A
5, AFIHE ARAAF
HFo} A A KA
op-9- 2 o 5 oFm 5 5
(rasHD o1 %) 7 289 30, 90, 180 O [ANgkE &4 Wl Az
o8-~ Aok Bl JAE A7
(Tg}r:st V| AT 26%(671€) 30, 90, 180 O _; %i; ve

_17_




5w | = 2 A% [5a1d]  sanig 7 (mg/kg) | GLP A

150mg/kg FHANA 33
TE Avg S7PF B2
Holoy, AR #9

34w

WH %= 73T 1045=(2°d) 15, 75, 150 O

42, SRNFAE AY Qo (N 8

421.

422,

423.

424.

A3 B XA Y(CTD 4.23.1) (Ao &)

HHEEQEXAY(CTD 4.23.2) (Ao &%)

AZHAY(CTD 4233) Mok a2

A2 HAERAY(CTD 4235) (Aot o2

4241, TH%5 9 78 TAHANF (A ekt

4242, " - JATYAE Akt S

4243 ERAZTTN D ZAZSAF (2o g

4244, BE7)5EANE L 7EF (2o &7

425.

4.2.6.

2ot A E (CTD 4234) (MoFe 89

7IEFS A F(CTD 4.237) (Ao 89

43. SA| g AAA oA

AR A 2mg FEH7E Al AZHUD BIQEGAREE AZSAoH, Aot HIFE S 95t 71
2 AAE 9 7SN AAES AER

A d MEEAANFT °*}‘6}7ﬂ AAE %oz W8] (3~269%) =

160mg/kg AA A 7192 AT, FTAFH G vATA S7PF FZEJoH, Ha FFY (Il A)
H7beE Fee)zdol %ﬂgﬂﬂ NOAELE 80mg/kg/day® AZHAOH, =FE Cpa 194 1g/mL, AUCopum
222 ugh/mLOE ZAME.

1 9], WHF7](estrous cycle), “3/3 S (balano-preputial separation, vaginal opening), A} wWl7/|H4 B 7} 5o
A Ao Fojo o3 Y HEHA Be
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o AAWEA) 9 FHANI} Y 2174 A0k AR § DHEDnYAEY] 22 2mg 2 10mg BT
T Al Cuax 22 0965, 397ng/mL, AUCu.q 27 242 9 124ng'h/mLOE HZHo|, A= w&r] =4
NOAEL 80mg/kg 71% =% thd] 40} 10mg FE Cyu 48868 2 AUC 179819] S Uehfjo] Aots
Qo 3 WetEde Fof ke SHE FoE Ay,

o 57] HE 23~26UF = 70Y(%4~9%62H) T4 FASHOH, ofs AR 7IEoR 237 ElM 26710l HEEHH
Ho 7 16M74A] 2R F FEO Y} FAT S tEste 22 AHE. (FZ. The Role of Nonclinical

5. of2|ztgo| T3t KB
o AR WAL A AP g, B 4 L 23 e

51. FEZEAE Me
o &M 3 AAHE 12 522 WEUL £ 2HA FAH IS 3}
o WetEUS] A AT LEo] W 2HE FF WeEY Z2HAS ATets e EY AVWE AR 2 A,

‘MDA A2mg o] A 2 FEAS A Y] AN " HYAARE AAF
o A7) HolE 9 tREo] A¥AHEJA G (AubtDgol) Lojol el WeEY A LMY Y D fEAT
#e 98,
52, EEA Y

o ‘AR mg o FEHL GA ARE AET.

53. dutFP N (e ¢AA )
o AAIAPImg o] EBH} IA ARE AF.

¢« BEFW, B 9 WEFCIA, BB, RolFH, F48, £E, 230FF B3, #9EY U, DAAE,
HAAS SFBE, AAY HERE Fo| £FE

54.1. F5(CTD 4.22.2) (A<t 33
542, £-X(CTD 4.2.23) (A<t 13
54.3. WWAHCTD 4.2.24) (A<t 33

544. WA (CTD 4.225) (At &l3)
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55. okeld] tf@ WA 97

o« 5 E29 AZHARAmge RERRY A2E 24 Er FAwe) 270 9 A2e £9-8F o|opE oA
=
=

TYANY A=l AFo] 2FEHY, aof Y 1 FeAE B 3 dSAEER RIME AEsdlenz &
o5
= d.
6. YMAHLMo| B3t AE

61 YHNYAEY AFHH(GCP 2%)
o 2oh BAF Y Sed UG FEHNE 5ol T AZY QI BWERY 22, 33 YA
12)€ GCPoll weh ABH0w, §3 EMAS 57h B4 AZABYE 35 A5E A2,

o

62. YIANAAEH Ne
o 'AZHAMEAEImMg o FEE7E BN AEH ddAFS Asta, sYuelEruAlA F557FE A7 319
UFAIFA T (A F7))o et 2oF A2k
s Fo-8%(mg) o713

N3
6-92 (1992 2 ©3
AR AR AR 7-93 21993; 2 @3]
Img "YU A A (2 F)
m A A A CHDR1742(2018) 1,25 2mg A 7FA A A (4] %)
5mg YA A (A /A F)
Kitzes et al (1994) 2 @3 (A /A F)
962001 (1997) 1,4, 8 ©3](SAD)
Z7IW A F FFHPK) RD625/22940 (2001) 2 3 (A AA, AH/AF)
NEU child-PK 2(X2), 10(X10) | 1.4
/CHDR1219 (Img PP
RD625/22963 (2001) 2 3)|(A v E Y 800mg #5)
o RD625/22964 (2001 2 ol g}l 75mg FrF-
FEHERE RD625/22965 E2001; 2 Ei]gal ozl 50m§ %%'—;
NEU 112001 (2001) 2 @399 10mg #7)
NEURIM 1V (1997) 0.2, 05,2, 5 10T
NEURIM V (2000) 1,25 65
NEURIM 1 (1997) 2 3%
_ NEURIM VII (2001 2 3T
LECRERE NEURIM IX (;005)) 2 3%
NEU112006 (2008) 2 35(DB), 265(DB extension)
NEU_CH_7911(2018) 2,5, 10mg | 135(DB), 135+785(OL)
(Img WLATE)
NEU VIII(2003) 2 3T
951003(1997) 5 671 ¢
951004(1996) 2 3F
_ 951005(1997 2 35
718 944 951005;(20021) 2 671
961009(1997) 2 6
201005(2004) 2 35
NEU BP(2005) 2 45
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30424(1995) 2 45
NS T AF BIA 12545A(2009) 2 3F
o A WYrEA FFshAoldYF X3S MDA RAET Hlw FIHgE AEGAGAFARE AE[h] WY A
WA A7 0] wEo] AL, PIUMNA Y =F8 2old o3 FF B AFdPon, A HS
=5 =3t ;A AAAFS NEU_CH 7911013, 135 AHE & F FHAZE #slh 9ok tin EAd 0=
Fo3 S5 ek
- o} AT Ao A7) SkAAH LS 93 NEU_CH 79119 F/hehE 91371 Z&E 0] 92
63. FELATA Y
g Ad _ o] = %o _
. AEEH | AL U3 82| F48F 9 ¥y B 5 A
Al (M3 717t

[CHDR1742] A single dose, randomized, four-way cross-over, bioavailability and food interaction study of PedPRM
(Pediatric Prolonged Release Melatonin, Neurim Pharmaceuticals Ltd) and Circadin® tablets in healthy male and
female volunteers

174|CHDR1742 |v] U A v} | Z27) A73 -A: PedPRM 1mg &3] <255k <%F 3>
(2018) A A |D3EA [2YAt - with food g%, ety * PedPRM 1mg# 5mg 319 &%F
7+ A 4 4-way 241 ‘B: Circadin 2mg (Frep) vEde vE HEE G 2
A 3 o | - with food 79) |<@HE> o Auce) 0% a1 89108125
of % 5} 1] C: PedPRM 5mg IS S | o) mysel gPuALA oz
W - with food HE.
‘D: PedPRM 5mg - o 8e384 0.75~1.349] 7]
- without food 95l PedPRM 1mg# 5mg Atol
o] gElEgo] UFH.
“4-way crossover c @ 9 oo dgEd =
- ABCD & ABASF 0.896(p<0.001)S
- CADB LhERRL
- BDAC * PedPRM 5mg o] 2o]gaks
- DCBA B A, T8 AElA G
51% #4, AUChw 14% HAaE U
Epd.
* PedPRM 1mg, 5mg¥ A7FdA%
A 2mge] o A Aeld
44 081258 e
AUG -0l A Ml FEAo] Elg.
<A @Y AI>
Sequence 1 A B Cc D
Sequence 2 (¢} A D B
Sequence 3 B D A C
Sequence 4 D C B A

Treatment A: A single dose of 1 mg PedPRM, administered to the subjects in a fed condition.
Treatment B: A single dose of 2 mg Circadin®, administered to the subjects in a fed condition.
Treatment C: A single dose of 5 mg PedPRM, administered to the subjects in a fed condition.
Treatment D: A single dose of 5 mg PedPRM, administered to the subjects in a fasted
condition.

<A7EH HAR>
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Table 2. Summary demographic and baseline characteristics

A1l subjects

Rge (years)
N 24
Mean (SD) 30:3 (12.3)
Median .
Min, Max
Height (cm)
N 24
Mean (SD) 181.4 (9.0)
Median 181.55
Min, Max 166.6, 196.9
wWeight (kg)
N 24
Mean (S5D) 7652 (13:0)
Median 72.950
Min, Max 53.¢, 100.75
BMI (kg/m2)
N
Mean (3D)
Median
Min, Max
Sex
Female* 3 (12.5%)
Male 21 (87.5%)
Race
american Indian or 1 (4.2%)
Alaska Native
Mixed 2 (8.3%)
White 21 (87.5%)

<k
Table 3 Overview of treatment exposure.
1 mg PedPRM (fed)

2 mg Circadin® (fed) | 5 mg PedPRM (fed) | 5 mg PedPRM (fasted)

Number of subjects | 24 23 23 24
Source: Appendix B, safety report
<¢FF 87>
* PedPRM %! A7}dlo] oF53} et
14

= |
E
> 054
=
s Treatments
"E 3 -8~ 1mg PedPRM po fed
g ! - 2mg Circadin po fed
& i -@- 5mg PedPRM po fed
<o .9
% 044 e +@= 5mg PedPRM po fasted
g |
)
= o5+

0.014

0 § 10 15 20 25

Time (h)
Figure 1 Mean PK concentration-time curves per treatment group, on a semi-log scale (standard
deviation as error bars).
Source: appendix D, PK report NCA baseline corrected

* PK }2hv]H

- A7 2mg e =d T ® YEFH Y ZA0EZ Q)
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2V

gk ol

(H3) ANAEZH | HAA g A FHEF 2 EE 2+ Vs a3

o

- 5mg PedPRM®] 4/ 51 4% PK setujEol A & o g0l 53
71e ASE Uehd.
Table 5Summary PK parameters of 1 mg PedPRM (fed condition)

rlr
1=
Kv)
it
rc
0
g

WE,
>
C
0
it
03
B~
>

Parameter n" Mean sSD cv Geoldean GeoCV Min Median Max
Cmax (ng/ml) 24 0.62 0.37 59.18 0.52 7197 0.09 0.58 1.47
tmax (h) 24 2.34 1.46 62.18 1.87 88.05 0.25 225 5.00
Term (h) 24 1.62 1.00 62.01 1.37 61.74 0.58 1.26 4.35
Lambda_z (h-1} 24 0.58 0.30 50.83 0.50 6174 0.16 0.55 1.19
AUC_0_last (ng™h/ml) 24 2.06 117 56.74 1.75 68.08 031 1.74 4.51
AUC_0_inf (ng*h/ml) 24 2:12 1.18 55.50 1.83 61.41 0.50 1.79 4.56
PercAUCExtrap (%) 24 3.87 739 190.92 210 123.76 0.54 1.61 37.70
CL_F (L/h) 24 639.05 392.59 61.43 547.13 61.41 219.24 560.57 1982.58
V_F (L) 24 1551.89 1872.42 120.65 1085.21 91.02 30245 1075.50 9316.63

*=The fitted regression line is fitted based on this number of subjects
Source: Appendix D, PK report NCA baseline corrected

Table 6 Summary PK parameters of 2 mg Circadin® (fed condition)

Parameter n* Mean SD CV GeoMean GeoCV Min Medran Max
Cmax (ng/ml) 23 1.04 0.69 66.91 086 69.32 0.25 0.83 3.00
tmax (h) 23 220 1.58 71.73 1.53 128.32 0.25 202 5.00
Term (h) 23 23 1.74 75.22 197 57.21 0.97 1.96 9.18
Lambda_z (h-1) 23 0.40 0.17 4424 035 57.22 0.08 0.35 0.71
AUC_0_last (ng*h/ml) 23 a3 250 65.31 315 72.47 0.73 288 11.22
AUC_0_inf (ng*h/ml) 23 393 256 65.07 324 71.90 078 294 11.50
PercAUCExtrap (%) 23 285 2.30 8047 216 89.76 0.57 21 9.85
CL_F (L) 23 752.52 522 66 69.45 616.77 71.90 173.98 680.03 255413
V_F (L) 23 222155 1695.11 76.30 1750.05 79.14 537.14 1854 66 716232

*=The fitted regression line is fitted based on this number of subjecis
Source: Appendix D, PK report NCA baseline corrected

Table 7 Summary PK parameters of 5 mg PedPRM (fed condition)

Parameter n" Mean SD CV Geallean GeoCV Min Median Max
Cmax (ng/ml) 23 357 364 102.06 261 91.88 0.46 277 18.20
tmax (h) 23 3.1 1.68 54.06 256 80.28 0.50 3.50 6.00
Term (h) 20 1.32 0.70 52.84 117 50.99 0.59 1.14 332
Lambda_z (h-1) 20 0.65 0.28 4303 0.59 50.99 021 0.61 1.18
AUC_0_last (ng*h/ml) 23 10.54 10.23 97.02 799 8327 1.62 767 51.84
AUC_0_inf (ng*h/ml) 20 10.99 10.83 9855 8.20 87.27 1.67 812 51.86
PercAUCExtrap (%) 20 1.15 1.79 165.26 0.57 178.89 0.05 0.62 7.87
CL_F (L/h) 20 788.10 639.47 81.14 609.53 ar.27 96.40 616.10 2985.62
V_F(L) 20 133040 1247.34 9376 1031.06 78.76 209.57 106040  5938.12

*=The fitted regression line is fitted based on this number of subjects
Source: Appendix D, PK report NCA baseline corrected

Table 8 Summary PK parameters of 5 mg PedPRM (fasted condition)

Parameter n*  Mean 8D cv Geolean GeoCV Min Median Max
Cmax (ng/ml) 24 173 1.40 80.85 124 109.07 022 1.41 5.13
tmax (h) 24 206 G5 102.47 135 M271 0.50 1.00 797
Term (h) 23 3.66 1.28 34.15 344 38.04 1.70 372 5.96
Lambda_z (h-1) 23 0.22 0.08 39.08 020 38.04 012 0.19 0.41
AUC_0 _last (ng™h/ml) 24 8.79 6.61 75.13 6.65 94.25 1.20 7.70 2543
AUC_0_inf (ng™h/ml) 23 9.51 7.19 75.60 728 90.28 136 7.99 2964
PercAUCExtrap (%) 23 334 372 96.90 2.51 121.03 0.49 205 14.20
CL_F (L/h) 23 918.81 801.82 87.27 686.75 90.28 168.69 625.42 3710.12
V_F (L) 23 461634 411248 £89.09 341254 89.80 115339 314423 16301.05

*=The fitted regression line is fitted based on this number of subjects
Source: Appendix D, PK report NCA basefine corrected

* PedPRM 5mg 78] 2jo]9dE B71et A3, 35 e olA Cuax 51% 74y, AUG. 14% &S YERY.

Table 15 Food effect on Cmax results
Treatment Ratio Estimate  Lower _C/90  Upper_CI90

5 mg PedPRM (fasted) / 5 mg PedPRM (fed) | 0.49 0.38 063

Table 16 Food effect on AUCo.» results
Treatment Ratio Estimate  Lower Cl90  Upper_CI90

5 mg PedPRM (fasted) / 5 mg PedPRM (fed) 0.86 0.73 1.005

* £330 #A: PedPRM Img3 5mg 71| &3 HIHALS g 78 G 2 AUCE] 90% CI H2(0.8-1.25) Wjoll =
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Table 9 Dose linearity results - Cmax

Parameter | Slope  Result_Low_Boundary CI190  Result High_Boundary CI90  Limit_Low_Boundary_CI90  Limit_High_Boundary_CI90  WithinLimits

Linear
regression 098 0.85 111 0.86 114 No
results

Source: Appendix F, PK report analyses

Table 10 Dose linearity results - AUCo.-
Parameter Slope Result_Low._Boundary_C190 Result High_Boundary_CI90 Limit_Low_Boundary_CIl90 Limit_High_Boundary_CI90 WithinLimits

Linear
regression 0.91 0.82 1.01 0.86 1.14 No
results

Source: Appendix F, PK report analyses

Table 11 Dose linearity results - AUCq.jast

Parameter Slope Result_Low_Boundary_CI90  Result High Boundary CI90  Limit_Low Boundary CI90 Limit_High_Boundary_CI90 WithinLimits
Linear

regression 0.91 0.84 0.98 0.86 1.14 No

results

Source: Appendix F, PK report analyses

* 4 Y 383 0.75~1.34°%1 4= PedPRM 1mg¥} 5mg Alol2] &&nlE|Ado] A5,

Table 12 Dose linearity results - Cpmax (Wider acceptance limits)

Parameter Slope Result_Low_Boundary_CI90 Result_High_Boundary_CI90 Limit_Low_Boundary_CI90 Limit_High_Boundary_CI90 WithinLimits

Linear
regression 0.98 0.85 1.11 0.82 1.18 Yes
results

Source: Appendix F, PK report analyses

Table 13 Dose linearity results — AUCo.snr (Wider acceptance limits)

Parameter Slope Result_Low_Boundary CI90 Result_High_Boundary_CI90 Limit_Low_Boundary CI90 Limit_High_Boundary_CI90 WithinLimits

Linear
regression 0.9 0.83 097 0.82 1.18 Yes
results

Source: Appendix G, PK report NCA, partial AUC (0-8hr)

@A 2 gldoAe delEd =& JAAHS HIIE7] 25 PedPRM Img £ F &% o
EY 2F(Chn @ AUQ) Y FHATE A& A ofgo} 22 3hs JeERd.
- Coax 71 B} "HHEUL 9| 33.3%(2/3)° 3NTH.

Table 14 Correlation Coefficients

Saliva vs Plasma Coefficient  p-value
Cmax 0.660 <0.001
AUC_0_last 0.825 <0.001
AUC_0_inf 0.929 <0.001

Source: Appendix F, PK report analyses

-84 9 o] Weled FE9] AUAFE 0.896(p<0.001)S LpER.

Az}
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Figure 2 Plasma versus saliva PK concentrations
Each color represents a different subject. Source: Appendix F. PK report analyses

* PedPRM 5mg# A7} AEA 2mge] 9Fad-e Abd Aold 3&3 08-1.255 7|9te & AUC..olA Hlal 55743
o] gl
- il (AUCy«)PedPRM 1mg# A7FAAA 2mge] -9 90% Cl 43Hd 1.258 9 1.295 YEf
* PedPRM 1mg, 5mg¥} A7FAAH78 2mge] o5 8H(Cra) > AP A2lH 38514 081.25 F 43
- PedPRM 1mg, 5mg E5F 7% 90% CI 434 1255 2343 150 2 146 Ebd.

ny

sk

nJIo
P

Table 17 Comparability with Circadin® on Cmax results

Treatment Ratio Estimate  Lowei_CI90  Upper_CI90
Img PedPRM / 2mg Circadin 1.23 1.00 1.50
5mg PedPRM / 2mg Circadin 1.19 0.97 1.46

Table 18 Comparability with Circadin® on AUCy.- results

Treatment Ratio Estimate  Lower_CI90  Upper_CI90
Img PedPRM / 2mg Circadin 1.13 1.00 1.29
5mg PedPRM / 2mg Circadin | 0.98 0.85 112

- IHE(Cray CV>30%) =2 A O W2 854S 48 4 9on, HEdS IHEd Y 328
024 T AHANEANA Cox D AUCog, W50 Z2ZF 475% L 342% = urs}w

* PedPRM 1mg¥ A7FAAA 2mge] -9, 10 77k 71e719] HFAA) (Crax 1.23, AUCye 1.13) B 90% CI <]
Well 1& £3et= Hel= 71572 F /5

<A H 7>
* 2} periodol A FAREE o] dAbEl &S UEhlen, SIS ol dAtElE RuEHA ¥S
- 32 B3y ol AEe £9, ME, £5 £o0% YEd
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Table 4 Summary of Treatment Emergent Adverse Events

img PedPRM po fed
(N=24)
Events Subjscts

N N (%)

Nausea

Muscle twitching

NERVOUS SYSTEM DISCRD]
Disturbance in at

RESPIRATORY, THOR

DISORDER3
Yawning

ND BREAST

AND

22 14 ( 58.3) 26
1( 4.2y 1

1 1 4.2) 1

TINAL DISCRDERS 1 4.2) =
astrooescphageal reflux diseass - - -
Tf 4.2) -

EADMINISTRATION 5 4 ( 1e.7) 4

16.7) 3

R
[

- - A
- - 1
1 1 4.2) =
1 1 ( 4.2) =
5 4 ( 16.7) 4
5 4 ( 16.7) 4
9 7 16
= - 1
- - 1
5 T ( 25.2) 4

DISORDERS 1 1
1

MEDIASTINAL - - -

(A

Wl

Ho | e

69.6) i}
4.3) =
4.3) =
17.4) 6
13.0) 3
4.3) 2
1
4.3) 2
4.3) -
1
1
13.0) 2
13.0)
47.8) 16
1&
1
1

17 ( 73.9) 25 17 ( 70.8)
= 1 1( 4.2
- % 1({ 4.2)
S5 (21.7) 3 3 { 12.5)
3 3 3 ( 12.5)
Ly - =

EER =

2 ( B.7) 3 3 ( 12.5)
1( 4.3) - -

B 1 1 ¢ 4.2)
1 ( 4.3) 1 1 { 4.2)
= 1 1 ( 4.2)
2 [ B8.T7) 3 3 { 12.5)
1 ({ 4.3) = =

- 1 1L 4.2)
1 ({ 4.3) 2 2 8.3)
14 ( €0.9) 14 11 ( 45.8)
7 1 1 ¢ &:2)
14 ( 60.9) 13 10 ( 4L.7)
1 ( 4.3 1 Lt 422
S| 422 1 ( 4.2

Number of adverse events and subjects (%) per system organ class (SOC) and preferred term (PT).
Source: Appendix B, safety report
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[CHDR1219] Open-label, single ascending dose, cross-over study to

assess the PK of Circadin mini tablets in children

with neurodevelopmental disorders and sleep disturbance
174|CHDR1219 | A 7 &g | 370 ARG | A Ed vy gy| hs) |<ofbssk> <%E3>
(2014) Ao 2| gFZF o (2, 10mg) Epel, 23|« PKEA A AgkEd e ey
SHA N ZAANE |Fofrt 9 |-ed, AF (Frepl TEAL ZEALE WmE FF
oslE Eobg 79) |<PD> B ORES UE.
o} % of) A] 169 OAA/S « AW 6-SMT =H ZA3,
& 3 ELRE]
LIRSS <ordA> —_Er@l T A 124 T BEH
o]  of ol te = g AL g o] o] foiR.
il 0 O
=35y 7
o = é ]' <?l’7‘q_"5]>
cHUAEA Fo & 16w i
2 Adk ool H4 1719
A5 AEE Husg o
[2mg(n=11), 68.9%, 10mg(n=9),

56.3%], SAEE= HAEA o2
* 7 WIRiEHAl RaE AEE T
5 9E, £, 22459, 74
© 7 9 A0 F e

=

<ATEF FH>
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Table 4 Summary of subject population and disposition.
Safety Population PK Population Sub-analysis
(n=16) (n=14) Population (n=11)
Demographic characteristics
Sex (nand % of
subjects) Male 12 (75%) 10 (T1%) 7 (64%)
Female 4 (25%) 4 (29%) 4 (36%)
Age (years) Mean (SD) 10.9 (2.4) 104 (2.2) 10.5 (2.3)
Median (Range)  10.0 (7 to 15) 10.0 (7to 15) 10.0 (7 to 15)
Baseline characteristics
Weight Mean (SD) 433 (13.1) 425 (13.4) 427 (13.9)
Median (Range) 40.75 (26to67) 38.00 (2610 67) 41.00 (26 to 67)
Pubertal stage
(nand % of Stage 1 8 (50%) 8 (57%) 6 (55%)
subjects)
Stage 2 3 (19%) 3 (21%) 3 (27%)
Stage 3 1 (6%) 1 (7%) 1 (9%)
Stage 4 1 (6%) 1 (7%) 0 -
Stage 5 3 (19%) 1 (7%) 1 (9%)
Disease Adutistic
(nand % of spectrum 16 (100%) 14 (100%) 11 (100%)
subjects) disorder
Angelman
syngdrome 0 ) 0 . 0 )
Smith-Magenis
syndrome 0 ) 0 ) 0 -
<FoE>

To ensure mini-tablets were ingested in whole, mini-tablets were to be taken together with
standardized amounts of strawberry jam (5 mL), strawberry yoghurt (5 mL), orange juice (10 mL),
semi-skimmed milk (10 mL) or water (10 mL). According to Shah and colleagues [77], melatonin is
stable in these common liquids and foods tested for up to 6 hours at room temperature (no
degradation peak); hence it was unlikely that mixing the mini-tablets with these vehicles would affect

melatonin concentration. When mini-tablets are mixed in such a vehicle, it is recommended that it is

<FE Y 7E>

P A8 DFAIGe] ofd Ao ket Ao MG B 8l An AHE T Reked v=E 54T

9l WEtEY Fol A UijlAY Wekede] wolawel kEE LLOQE ZHshs BEe| FEOE UEhd.

*PK 42014 2mg 3 10mg @ehEd Fof & Epol(saliva)o] WehREd s=-ARF Z2adde whE F 5 RIS
YER™, AUChas 71 10mg FoA 9] 79 2mg Foio] sufle]l slgshs =& S71H8 Jehd(&3 wlE).

Table 20: Summary of Melatonin PK Parameters in PK Population

" Cnax Tonax AUC g3 AUC» s

Treatment N g/mL) () ghmL)’ | (pedymL) @’
— 11 965 1.57 2:370 2420 5.74
- (1.170) (0.762) (1.240) (1.100) (331
10 me 14 3.970 1.37 12,400 13.300 4.44
- (2.830) (0.640) (7.790) (7.680) (1.69)

Data are arithmetic means (and SD).
* Some subjects were excluded from the summary as the lambda z could not be accurately estimated for
these individuals.

- EHIEAPUATES ol B YUY RO U UaR 39S AT 9 RHeINE WekEY e

=
(saliva) B=-ARF 2SN WE F+ 9 EX5 Uehd
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Table 21: Summary of Melatonin PK Parameters in the Sub-Analysis Population

i C t AUCq 1y AUCy., t

Treatment N aggd ool e > ; g
(pg/mL) (D) (pg-h/mL)" | (pg.vmL)" [(O8

410 1.73 1.960 2,150 4.87

2mg 11 P
- (210) (0.792) (1.030) (960) (1.87)

Data are arithmetic means (and SD).
* Some subjects excluded from the summary as the lambda z could not be accurately estimated for these
individuals.
* (PKEATD)&RA 9] 6SMT S8 A3, Fof & A 12413F FF BT tiAl g Hjido] o] Foi3.

- HWjo] =gl AW O] 6-SMTE 0-12413F 713 &<t 42 1g, 122443 3713 52t 1354 gl 2 HEH.

- 2mg % 10mg Fo F AmolA 9] 6-SMTE o]kl thH] 7k

- 2mg FolroA HelEd Fo] F 1243 5 o] v o] HIE) 10mg FolwolA FAeE o v wjAd
< YERHIL 9oy, o= 10mg Foi thite] d3datellM B4 Al A F A (upper limit of quantification)
HAE Holwon, B4 A F7F 314l digk Wejule]do] glo 1l ok vt EAIFN

Table 13 Summary Total 6-SMT measured in urine, PK population.

g:\2012\CHDR1219\Stats\Analysis\2014_ 08 18\CEDR121% PD DataSummary.sas 21AUG2014 13:54 Page: 1
Summary 3 of dynamic measurements

pk population

Summary table: Total 12hr &-sMT (ug)

Time
Treatment (hh :mm) N Mean sD SEM CV (3) Median Min Max
Baseline 11:56 13 3.5312 5.24364 1.45433 1438.5 1.472
23357 14 13.3611 7.72136 2.06362 57.8 15.538
Circadin 2 11:56 11 412.4977 1 41.7 946.979
i 13 44.16391 46.3 $1.794
Circadin 10 11:56 1 170.1984 170.19
2315 12 314.7899 192.7462 55.64104 61.2 298.633

Page 1 of 1 produced by E.S. Klaassen

<PD>
c e B T @Ert Wyt 24/ 2% (Observer's Assessment of Alertness/Sedation Scale, OAA/S) HFE H71gh
A7, FEe] #xA WA Aud FUPF B,
- YA 2mge] A Fol 2230l 11 A717) 31 e, ol T e UEhie Ao 24 PK/PD d8A4E Al
v
Figure 8 Response-time profile of Observer's Assessment of Alertness/Sedation Scale, safety
population.

2:\ZD1Z\CHDRLZ15\Stats\? 21AUG2014 13:54 Page: 1

SD error bars mmm Circadin 2 #44 Circadin 10
slow reaction to verbal

25

drowsy/normal speech -

OAAS

15 y P
| % '\
A // I
awake/orientated - T\i T T
05 -
L ] L L L L ]
-2:00 0:00 2:00 4:.00 6:00 8:00 10:00
Time (hh:mm)
Page: 1 of 1 produced by E.S. Elaassen
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cH UM B F 169 tidA F ANk o]do] A& 119 AF AEE R R oH[2mg(n=11), 68.9%,
10mg(n=9), 56.3%], SAEE= HA3s}A &3

Table 14 Number (%) of subjects who had at least 1 adverse event, grouped by system organ class and preferred term, safety population

vy of number of

64.1. A7}3 A

ESE-
NE
?
r&°i
X
=
>
{0
£
offt
e
>
el
E
X
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e
=
£
oXx.
>,
©
)
o

642 A4 UAte] i@ PK (Aofet 89

64.3. A4 YA g PK (Aofet 89

644. A FFHAF (Al 3

64.5. FHFAF(PD) (A 313

65.1. 84 - GAXHANE AL

o A AT Y A FEAS U 3 G 1AEVIERAE 23S AET

=

@ Ad . . = .
L. [AEEA] OAd (O3 83 F48F 2 9E B E a3
Al (MI) 713t
[NEU_CH_7911] A randomized, placebo controlled study to investigate the efficacy and safety Circadin to alleviate
sleep disturbances in children with neurodevelopmental disabilities
3HNEU_CH_ [2~17 A1 9 | 298] |2~1741¢] A} |-Melatonin-Neurim| DB |<fF&4> ¥ AR WAL dAErPES] LSEQe
7911 AH=HAE |4 o)z |H2HEF | 1mg T 9oF 133 |13k TST, 2ob A PAA AEHA L
o1g)  |TEN oy B % Alag A3 s0-609) of [FH/ <SEA>
fd?v?ﬂo%_‘ 9ok = fvxd’f‘% Eo 39 | THLA) 1) 12 a4 Hrhas
o, gw, B Uleg  [0E A oL | sdlolzelel Ul F FEAL
_u_a’}\ 4 §l— /“_]_751% ‘_[: E_’— }1‘_]751 %%7&‘ /"@7191—5]1‘7] (TST) ):I:]}?:].ELQ_ Melatonin-Neurim
= ggaobs [SMFA |gjopE 120w 52F | ed oA s
yaage |50 QA ° ou (=7 2/5mg FoFoAA < 0%, 3
age | I EORE FAID) | hpon ooz ey wol
U — A \:IO]-Zég] (-‘—]LZ]'—‘HHH@ o ;—-4 | -:—
e 1254, <qbal > Hel dls] TAHSE AAE =
FEA%} FAS: 119%, olhg, 8 s Aol E v (p=0.035).
PP: 88%) 2HAF, TN FATIE T A Z1RE
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Al (43 7%
AAAAL, B A e FAE.
AL (2) 22 F8A HopEs
s FAZEYE dlo]zgl oy
Melatonin-Neurim- | 4 ¢ 40&

e, SlefrolA of 108 ad
ZASE e, 9ok vl 4
Ag AolE -2638OE YR
(p=0.011).

MEIH= efde] v 7]zt
S RAE.

<¢tHA>
LYol BT SoF RAT A
o Hlm Al o] Hrgol o3t

Aole BAHA Ygkoy}, Ed

o) A% sedolEZIA £

ehd

- FUF oAl E 9okl A
14(7%) R,

<A FTRA>
FRo] AF 3F F 5
% 1¢ A 10mg7HA]
Table 5-1: Study Treatment Schedule

H71E 538 5mg 5% 38, M 78F Fo= THEHIE T8 71E 5Smg B-82k9] 7
=Zgk 5—.]_&
[¢] O .

[s}

Wash-out
Sleep Run-in. Run-out,
Period Hygiene Single-blind Double-blind Open-Label Single-Blind
= a ]
Treat- ]\,G drug Circadin® Clrcadin Circadin® Cireadin®
ment - Placetio 2 mg or PBO 2 mg, § mg, 2 mg or 5 mg 2 mg. 5 mg. or 10 mg Pliicehio
vention = or PBO = =
Week -4to0 1 2 3 5 6 15 16 28 29 41 42 54 55 106 107 108
SCRN Visit 1 Visit 2 Visit 37 Visit 4 Visit 57 Visit 6 Visit 7 Visit 8 End of
Study
first day first day | last day last day last day last day last day last day last day last day
of of of of of of of of of of
Week -4, | Week 1. | Week 2, Week 5. =3 Week 1 Week 28. Week 4 Week 54, Week 10 Week 108.
Visit® =3 days =3 days | =3 days days 5,%3 =3 days L +7 days 6,+7 +3 days
days days days
random- dose modi- dose
1zation fication modi-
baseline fication
visit

SCRN = Screening: PBO = placebo
* The visit should be camried out withm =3 days.
** The visit should be carried out within =7 days.

1

Circadin®, respectively) is required.

* All visits, except screening and Visit | will occur on the last day of the week in which they occur. as indicated above.

<ANHFRA £=2>

Furst 2 weeks are a gradual withdrawal and the last 2 weeks are a complete withdrawal of prohibited medications.
= Data analysis (assessment of sleep variables) will be performed at the end of Week 5 (Visit 3) and Week 28 (Visit 3) to determine if a dose modification (i.¢.. an increase to 3 mg or 5/10 mg

_30_
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Figure 1 Patient disposition
Enrolled: 267
Not randomized:
142

Double-blind Phase I

]

First Open-label Phase | Circadin®: 51 I | Circadin®: 44 I
r
Completed Completed
13 weeks 13 weeks
open-label: 44 open-label: 41
Second Open-label Phase [ Cycagia® 44| [ Circadin®: 41 |

Discontinued: 6

h

Completed
78 weeks
open-label: 38

Completed
78 weeks

open-label: 35

Data source: Tables 14.1.1.1, 14.1.1.2, and 14.1.1.3

<A FH>

|

/-4
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Table 6 Demographic characteristics at screening (all randomized set) Table 7 Demographic characteristics at screening for open-label subjects (all randomized
set
Circadin® Placebo Overall )
(N=60) (N=65) (N=125) Circadin® Placebo Overall
Age. years (N=51) (N=44) (N=95)

Mean = SD 9.0=4.08 84+424 8.7=415 Age. years

Range 2.17 2.17 2.17 Mean = SD 9.0+4.09 9.1+4.46 9.0=424
Sex. n (%) Range 2,17 2,17 2,17

Male 45 (75.0%) 47 (72.3%) 92 (73.6%) Sex. n (%)

Female 15 (25.0%) 18 (27.7%) 33 (26.4%) Male 38 (74.5%) 33 (75.0%) 71
Ethnicity. n (%) Female 13 (25.5%) 11 (25.0%) 24

Not Hispanic or Latino 40 (66.7%) 49 (75.4%) 89 (71.2%) Ethnicity. n (%)

Hispanic or Latino 12 (20.0%) 7 (10.8%) 19 (15.2%) Not Hispanic or Latino 31 (60.8%) 31 (70.5%) 62 (65.3%)

Other 8 (13.3%) 8 (12.3%) 16 (12.8%) Hispanic or Latino 12 (23.5%) 5 (11.4%) 17 (17.9%)

Unknown 0 1 (1.5%) 1 (08%) Other 8 (15.7%) 7 (15.9%) 15 (15.8%)
Race. n (%) Unknown 0 1 (2.3%) 1 (1.1%)

White 57 (95.0%) 55 (84.6%) 112 (89.6%) Race.n (%)

Black or African American 1 (1.7%) 8 (12.3%) 9 (7.2%) White 48 (94.1%) 38 (86.4%) 86 (90.5%)

Other 3 (5.0%) 3 (4.6%) 6 (45%) Black or African American 1 (2.0%) 5 (11.4%) 6 (63%)

A 0 2 (3.1%) 2 (1.6%) Other 3 (5.9%) 3 (68%) 6 (63%)
Height, cm Asian 0 1 (23%) 1 (1.1%)

Mean = SD 133422417 130.4£27.20 Height, cm

_— N — Mean=SD 133.6+24.68 135.0£28.41 13432634
Weight. ke Range 89,180 . 197 79.197

8 37.86+21.495 Weight, kg

nase 7800 Mean = SD 3843£21.355 39.09 +24.454 38.74%22.721
BML ke/m? Range 11.7.88.5 9.8.129.9 9.8.129.9

Mean £ SD 1950+ 4899 18.79 £ 4.901 BML g/

Range 1557528 155,353 Mean = SD 19.74 % 4762 19.60 = 4.926
BMI = body mass index: SD = standard deviation Raifigs 1319328 123,253
Data source: Table 14.1.2.2 BMI = body mass index: SD = standard deviation

Data source: Table 14.1.2.3
_ Y
1) A% &2 £x
olo T2 Bz
- 2174 Wle] Zopr} QY M Tu By,
Table 14.1.2.4
Subject Ags Croups
All Randomized Set
Cirecadin® 2 mg Placebo Overall
(N=60) IN=65)
Age (Years)?® 2-6 19 (31.7%) 25 (3B.5%) 44 (35.2%)
7-12 28 (46.7%) 29 (44.6%) 57 (45.6%)
13-17 13 (21.7%) 11 (1e.9%) 24 (19.2%)
o
2) Holxekel ¥y
=. L= = = o) o} S = o S =Zz35
* AA7)%: DSM-5/4 T ICD-10 7|0l w2 7ER] @A 34 T AAFHASH2u| A npA U a5S
=Zz35 H ol 5=\ 2 oF ol 3
T, QANESEY, REway(dd43E)S ¢ e A
B = S = 0 1= = =3 S =
« 238y Aol ABAHEHG) SAh= 96.8%(121/1259), AAAZANE IR Au|AvAUAFTET A=
0,
32%(4/1259%) 0.2 =AM,
Ky s} [e] 2 T 3 2= = S Bny o\o] T 2=
- A & HE IS BNEE ZE AL FEANE Bty on, URi(832%)2 A7) ol £
o o . ) ) o) )
914 1S (sleep hygiene training)< B2 o]Fo] Q)3
Table 14.1.4
Diagnosis of Neurodevelopmental Disability
All Randomized Set
Dlaceno overall
(N=60) (N=E5) {N=125)
odevelopmental Disability Autistic Spectrum Disorders 58 (9€.7%) 63 (96.9%) 121 (96.8%)
Smith-Magenis Syndrome + Neurcdevelopmental 2  (3.3%) z @am 1 @y
Disabilities
Angelman drome + Neurodevelopmental 9 Q o
Disabs
Bournev: 8 Disease + Neurodevelopmental 0 0 o
Disabilities
Time Since Diagnosis (months) n 30 €2
Moan L 27.0 3.6
8D 35.18 26.65 31.76
Median 2.0 20.0 8.0
Minimum 1 o o
Mascdmum 168 86 168
Impaired Sleep Yes &0 {100%) &5 {100%) 125 (100%)
No 0 o o
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(Az) 713t

ok =

AREH | HA | B FoIeF B 7= =L

vious Slésp Hygiene Training Yas 51 (85.0%) 53 (81.5%) 108 (83.2%)
No 9 (15.0%) 12 (18.5%) 21 (16.8%)

L4679 BATE (o1d 2 WA WeotE ol¥e nwskyon], WebEd 152%, sebiels 96%E 2AF.
* eCRF ¥ 152%) 31351 WekED Fof o]2o] A%, WehEd Ag Holee] 2A% 56%°] B} Bk
e QA Mol Folglee A

“

<Fdr 4>

Sample Size To achieve 95% power at the 5% level for the primary objective (asswmning a change of
Estimation: 0.72 hour in the Circadin® arni and 0.27 hour in the placebo arm and a standard deviation (SD)

of 0.69 in the Circadin® arm and 0.45 in the placebo arm). 45 patients are required per
combined group. Therefore. 90 patients in total are required to complete Visit 5. These
estimations are based on previous studies conducted with Circadin®,

<B7his>
1) FEYHI
S1A fEAH7} WS

olFe7Hd 135 Fof F o]z}l thHl & FHARE

L 23 fEAH7} W

lFEHE 13F Rl F FRE7)
1FE7HY 13F Fol F £ A ol F A4 AHAZ

o]FwH 13F R ¥ 744 35

°1FE7HY 135 Fof ¥ A FurIzke] ALARE

o|FE7Hd 135 %o & CGAS(Children’s Global Assessment Scale)Z %718 714, sta 2 ALg] 7oA o5

o A81H 7%
o1t 137
o1t 137
o1t 137

olgw7Hd 135

714 Bl stalol| A 9] ofF FF

AN e A

Actigraphy(5H-214 &F 71572 SAHE 4 vi/ids
CSDI(Composite Sleep Disturbance Index)Z 3718 %ol

4 Hm Hm
L 2 8 a8
o o o

G4 57} ws

TSTA5% ©1%d 57H) 2 FHAE7|(15% ol 44) w32 vl&

70 26, 39, 915 CSDIZ H7He Ao

I 133 CGASE H7HE 714, a2 AR 3o A o} AR 7%

3702 135 SDQ(Strength and Difficulties Questionnaire) 2 7143 Stalo|A 9] 35 H7}
olFE7Hd, /N o) 1045712 2] ESS(Epworth Sleepiness Scale)Z R.&xke| 3t £5 A= H7}
olF®ErHd, TN Ho 10457HA 9] WHO-SE R Exte] dv 7}

ol 7H, /M Ao 14571412 PSQI(Pittsburg Sleep Quality Index)2 H3A}2] 4=HAH7}

<FB5AHAH7>
1) 12 &84 B7HAF
s o] 22kl iyl F FHAIHTST) M3FE-2 Melatonin-Neurim 2/5mg Folwol A ¢F 60%, A 9&

OS2 YER} wloj 2]l iy FAHOE Fo3 F4 XS Ao]E ERH (p=0.035).
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Table8  Total sleep time after 13 weeks of double-blind treatment (Week 15) (full analysis set)
Circadin® Placebo
(N=58) (N=61)
Result Change from Result Change from
baseline baseline
n 52 52 48 48
Mean= SD 507.57 = 86.765 57.36+107.351 487.89 £ 92.101 9.14 £ 80.267
Median 526.29 35.08 51143 12.22
Range 305.7. 640.9 -165.7.305.9 182.1. 633.6 -139.3. 275.7

Change from baseline
Adjusted treatment
means (SE)

95%CI

51.03 (10.456) 18.71 (10.816)

[30.30. 71.76] [-2.73.40.15]

Estimated treatment
difference (SE)

32.32 (15.100)

95% CT [2.38. 62.26]
p-value 0.035
Effect size 0.43

CI = confidence interval;: MMRM = mixed-effects model for repeated-measures: SD = standard deviation: SE = standard
error
Total sleep time is measured in minutes,

co7hE A7 T ue A 713E F)b A GETE fAE.

Figure 2  Change from baseline in mean total sleep time (minutes) during the double-blind and
open-label periods (full analysis set)
p=0.006 p=0.035
= 80
n
-
5
7]
2 60
£m
o
£
K] F 40
35
e
2 20
=
o
o
f=4
2
(v} 0+
T T T
3 4 5 6 7

Visit

[Treatment M Circadin®2 mg B Placebo B Placebo-Circadin® 2 mg

2) 23 fEH BrES

Ebut, Hjoft tiHl =4 AE Apol= 253808 UERE(p=0.011).

c FHZAE7|E wo] 2819l thH] Melatonin-Neurimw o A ¢F 408 T4, YeFolA oF 108 4T
=

7

o~

oz 4
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Table 9 Sleep latency after 13 weeks of double-blind treatment (Week 15) (full analysis set)
Circadin® Placebo
(N=58) (N=61)
Result Change from Result Change from
baseline baseline
n 52 52 48 48
Mean + SD 60.74+42.111 -39.46 £+ 60.413 76.88 = 82.589 -12.51+49.185
Median 48.68 -29.07 44.61 =741
Range 9.4.208.5 -216.8.93.7 5.0.363.2 -163.6. 147.9

Change from baseline
Adjusted treatment
means (SE)

95%CT

Estimared treatment
difference (SE)
95% CI

p-value

Effect size

-37.77 (6.816)
[-51.28. -24.25]

225,20 (9.

-12.57(7.005)
[-26.45. 1.32]

787)

[-44.61, -5.80]

0.011
-0.52

CI = confidence mterval: MMRM = mixed-effects model for repeated-measures: SD = standard deviation: SE = standard

error

Sleep latency is measured in minutes,

hAdEIE 67l d e U A 713 Fb fAH.

Change from baseline in mean sleep latency (minutes) during the double-blind and
open-label periods (full analysis set)

Figure 3

p=0.001

Change from Baseline in Mean Sleep
Latency (mean +/- SE)

n

|

2
T
=2

N

e

X,

o ox

- M

ITF

p=0.011

. . .
3 4 5

Visit

T T
6 7

[Treatment M Circadin®2mg M Placebo

B Placebo-Circadin® 2 mg \

9 AN %

o2 frofshA oa.

FA(HE 8IS Melatonin-Neurim- ol A 80% Z713te] 9ok tiv] 4 X5 #}o)

UERE (p=0.052).

- PP Aol A
1 53= e/l €] Uw A 7|3t F3k

- =
F

F Z}Fo] 7} 55

bR=3

A1E0 =
=

77

ot ©

Bt o, FA

202 2| 3Hp=0.019).

24 A& AIZE H7 oA Melatonin-Neurima2 ¢F7He] /418 YERYAA
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Figure 6 Change from baseline in mean longest sleep period (mminutes) during the double-blind
and open-label periods (full analysis set)

p=0.034 p=0.053

Change from Baseline in Mean Longest
Sleep Duration (mean +/- SE)

3 4 5 6 7
Visit

[Treatment M Circadin® 2 mg M Placebo M Placebo-Circadin® 2 mg |
* Melatonin-Neurim-¢] 2= drol o] U= Agbo] Kok 28 F7toll Hlste Ht 168 F7HERAA R
BAACE Fo5tA F+
* SN (CSDD)= Melatonin-Neurimol A4 2473 Zrastd 948 JeERfleH
0.92(p=0.074).
* A3 H 7] 5 (CGAS)2 ¢k thHl Melatonin-Neurimw | A © Bo] MAEUA T, FAHOR {514 Z5.
*SDQE ZAE 7MAH FuolAY 352 Melatonin-Neurimio| Al 0.8F &3t FAdA8-E YER L,
FA A5 Aol= 1.01(p=0.077).

A
o
[
2
o
rir

ol 9A F AFEY A = YT 219l HEY Melatonin-Neurim 9% o2 U AA R
= (p=0.040).
3) §AF {534 HIPAS(135 =7tE Fo F)

olFE7HE o 37 F, TST(p—0.006) FHAE7](p=0.001), HE FH7Hp=0.034) L FHAN(CSDIL
p=0.032)7} Melatonin-Neurim FHZ /|AF o, X5 o7} FAHLE K93
c olFE7tE @A YA Melatonin-Neurim= 82 329 A, 7] A 135 ¢ FEA] FAFHNLH,
TST(p=0.002), A5 7](p<0.001), Ztd 314(p=0.004), &= FH7]17Hp<0.001), FHAH(CSDI, p=0.029) %
HF(6DQ, p=0.022) H7IF=oA FAX R Fold Hde YER.
Melatonin-Neurim¢| TST ¥H-&-E((37.9% AL o|FE7HE T 135 F A% (164%)2 28l 2352
H, o] H4& X5 FAF(NNT, number needed to treat) 4.6° 333
- Melatonin-Neurim+*(63.8%) ] +R3&E7] WHEEST $9(32.8%)9] 28E, NNT 3.2¢] &35t em, +
A5 ate] B BAHOR Fo) (72 p=0.003 E 0.001).
HAR A FH D YA \SE Grietg s o, olFErtE 9A ¢ Y% E T Melatonin-Neurim
TolA B adHow FAH.
*SDQ ¥ H4(AHrEd 1% = Aol)E Melatonin-Neurim®] FAH o2 3] Za(h4)stHon, F34
A7 Aole -0.74.
- A F/FF0l thE SDQ k9 AR He= AAEReH 4 A7 Aol 1357 AlA ol -0.54(p=0.065),
37 AlAole ek vl BAZHSE {Fod M-S YERH(p=0.045).

2529l =k £9-2 Melatonin-Neurim®] 94322 13| ESS(Epworth Sleepiness Scale) < X5
Aol -1.29% Felx o] Skl HlEl @ uvehd 2o 2 341 (p=0.089).
c B A= FY 3F & PHAF(WHO-S HE)E 9ok HlE] Melatonin-Neurimw ol A 9§ 7/1HE& B

A8 0.1 (p=0.03), 135 Foll= ofT thul #2l3 oI A o (p=0.01), THANFSA &¢ +A141.
Bo 2= f1ekrtel] vl8] Melatonin-Neurimwol| A1 okzF =¥ 9] H(PSQe] NAAH A=< E__T’_“c—?}%‘\?(]‘ﬂ- W3}
F2 Adon SAZHOE Fo3A ¥s.
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_ ANEEF | dAd dd &4 FoA&F 2 T B e A7
Al (13%) B
* Melatonin-Neurim Fo & op59 ¥ sdox] RE/RE] ofzt AR 3 o At A 2zt
ste IS 3 W] dojus EAE Eo] Mk om BRoxE fokwel W § 2 UERE UEd
(p=0.005).
s skl EACA AY, A", F9E AF FJA T ol FHEFlol s vgE Bon, o4 A
= 94 AT TSTOUH o 2 NS e
* Melatonin-Neurimw ©F5 5 41%< 2mg &34 AdHALH, U= 59%= olFwE7/ld Fo 357%F
Smgl 2 FHE fdTolsE 12980] 2mgs FASIAOH, 80% = O 52 §F2E 3
<R3 B7H>

colFwrte @A §¢ Melatonin-Neurim ¢ Fo YL 891¥°=2 ZAFNSH, FA=td 7|3F S
51789 FHARZ ZAME. (kA2 7779, 54559)

* Visit 59 Melatonin-Neurim< 29 (48.3%)°], ¢l 2F+ 247 (36.9%)°] &S ZHF3

* Melatonin-Neurim 3 91¢F Folt $2po] nla Al o FRk-g-9] o3k Aol #FHA 4gtov, =9 2
3 29 A9 Melatonin-Neurimoll A =4 vEbd.

-7 BIHEHA RaE ABE 9E, 29, 7E, 71E8F, 7A, ELYE, 55 £08 Y
-olFEvE B FAEhE I3t ERt ol Atole #EHA & E

Table 31 Most commonly reported treatment-emergent adverse events (safety set)

Double-blind phase Open-label phase
Circadin® Placebo All Circadin®
Patients Events Patients Events Patients Events
(N=60) (N=65) (N=95)
Number of patients with at least 51 (85.0%) 50 (76.9%) 80 (84.2%)
one TEAE
Total number of AEs 208 156 524
Preferred term
Sommnolence 17 (28.3%) 18 8 (12.3%) 8 24 (25.3%) 31
Fatigue 15 (23.0%) 19 12 (18.5%) 13 25(26.3%) 33
Mood swings 10 (16.7%) 10 11 (16.9%) 12 17 (17.9%) 24
Upper respiratory tract infection 9 (15.0%) 9 7 (10.8%) 8 14 (14.7%) 24
Vomiting 8 (1’ ‘“o) I 10 (15.4%) 10 20 (21.1%) 33
Agitation 1 (18.3%) 12 7 (10.8%) 8 8 (8.4%) 10
Headache 8 (13.3%) 8 4(6.2%) 4 12 (12.6%) 12
Cough 7(11.7%) 7 5(7.7%) S5 16 (16.8%) 27
Dyspnoea 6 (10.0%) 6 4(6.2%) 4 10 (10.5%) 10
Rash 3 (5.0%) 3 3 (4.6%) 3 10 (10.5%) 10

AE = adverse event: TEAE = treatment-emergent adverse event
This table includes AEs reported by >10% patients in any group.
Data source: Tables 14.3.2.4 and 14.3.2.5.

c A m9L BE e oA E £9, M=, 78 850 Ry

Table 32 Most commonly reported treatment-related adverse events (safety set)

Double-blind phase Open-label phase
Circadin® Placebo All Circadin®
Patients Events Patients Events Patients Events
(N=60) (N=65) (N=95)
Number of patients with at least 12 (20.0%) 11 (16.9%) 8 (8.4%)
one treatment-related AE
Total number of AEs 28 17 13
Preferred term
Somnolence 7(11.7%) 7 2(3.1%) 2 6 (6.3%) 6
Fatigue (3.3%) 4 3 (4.6%) 3 6(6.3%)
Mood swings 1 (1.7‘?0) 1 4(6.2%) 4 4 (4.2%) 4

AE = adverse event
This table includes AEs reported as treatment-related by =5% patients in any group.
Dara source: Tables 14.3.2.8.1 and 14.3.2.9.1.

*TURE o)AM= ol ZIRE T AkTelA 1A(EHH o nlelH A4 VEAY) RusHdoy, e
Fojol Fagle ASR 7|54,
- a/HehE £7|3F St 278 2] SAUE SAES sl 113

ro

WU Q3 AA(EFAs} #E 5,
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5%+ Melatonin-NeurimT 2] &2} 142 A2, 22 2 55 (stereotypy) 22 Ut Fof
ofote] BHEAS dEE] FHAFoE HIUH.

- IMEGE FA7IE T 199 SA7F F5(possibly related) 02 3] A @ FAE FFHOE FTE
o WEvig SEAFE VIS oy, @, W, SF55 =e Aol W ¥3kelA Melatonin-Neurim 3}
1ok Apololl FE7 Aol= & QH
T AN E2 B (A ) A FAZMA 8 dHelB e oldwrtd 13F B F ik 135
qFE = wolgolH, F3 ’87] A HolEZF Had o).

A, A%, BMI 2 BMI-z A+ -r]‘iFTr—_L el JFH ez Folgk abeol7E et o5

A7) g #¥St pubic hair growth, breast development, genitalia developmentE& %713 23, A%
He qkell = Ao=w #EE.

O]—O
Ea=]

6.5.2. A U4 A (Pivotal studies)
e NEU_CH_7911 47413 AA
- olFE7H 13F, i 13FE EFste F 14T (3R 91F) JAAFLE 2d Y

o

} %

R84

2

A A=z

il

- ARG 2 FHANIE Qe 2717H AotE U CE HAIS Melatonin-Neurim 2mge] F53& &

1%

Aoy Ay 05~142F A B8sles Aoz 44

- olFwE7te Fo A& 3F &, U WG H7HSleep and Nap diary)7} 2438 251, 5

%
BALAZO] 647 ol3h B/ EE FRFEIZE 302 o4 o, SAEZ 9, RAZ W27 g)stel F
o

2 S
3F §, THHSTE Bt 2, Smg Fo A9 A BR/A 77 5, 10mg7tA S

SAZE M2 37 mE BEsl BASAY, $Ho) ANEdEE $35F F s 4
JEEHS 53 Pl 4% IS A4 F AL

1) 13 $E4D7 W F FRAZ
_wlo] 22kl thul & SRANTST) WL ﬂéﬂ‘rE‘dUMH%@ 2/5mg AT oF 0%, flokEolA 9B
oz eh} Wizl dul EAKoE o3 24 A8 Aol(230H)E E}%(p=o.oe,5).
co] EIE 5F(01FEHY 13%, T 39%) Aol %zm% Ao



Table 14.2.6.3

SND Total Sleep Time Change from Baseline Analysis During the Open Label Phase

FAS Set
Estimated Change
Treatment Visit from Baseline (SE) 95% CI p-value?
Circadin® DB/Circadin® OL (N=51) Week 28 (Visit 5) 52.37 (15.612) (20.96, 83.77) 0.002
Week 41 (Visit 6) 66.21 (19.508) (26.78, 105.63) 0.002
Week 54 (Visit 7) 62.08 (21.489) (18.50, 105.67) 0.007
Placebo DB/Circadin® OL (N=44) Week 28 (Visit 5) 19.87 (12.647) (-5.65, 45.39) 0.124
Week 41 (Visit 6) 13.28 (13.588) (-14.25, 40.81) 0.335
Week 54 (Visit 7) 25.61 (17.239) (-9.43, 60.64) 0.147
All Circadin® OL (N=95) Week 28 (Visit 5) 37.01 (10.263) (16.62, 57.40) 0.001
Week 41 (Visit 6) 40.75 (12.344) (16.17, 65.32) 0.001
Week 54 (Visit 7) 44.35 (13.935) (16.57, 72.14) 0.002

FRAE7]= dol2gkel g AHREInUARY FooA o 408 i, A%TolA oF 102 4F A
oiH] 4 A5 Zols - 2538 2F YER(p=0.011).
o] Adbe= 52F(olFEVHE 135, T 39F) AHE FAHE AoZ #E.

Table 14.2.6.6

SND Sleep Latency Change from Baseline Analysis During the Open Label Phase

FAS Set
Estimated Change
Treatment Visit from Baseline (SE) 95% CI p-value®
Ccircadin® DB/Circadin® OL (N=51) Week 28 (Visit 5) -33.45 (7.808) (-49.16, -17.75) <0.001
Week 41 (visit 6) -46.37 (10.636) (-67.87, -24.88) <0.001
Week 54 (Visit 7) -48.64 (10.208) (-69.35, -27.94) <0.001
Placebo DB/Circadin® OL (N=44) Week 28 (Visit 5) -22.74 (8.283) (-35.45, -6.02) 0.009
Week 41 (Visit 6) -37.12 (6.574) (-50.44, -23.80) <0.001
Week 54 (Visit 7) -33.66 (8.348) (-50.63, -16.69) <0.001
All circadin® OL (N=95) Week 28 (Visit 5) -28.39 (5.678) (-39.67, -17.11) <0.001
week 41 (Visit 6) -41.92 (6.344) (-54.55, -29.29) <0.001
Week 54 (visit 7) -41.36 (6.646) (-54.61, -28.11) <0.001

)2 WHEUnUYAEA FoALdAM 80 F7hste] Sk tivl F4 AE Aole

Table 14.2.1.17
SND Longest Sleep Period Change from Baseline at 13 Weeks Double Blind - MMRM Analysis

Per Protocol Set

Adjusted Treatment Means (SE) (95% CI} Treatment
Difference Effect
Visit Circadin® 2 mg (N=44) Placebo (N=44) (SE) size 95% CI p-value
Week 15 (Visit 4) 90.10(16.224) (57.78,122.42) 34.92(16.432) (2.19,67.66) 55.18(23.102) 0.54 (9.16,101.20) 0.019

o] Ade 52F(olFEHE 135, FAMEE 39F) AFE fAEE AR #HEE.
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Table 14.2.6.15
SND Longest Sleep Period Change from Baseline Amnalysis During the Cpen Label Phase

FAS Set
Estimated Change
Treatment Visit from Baseline (SE) 95% CI p-value®
circadin® DB/Circadin® OL (N=51) Week 28 (Visit 5) 74.50 (17.923) (38.37, 110.62) <0.001
Week 41 (Visit 6) 84.28 (24.250) (35.14, 133.41) 0.001
Week 54 (Visit 7) 89.07 (25.482) (37.23, 140.92) 0.001
Placebo DB/Circadin® OL (N=44) Week 28 (Visit 5) 52.04 (17.488) (16.60, 87.47) 0.005
Week 41 (Visit &) 66.75 (18.797) (28.51, 104.99) 0.001
Week 54 (Visit 7) 67.18 (22.990) (20.23, 114.13) 0.007
All circadin® OL (N=95) Week 28 (Visit 5) 64.21 (12.576) (39.20, 89.23) <0.001
Week 41 (visit 6) 76.00 (15.504) (45.09, 106.91) <0.001
Week 54 (Visit 7) 78.63 (17.180) (44.31, 112.95) <0.001
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Table 14.3.1.5

Number of Dropouts - Chi-Sguare Test

Bafety Set
Circadin® 2 mg Placebo
(H=60) {N=65) p-value®
Completed Double Blind Phase 51 (85.0%) 44 (67.7%) 0.040
Prematurely Discontinued Double Blind Phase 9 {15.0%) 21 (32.3%)

3) BAA ey Brhds
- o)FEtE To 3F &, TST(p=0.006), FHAE7|(p=0.001), HA FH717Hp=0.034) 2 <HAZ(CSDI,
p=0.032)7} AHRELU|YARH T2 JAHNoH, A5 Zo|7} FAHCE o3

Table 20  Sleep and Nap Diary variables after 3 weeks of double-blind treatment (Week 5) (full
analysis set)

Variable Group N Adjusted treatinent means Treatment 95% CI P-
(SE) [95%‘ CI] difference (SE) value
TST Circadin® 58 35.00 (9.185) [16.80. 53.19]

35.49 (12.735) 10.25. 60.71 0.006
Placebo 61 -0.49 (8.823) [-17.97. 16.99]

Sleep latency Circadin® 58 -30.46 (6.624) [-43.58. -17.34] -30.61 (9.194) -48.82, -12.39 0.001
Placebo 61 0.15 (6.376) [-12.48. 12.78]

Duration of wake Circadin® 58 -4.05 (2.487) [-8.99. 0.89] 1.11 (3.481) -5.80. 8.02 0.751
time Placebo 61 -5.16 (2.420) [-9.96, -0.36]
Number of Citcadin® 58 -0.14 (0.077) [-0.30. 0.01] -0.08 (0.107) -0.30.0.13 0.432
awakenings Placebo 61 -0.06 (0.075) [-0.21. 0.09]

Longest sleep period  Circadin® 58 35.89(12.427) [11.25. 60.54] 37.38 (17.440) 2.79,71.97 0.034
Placebo 61 -1.49 (12.231) [-25.75, 22.77]
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Table 14.2.7.1

CSDI Sleep Disturbance Change from Baseline at 3 Wesks Double Blind - MMRM Znalysis

FAS Set

Visit

Adjusted Treatment Means (SE) (95% CI)

Circadin® z mg (N=58)

Placebo (N=61)

Treatment

Difference (SE)

95% CI p-value

Week 5 (Visit 3)

o|FE7HY

B}, TST(p=0.002),
s

-1.74(0.312) (-2.36,-1.12

S A WeEd U A<
S92 27 (p<0.001), 24

-0.79(0.303) (

-1.38,-0.19)

Lo

FoAe #7e]
3 (p=0.004), A% 4
q

-0.95(0.436)

A%, 3 A 13F B FEAC
7(

717Hp<0.001), %

(-1.81,-0.08) 0.032

ML

A3 A 7] %5(CGAS, p=0.029) ¥ 35(SDQ ¥ M, p=0.022) H71F 504 A ZHOZE Fodt

Table 21  Sleep and Nap Diary variables after 13 weeks of open-label treatment (Week 28) (full
analysis sef)

Variable Treatment

Circadin®/Circadin®

Placebo/Circadin® All patients

TST (minutes)

Sleep latency
(minutes)

Estimated change from
baseline (SE)

95% CI

p-value

Estimated change from
baseline (SE)

52.37 (15.612)

20.96. 83.77
0.002

-33.45(7.808)

19.87 (12.647)

-5.65. 45.39
0.124

-22.74 (8.283)

37.01
(10.263)
16.62. 57.40
0.001

-28.39(5.678)

95% C1 -49.16.-17.75 -39.45.-6.02 -39.67.-17.11
p-value <0.001 0.009 <0.001
Duration of wake Estimated change from -6.48 (6.435) -4.80 (4.232) -3.69 (3.933)
time (minutes) baseline (SE)
95% C1 -19.49.6.52 -13.39. 3.80 -13.53.2.14
p-value 0.320 0.265 0.152
Number of Estimated change from -0.31 (0.101) -0.38 (0.126) -0.35 (0.080)
awakenings baseline (SE)
95% C1 -0.52.-0.11 -0.64.-0.13 -0.51.-0.19
p-value 0.003 0.004 <0.001
Longest sleep Estimated change from 74.50 (17.923) 52.04 (17.488) 64.21
duration baseline (SE) (12.576)
(minutes) 95% CI 38.37.110.62 16.60. 87.47 39.20. 89.23
p-value <(.001 0.005 <0.001
Table 14.2.7.3
CSDI Sleep Disturbance Change from Baseline Analysis During the Open Label Phase
FAS Set
Estimated Change
Treatment Visit from Baseline (SE) 5% CI p-valual
Circadin® DB/Circadin® OL (N=51} Week 28 (Visit 5) -3.24, -1.40) <0.001
Week 41 (Visit &) {-4.36, -2.32) <0.001
Week 54 (Visit 7] {-4.53, -2.37) <0.001
Week 106 (Vieit B) -4.49, -1.86) <0.001
Week 108 (EOS) {-3.81, -0.93) D.002
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Table 14.2.8.3

CCAS Score Change from Baseline Analysis During the Open Label Phase

FAS Set

Estimated Change

Treatment Visi from Baseline (SE) 95% CI p-value?
Circadin® DB/Circadin™ OL (N=51) Week 28 (Visit 5) 3,58 (1.554 (0.38, €.78) 0.029
Placebo DB/Circadin® OL (N=44) Week 28 (Visit 5) 0.88 (1.954 {-3.06, 4.83) 0.654
All Circadin® OL (N=95) Week 28 (Visit 5) 2.35 (1.244 (-0.12, 1.82) 0.062
Table 25 Behavior (SDQ) scores after 13 weeks of open-label treatment (Week 28) (full
analysis set)
Variable Treatment
Circadin®/Circadin® Placebo/Circadin® All patients
Total SDQ score  Estimated change from -0.88 (0.495) -0.33 (0.474) -0.63 (0.345)
baseline (SE)
95% CI -1.88.0.12 -1.29.0.62 -1.32,005
p-value 0.082 0.486 0.071
Externalizing Estimated change from -0.54 (0.296) 005 (0.277) -0.32 (0.205)
score baseline (SE)
95% CI -1.13.0.05 -0.61,0.51 -0.72,0.09
p-value 0.074 0.864 0.128
Impact score Estimated change from -0.74 (0.313) -0.36 (0.338) -0.57 (0.229)
baseline (SE)
95% CI -1.37.-0.11 -1.04, 0.32 -1.03,-0.12
p-value 0.022 0.294 0014
o] Fol7 TST WHE(37.9% A2 % (164%)2 280l &

Fe7hy o 13% ¥ WYY
A 5 SA(NNT, number needed to treat) 4
™ A HE

AS A= ]

3.8%)9 <
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Table 23 Responder analyses (logistic regression) (full analysis set)

Week Responder Circadin® Placebo Treatment Circadin® versus placebo
{N=58) (N=61) Odds ratio 9505 CI p-value

TST responders

5 Yes 19 (32.8%) 11 (18.0%) 2.56 0.99,6.58 0.052
No 39 (67.2%) 50 (82.0%)

15 Yes 22 (37.9%) 10 (16.4%) 575 1.80, 18.36 0.003
No 36 (62.1%) 51 (83.6%)

Sleep latency responders

5 Yes 29 (50.0%) 15 (24.6%) 426 1.73,10.53 0.002
No 29 (50.0%) 46 (75.4%)

15 Yes 37 (63.8%) 20 (32.8%) 3.83 1.77,8.30 0.001
No 21(36.2%) 41(67.2%)

CI = confidence interval; TST = total sleep time

Analyzed using logistic regression with factors for treatment and mean baseline value.

TST responder: A patient 1s defined as a TST responder if the change from baseline in mean TST 15 45 munutes or greater
{increase in TST) over the 14 days prior to each scheduled visit.

Sleep latency responder: A patient is defined as a sleep latency responder if the change from baseline in mean sleep latency
is 15 minutes or greater (teduction in sleep latency) over the 14 days prior to each scheduled visit.

Data source: Tables 14.2.6.19-20

- SDQ B AFHWA 1F ¥ Ad)e WREUMUALAEY fFIHow e pa(HN)HeH, F4
- FYY5/FFo tgk SDQ a9 A& Ak AAHNCH F4 A8 Aol= 13F AlFl - 0.54(p=0.065),
3F AAdls ST tl AR fod HAde UEd (p=0.045).

Table 24 Behavior (SDQ) scores after 3 weeks of double-blind treatment (Week 5) (full
analysis set)

Variable Group Adjusted treatment means (SE) Treatment 95% CI p-value
[95% CI] difference (SE)
Total SDQ score Circadin® -0.55(0.414) [-1.37.0.27] 3
i -0.63 (0.579) -1.77,0.52 0.281
Placebo 0.07 (0.404) [-0.73, 0.87]
Externalizing score Circadin® -0.66 (0.262) [-1.18, -0.14] -0.53 (0.366) -1.25.0.20 0.153
Placebo -0.13 (0.255) [-0.64, 0.37]
Tmpact score Circadin® -0.34 (0.243) [-0.82, 0.15]
) -0.30 (0.337) -0.97.0.37 0.381
Placebo -0.04 (0.234) [-0.50, 0.42]
Emotional symptoms Circadin® 0.07 (0.213) [-0.35, 0.49] g .
. 0.09 (0.298) -0.50. 0.68 0.775
Placebo -0.02 (0.208) [-0.43. 0.39]
Conduct problems Circadin® -0.13 (0.157) [-0.44, 0.18] -0.04 (0.220) -0.47.0.40 0.866
Placebo -0.09 (0.153) [-0.40, 0.21]
Hyperactivity/ Circadin® -0.54 (0.181) [-0.90, -0.18] -0.51 (0.252) -1.01.-0.01 0.045
Inattention Placebo -0.03 (0.176) [-0.38,0.32
- Boas gk 7HAd

o 33 T PEAFWHOS FE)E Aol vls) dEInYALH FFoA 9
O H(p=0.03), 135 Fol= Ao thr] KO3 FFolA oM (p=0.01), SHAFEA &t FAH.
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Table 14.2.12.2
WHO-5 Well-Being Index Score Change from Baseline at 13 Weeks Double Blind - MMRM Analysis

FAS Set

Visit

Adjusted Treatment Means (SE) (95% CI)

Circadin®™ 2 mg (N=58) Placebo (N=61) Difference (SE) 95% CI

p-value

Week 15 (Visit

4} 1.43(0.565) (0.31,2.55) -0.75(0.608) {-1.95,0.46) 2.17(0.831) (0.53,3.82)

- (CSDI EE)dEdn YAy Fof F ofge] ¢ H-ollM BE/HREZ oft A7t T
2 = L=

A A she 1P 23 Wl o= £

£ YERd (p=0.005).

CeelE BAAA A, A

= JdA xR TSToA o

ru

Mde R,

- AHREARYALY BT obs T 41%% 2mg &M HAEACH, YA 59%E olFEstE Fo 3F
1

% 5mgo® 2. otz AE

290] 2mge FAFHOH, 0% U ¥ §HoR

Table 14.2.14.13.1
BND Total Sleep Time Change from Baseline at 13 Weeks Double Blind - MMRM Analysis including Age as a Factor
FAS Set

Adjusted Treatment Means(SE) (95% CI)

Treatment
Age n Circadin® 2 mg (N=58) n Placebo (N=61) Difference (SE) 95% CI p-value
2 to <=5 14 43.84(21.249) (1.68,86.00) 19 25.45(20.204) (-14.62,65.52) 18.39(29.366) (-39.86,76.64) 0.533
years
>5 to <12 23 62.82(16.869) (29.35,96.28) 24 11.61(17.761) (-23.62,46.84) 51.21(24.496) (2.61,99.80) 0.039
years
>=12 years 21 42.91(17.980) (7.24,78.58) 18 19.82(19.178) (-18.23,57.87) 23.09(26.189) (-28.87,75.05) 0.380

Table 14.2.14.13.2
SND Total Sleep Time Change from Baseline at 13 Weeks Double Blind - MMRM Analysis including Age as a Factor
FAS Set
Adjusted Treatment Means (SE) (95% CI)
Treatment

Age n Circadin® 2 mg (N=58) n Placebo (N=61) Difference (SE) 95% CI p-value
2 to <=12 45 56.62(11.782) (33.25,79.99) 50 18.66(12.061) (-5.26,42.58) 37.96(16.968) (4.31,71.61) 0.027
years
13 to <=17 13 29.57(23.712) (-17.46,76.59) 11 18.12(25.027) (-31.51,67.76) 11.44(34.246) (-56.87,79.75) 0.740

years

5) 741 =¥k
- 670 g Al

- 24 39,

- 37149 o]

2=0}
A71(EE 5)= PHR F 95% ] Ak F 7A HEE 299 ol S,
3A4 109, 44 79, 54 6%, 64 3

TE7H A7t T AR FEAL 2R £ 4 2 5.0 UEhd.
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H4: HE2 O 13F OlF5E7HE 23 JIFA oM Bzt
SND Age (N) Slenyto Placebo Pvalue | Effect
paramefer change from BL | Change from BL | (i-test) size
min (SE) (N) min (SE) (N)
Total Sleep 2-6 (N=31) 79.22 (35.4) (15) | 28.76 (23.76) (16) 0.24 042
Time (TST) 7-17 (N=69) 48.5(15.31)(37) | -0.68(12.62)(32) | 0.018 0.58
Sleep Latency 2-6 (N=31) -46.32 (15.8) (15) | -9.13 (8.57) (16) 0.04 -0.74
(SL) 7-17 (N=69) -36.67(9.9) (37) | -14.21 (9.82) (32) 0.11 -0.38
H5 @S OF 137 OSETH weR 24 2y
SND % Responders
parameter Age (N) Slenyto Placebo P value Number Needed
(Chi-square) | to Treat (NNT)
Total Sleep 2-6 (N=31) 40% (6/15) 25% (4/16) 0.37 6.6
Time (TST) | 7-17 (N=69) | 43.2% (16/37) | 18.75 % (6/32) 0.02 4.12
Sleep Latency | 2-6 (N=31) | 73.3% (11/15) 37.5% (6/16) 0.04 281
(SL)® 7-17 (N=69) | 70.27% (26/37) | 43.75% (14/32) 0.02 3.8
=45 nunutes; bz15 minutes
WA 527 ARl A9 A7 e 2AE SR, 9% #Ee 3RS E YR, FIHE 234
APl AATL T EFHE 6).
He: K& 5254 AHO| ME sND TST & sLel ZIEX| oMo Ha #
Age range N Mean dose (range) Mean change in TST (SE) Mean change in SL (SE)
2-3 11 5.23 (2/5/10) 38.84(46.77) -44.56 (10. 38)
2-7 28 5.64 (2/5/10) 52.36 (26.52) -48.66 (8.
8-11 20 5.20 (2/5/10) 45.12 (26.46) -41.89 (12.31)
12-18 24 8.33 (2/5/10) 34.37 (18.58) -32.40 (13.80)
- 2124 8 131749 o FE kB Bl wAcIAe) dHA TRAAS foi@ AolE vehiA ek F
A3 B2
22124 AHTE TA 26 E Yo bHA ZEupde) gk koA e AAsR o, 1 A 2-64 AH
o ol FAtE]l EEL TA o)} ART Huh 9 @AY FARE Ao E UEhd
FHH o R AHF AGS Wi FRAd 4 Hole 234 dF AT hHA ZEgdS #FFd 2
%, o]FWAZE T AFTolA 119 Fdh o] dukgol AFEHUL, A FTNAE TAEA G
YU ENUARA Y b Z2ad e AR FAS AFE Y EE 74 HTHe] Ao} At of
g BE&e I ATES 4T + AF
6) &% FFol A=
$% 2% WAGA 8 R A AN 3B Bl AR
2mg FAZ TST @ SLelA M Ueiglon, smg 5% 29 39 BAolM smg fAZH 4T 27
oA Asge) Aolh 7,
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Table 25: Sleep and Nap Diary variables (minutes) after 3 and 13 weeks of double blind

treatment by dose (Full Analysis Set Population).

¢

_46_

Variable Group N Mean Change from Baseline N Mean Change from
(SE) Baseline (SE)
3 weeks 13 weeks
2 mg Slenyto -No further dose escalation
TST Slenyto 23 82.65(23.1) 22 81.40(23.2)
Placebo 12 35.76(21.8) 10 35.17(30.3)
SL Slenyto 23 -49.72(11.4) 22 -46.67(12.8)
Placebo 12 -31.93(16.5) 10 -15.40(19.7)
5 mg Slenyto population
TST Slenyto 30 39.98(19.1)
Placebo 38 2.29(12.3)
SL Slenyto 30 -34.37(11.2)
Placebo 38 -11.76(7.5)
5 g Slenyto subpopulation--No further dose escalation needed
TST Slenyto 15/30 117.34( 18.29)
SL Slenyto 15/30  -66.15( 15.88 )
5 g Slenyto subpopulation - Dose escalation to be considered
TST Slenyto 15/30  -37.38(17.9)
SL Slenyto 15/30 -2.56(10.9)
7) €% SFE U 10mg)dl i A=
O A% 267 A &5 5F
AR 265 AHAA 2mg EE Smg ST FHE Holx| R BA, BFE F4VAY P/EE FEPE)
AHE HolA e BAY A% Te $F6mg FE 0mg) o2 SF3
A8 527 & F 84 A3 (EMA assessment report)
- SE/RHAA Qe 2Ee B4 F AR 2% AYAA 168 BA7F amg 28, 2699 A7} Smg
5, 3089 #A47F 10mge H&3toH, o5 +H ¥ A#4E b5 £ 1.0 A3
- A7 527 AFolA 10mg §3Fe Fol W 15 A 43.3%(13/30%8) A7} 60 E= L ol B
T Y

A5 TSTS L) AL &eUolE dmg 2 5mgS A4 HE £



E1: 2HF A2 20 OE sND =8 ¥
Variable Group N Alean Change from N Alean Change from
Baseline (SE) Baseline (SE)
206 weeks 52 weeks
2 mg Slenvto
IST Slenyto 32 56.88 (19.02) 16 94.91(25.03)
SL Slenyto 32 -40.39(9.62) 16 -63.39(14.2)
LSD Slenyto 27 61.11(19.87) 13 119.96 (31.31)
5 mg Slenvto
TST Slenyto 59 26.24(11.89) 26 39.80{23.29)
SL Slenyto 59 -21.88 (6.94) 26 -39.56(6.75)
LSD Slenyto 56 65.71(16.1) 23 95.22 (32.05)
10 mg Slenyto
IST Slenyto 30 21.34(20.9)
SL Slenyto 30 -31.17(12.54)
LSD Slenyto 29 46.95 (24.75)
10 mg Slenyto subpopulation with no further dose escalation needed
TST [ Slenyto | [13/30 [ 119.07 (28.7)
SL [ Slenyte | \ [1330 [ -7424(19.13)
@ AE 52F 10mg FoT 39 EA
- A& 52F AY 10mgS Folata 9, TSTEASHE 2 1 o4, SL(I5% 2 1 o)) 747 E= & 259
A A oE Fo3k S el BE $2419/30%)E #E T
- X 20 h2E A 2657 AFA Smge B3I e IASAA W e Aol Bole Al y
ol 8% 2% J1F0 $PHol 0mgoE FHF A% smg tl F74HQ AR} BEHGeH B
TST 16.63%(p=0.31), SL - 24.72%(p=0.006) 7N4lo] }ER
Hz: A2 523 AEHHM 10mgE S8t AL TST SL &2 T & Z509 oM axoz gojgt J|HE 0| =Aakol sND TST 9 sL &
Variable Mean (SE) Change from BL minutes
Slenyto 5 mg week 26 Slenyto 10 mg week 52 | P value between weeks 26 and 527 (N)
TST 45.71(19.7) 62.35(28.01) P=0.31 (N=19)
SL -40.43(12.58) -65.15(13.65) P=0.006(N=19)
*Paired t-test
- 10mg FoTAA AHHOE FoF A%E e A ulgo] Z7HH(E 3).
- A& BER AV E &7 10mg FowolA ol whers Hols & F7PF FHsAL, 1 F SL
NS Bol: BAS F7hE FAHOE % FAE vehd
BESAR ZF UE AY M 149 SO #o]A2tQl ThH| TST 45& 1 O[¢f B7h SL 158 £& 1 0ld A8 LEH Xt
#3. ME 267 0|F smgs FOE= A H 52F O|= 10mgS FO#= 2Ae] sND TsT 2 5L s Hlg

Variable (N)

% Responders*®

Slenyto 10 g week 52

P value between weeks 26 and 52 (N)

TST

P=0.52 (N=19)

SL P=0.003 (N=19)

*TST responder: A patient is defined as a TST responder if the change from baseline in mean TST is 45 minutes or greater (increase in TST) over the 14 days prior to
each scheduled visit. Sleep latency responder: A patient is defined as a sleep latency responder if the change from baseline in mean sleep latency is 15 minutes or greater
(reduction in sleep latency) over the 14 days prior to each scheduled visit.

o)

- 5mgol A 10mgOE R A9, 7| E 5mg SN AR FEAL Holx 2t BATOIN AT F&
Aol AAEe UEPIER, 10mg o] £30] e A4S FAL 4 918
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FRAEs] AseE Adet oA of 408 tasiel giokE oW AR Aol
=z

(25.30.% o) TAACE o7 e UERd(FAS, p=0.011).

FTHAA (A FHANE Melatonin-Neurim 7oA 80% 7F& F7t8te] Melatonin- Neurimol] ok 7¢ 3t
FIRE eI, FAST | tiet 4 A8 3bo]& 4216%(95% CI [-0.42, 84.73], p=0.052) 2.2 JE}.

T YINFL olFE/HE 1BF I 397 T FREHGA VIES T U FrhHTE AT JoE,

o

olZE7/Hd TA A Melatonin-Neurims 2 3249 4%, 37 SA A& 135 ¢ FEA] FAHAL
o, TST(p=0.002), & ZE7)(p<0.001), 24 31F(p=0.004), A FH717H(p<0.001), 5%} (CSDI)(p<0.001),
A3 A 715 (CGAS) (p=0.029) 2 HFF(SDQ B&F ) (p=0.022) HlA TAHOE fog NS e,

Haztel d9S Bk WHO-S Hae olsE7Hd 357 A A tivl §AA22 98 /HAd&(p=0.03)
Yehl7] Azt e, ol olFE7td 135 A™(p=0.01), Melatonin-Neurim ¥} g2 742k 265 A4
(p=0.001), 395 A3 (p=0.006) % 915 A H(p=0.001)ell = L N &= FAE.
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A Z37E Uehe.
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