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W5 —
W& B LTV ERH
ACH Achondroplasia (#RE fEH BE)
AUC Area under the curve (Ifl. 1 FE HhAR T )
Cmax maximum concentration (¥ i il FF IR )
CNP C-type Natriuretic Peptide (C 47~ ~ U 7 ZFIJR~T7F R)
CRF Case Report Form  (JEB# 5 2)
FAS full analysis set  (Fx K D FEHT )
FGFR3 Fibroblast growth factor receptor 3 (i ZFHE @ HEFE A 152 2814 3)
GCP %qod Clinical Practice (1385 « PR AR5 O B AR O F M2 B9 %
%)
PPS per protocol set  (FRER AT EE B T4EH])
Tmax Time to reach Cmax (5 & i FH i FE 21522 IRE )
t1/2 Elimination half-life (Ui 7 B =065
UMIN University Hospital Medical Information Network (755 e [ 1
v hU—7)
BRI AT H OIS — %
e Bl LTV nRH
TP Total protein (F8ZEH)
Alb Albumin (7 V7 2 V)
ALT Alanine Aminotransferase(7” 7 =27 X / FEHRBIER)
AST Aspartate Aminotransferase (7 A N7 ¥ UEET X ) FARERER)
BUN Blood urea nitrogen (JRFEZEHR)
Cl Chlorine (7 m—/1)
Cre Creatinine (7 L7 F =)
CRP C-Reactive Protein (C S o 7327)
K Potassium (77 VU 7 A)
Na Sodium (7 K~ VU ™ 2)
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Summary of the protocol

Title Pharmacokinetics and safety of meclizine hydrochloride administered to
achondroplasia children
Purpose of the study | We administer meclizine hydrochloride to achondroplasia children to

examine pharmacokinetics for 24 hours after administration as well as drug

accumulation one weak after administration, together with safety evaluation.

Trial number

CAMCR-009

Trial design

Unblinded two group trial

Subjects

Achondroplasia patients

Inclusion criteria

Patients who meet all the following conditions

(D Patients who were diagnosed as achondroplasia one year or more before
consent was obtained based on the diagnostic criteria established by the
study group of Ministry of Health, Labour, and Welfare

@ Patients aged from 5 to younger than 11 years at the time of obtaining
consent

(@ Patients who can be hospitalized from the day before administration to
the day after administration and are expected to complete this trial
during the evaluation period

@ Patients whose consent was obtained in writing by a representative

(® Patients who obtained an ascent in writing when the subject is 7 years
of age or older

(6 Patients who can take tablets

Exclusion criteria

Exclude patients who comply with any of the followings

(@D Patients who took a drug containing meclizine hydrochloride within 28
days before administration of meclizine

@ Patients who underwent limb lengthening within 28 days prior to

administration of meclizine or who are scheduled to undergo limb

lengthening during the study period

Patients with serious complications

Patients whose weight of less than 11 kg

Patients with symptoms of dysutia

Patients who have been diagnosed as glaucoma

Patients who are allergic to meclizine hydrochloride

®e o6

In addition, patients who were decided inappropriate by the investigator

or subinvestigator in conducting the trial

Target number of

12cases (once a day group: 6 cases, twice a day group: 6 cases)
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cases The first 6 subjects are assigned to “once a day administration group”, and
subsequent 6 subjects are assigned to “twice a day administration group”
Trial drug Name : Sorashidon (meclizine hydrochloride)

Medication methods

Once a day group : Take meclizine once a day in a fasted condition
Twice a day group : Take meclizine twice a day (in the morning and in the

evening) in a fed condition

Prohibited drugs and

therapies

Concomitant drugs:

Following drugs is prohibited from 7 days before administration of meclizine

until the end of the evaluation period.

@O Drugs that have been reported to have the ability to suppress FGFR3
signaling (CNP analogues not approved in Japan, statins etc.)

@ Drugs such as anti-motion sickness drugs containing meclizine
hydrochiloride

Following drugs is prohibited within 24 hours before administration of

meclizine and within 24 hours after completion of administration.

@ common col medicine, antipyretic analgesic, sedative,
antitussive expectorant, internal medicine containing
antihistamine (internal medicine for rhinitis, medicine for
allergy etc.)

Following treatments are prohibited during the period from

obtaining consent to the end of the evaluation period.

@  Patients who were treated with growth hormone at the time of obtaining
consent do not discontinue or change treatment until the end of the
evaluation period.

®  limb lengthening surgery

Evaluation items

[Primary endpoints]
Safety: Name, extent, and rate of adverse events or side effects
pharmacokinetics * accumulation : plasma concentration of meclizine
@ Cmax (during 24 hours)
@  Tmax (during 24 hours)
@  t1/2 (during 24 hours)
@  AUC (during 24 hours)
®  Accumulation (7 days after administration of meclizine)
[ Secondary endpoints]

Simulation of plasma concentration of meclizine
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(Simulate pharmacokinetics with repeated administration for 14 days based
on the plasma concentration of meclizine after once or twice a day

administration)

Evaluation period 8 days (administration period 1 days + follow-up period 7 days)

Principal Hiroshi Kitoh, Department of Orthopaedic Surgery, Nagoya University
investigator Hospital
Procurement of Purchase a commercial product and attach a label for clinical trail

investigational drugs

Conduct medical Department of Orthopaedic Surgery, Nagoya University Hospital
institution
Trail period From June, 2018 to March, 2019




165 I 5 E& 5« CAMCR-009

KGR BIRA T Va2 -

1 H 1 [F#baE
e % 43R
vomm 186 ) |
&
AIX[E (B (& (& (8| & & & [&[|&|B[&|L|3|«
EE B, g|l5|5|5|5|8|5|5|5|5|5|&5|7|#®|,
By g 123 |4a/|8[10]11[12[13|1al,, |7
LA BB B BB BB BB |7
= AR R A R A A R A L
v ®(® | &% | & | & (& & & |8 & | g
y
- o(T0 (1112|1578 |9 [10]11] 9
BEIRIHRS0HE DRI AM | AN (AW |AM [Ph |PH [Pu [PH |PM [PH |PM | AN
A °
HREERNE °
B, ADHE °
R °
B °
R °
i ° °
A G A ° o/ojo|o|0]0e]e oofe
127 L AR o Jeo- ofefeo
ME L Ty RE ®
AR o ° oo
A R o ° oo
R 0 ° oo
Sl M o/o/o|o|o]e]e oo
HEER o/o[o|/o/o[o[o|0]0[0|0|0]0
BERE - BEE o/o/o/o/o[o/0o/0e/e|eo]0][ee0]e

O #ZERMAT28ALNICEESZRELTRE LTV SEEE, BIFEN LLTOERIT OV THEREDREMNE Sh iz
BE, BETYERY -V TROTRELTERT %,
* RYU—Z T REBEEARERE RN S28HLAICEE LTV SEEICE, ROVJ—ZVITBOT—5EERT %,



165 I 5 E& 5« CAMCR-009

1 H 2 [l 54
4l A
py—zvy
g 1HH )
mEs 85 o | &
A= 5
S | g% 8|88 8 (&8 |8 8 " el
m| w|5(5(5|5|5|5|g|5|5|5|5|,,|7 |6
(= 51 2 alalafo|F ]2 3] 2|7
= | & |q By | B | B | B | BF | BE B B | B | B | BF m| B
5 AR AL AL M|
5 ® & (% & | & & ®( & & &
- 9 [T0 (11 (121 |5 7 |89 |i0[11[09
BEIRIR. SIRESOBEORA 2y |an [Aw |An [pu [PH | Pu__|PW [P [PH |PM AN
RS °
HREWRBE
BEALE. & fHiE
B4 °
AR ° °
BE °
*E °
RABNH A ° ojojojoje| © |o|lo0]e
12180 RE ° o olo|e
WL Y R °
MmO R o ° °o|eo
nRE R RE o ° oo
RigE o ° oo
KB AE AR
HEBR ORI
VEE LT 3 AR

O BERMMBALANICEERRELTRELTVAHAR., BFEEHLLTOFERISOVTHREREORENN
BONIBE, BT —HERV -V JBOT—2ELTERT 5.

* ROU—Z VT REEARERS AN S28BUAICEE LTV RS EIZEX, RIV—=VTBROT—22R AT
%,

10



TRBR S hE 5T m =% B« CAMCR-009

TRBR S it DS M OV 51

HCE #EZAUE  (achondroplasia: ACH) (X, J bHEOSW ARG EEZ 2T 25
RFFEIET ﬁ’@:%@?fﬂﬂ.?f‘% Zoﬁ‘?%ﬁff%ﬂﬂﬂﬁfmﬁ_.¥§ﬁ{zfi 3 (fibroblast growth
factor receptor 3 : FGFR3)DHEREMEFFRIZE HL 1 ﬁ”iﬁ FGFR3 JEMALDHIRNTH D |
R B 2 CHEHAEIRAE - ﬁ%ﬁﬂ&@&k®ﬁ APHEBA T 5, RIS
DRERENEESND Z LITXLVRAICE Té%%%ﬁ 120~130cm ToH Y HH
EIRICE R e & 7o, e, EEPAIEICR T 2RI TEMEAL L7 FGFR3 ¥
7 F v T DARARBNE R < . RS RITKT 2 XPERZRTER & L THNERIIZIX
iR A VE AR, VBT EIER T M T O TV A28, A& XAz LS, #
FIHRERIEN BN OREEETH D, 4, FGFR3 ¥ 7 v i3 52 B 0K 11k
BWHRE SN 2 LA WITFERIRERER TOL VDL S LTV a0 (JBiol
Chem 2010, Hum Mol Genet 2012), EHEMEME TH L C BT U 7 LRR~TF R
(C-type natriuretic peptide : CNP) X ACH <7 /LVEIMIZI W THIIWEDR R SN2,
Ry £ L <V (Nat Med 2004), £7-, KETBHFE S/ CNP 7 ) r 2
(BMN111) (ZEERRBRZ i h Td 225, EHAITH 0 /NE~ORMBGIZAFMAR
X1 (AmJHum Genet2012), iPS Mz fEH LAV —= T RIZLVDAZF LD
FGFR3 > 7 UilZh R s s Stz 23, i fl A &0, BERICB 3 2 it
STV (Nature 2014) . H AR IS K834 KIF$ ACH (239 D iaiiE
NI DIGPRBRIA RN LB & 72 2 72D | ARTPE MRV RARRTEREE OB RS L EE T h
HEBZD,

Wl A 27 U 2 AXKENCINT 1957 45 2 H 14 BIZE D P OGER OFEFI O 2hHE T&
RENTAFEER L TH D, o, ABICBN T AEIR. (F ZREERRL) &
LT I981 FEMDFIEINTEY . 3 FLUENEAXRERS>TND, ZOXH1T,
it A2V VU ATHEEICE VT 60 LU EOMAEEAH Y . Z OB, B kOIKFEHH
R THREIZ A D HENRSH D & O RN ST Z &iEn,

mm&i%ﬁﬁﬁ?ﬁ?ﬁE?ﬁ%ﬂ®%ﬁiﬁFj@ﬁﬁhmH%?w%@KLm6
FiFHD FDA BEAGRIE A IR LT ERERIEN 2 7 ) — = JIRIC k0 | A7 U v
7W§@$ﬁﬁ%ﬂﬁukwfkFGHUT%MDMANQ@%Liﬂvfﬂk@9>ﬂﬂh%mﬁ
THZEERAM U, £, BEH~ U AEBRERBRIZBWT, A7 VTV UITEMH
RERAZR LIz, &5, REHO ACH 5 /L~ 7 ZZH] Y IO BHIERTE LN D
MR REDOHFHPHNICHYTEA 7 VDU ZREROKRES LA, T LT A
BHELZ LV AF2— L, HEERS PK HBRICEW T, v U 2 Tld 2mg/kg %5 T3
DERNIE L LTO A7 U 2 ORERME A E(Q25mg) & [/l L ~L Tolfl FIREE RS 5 1
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L EEMER LI, £ I CEEBMICERZREAKRG L ZA, A7 U ¥ Img/kg/day
B LN 2mg/kg/day D 1 H 2 [BIFE O #51C X 0 REERFIEICET v~ U 20F EDMetE
U7z, AR EAOIC b BRI 31T 2 B K IR E O OJER &2 580 72, Fio. A
7YV UBREICLY REEXOHFHEOEENPHRT 2L &b, BRmHOEEOUE
LW, invivo (Z331F 5 FGFR3 BilVEH % gk L 7=,

HWigA 2 U ATENATE LS DO ERH S 2 WIE— B AEREL & L TEH STy
25, 1RBRIFIZ R rTRE 22 FERR IR & MR T — & 13l > T\ 7evy, £ Z T, PMDA
WERISMHR OIS 2% T, 7 v FBXOY XOHEES TK Ak, 1 #EB L2
W E S w2 £ L7z, 2 ERKEERGERBRcO®EEEEIZT v F
15mg/kg (M,F), - X 300mg/kg(M),100mg/kg(F) T v ., FixE% BT, BINE L7=E
FfSGaE - FRBEAE 2 V7 702 -7 a7 74 U o TRBOERNG . T v K
Tk b, A XTRD LAWY (ZAKEBILEK) OFEZRD, 7> TR Sh
TN S WERA O L O TH D AREMESRIB SN, &5, BB L O
RARVESEPRRER 2 T L TR A MR L, 2017 42 3 H £ TI2 TERSOBERER &
OIS IR FE AGR Gl O 720 O IEFEIR L R MERBR O FEFEIZ DWW TDOH A X2 AZDO0 T
(CERE 22 4F 2 H 19 BAHEREEAT 0219 45 4 5. ICHM3 (R2) HA X R) I
BN THAA 2Ry DERIRES 1 AHRBROIRER R 2 # H3° 2 DI LB e IR &2 2
RERASET Lz,

2017 4= 8 H 24 AIZ PMDA OXIHBIE ZEfi L, kD X5 RE2%T7,
HEEXICDOWTIE, AFIOBEZIR D — M AEIRM & U TENTER - IES T
WHZ EERESEZR DL HHIAREG (K01 — (1) )HIIZZET 260 TIERLS, #H
PhReESA (K1 — ()TN T D LEEX D, /NEACH BEZ XL L LI A
HiABRIIZ T ANFRETH D,

ICHM3 (R2) A X A%&E 2 5 L. @itz Eli L7e< Th, 1~3 [EFEE
DL THIUE, HEEGHBNTERT S Z LT EEx D, LER-T, 5% T
E LTV RERGHRREIZBWNT, K4 5S0mg/H (1 7 25mg 2 1 H 2 [|F) O
HHHEL TWDOThiuE, /ML ACH B AR L LI a5 BRICB VT, A
A 25mg 1 A 2 [FERERICKT 2EDEEK LB OV THRHT L 2L b —%
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Vb, PMDA OBE&ESE 2. /NE ACH BEZxRE LR A7 U Y2 25mg §E

D1 H 1 ERFNC 1 B 2 [EREENCRT 5 EyEhhe Rk O et a2 et 235 %
FHE L7,
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The purpose of this clinical trial is to examine pharmacokinetics and safety after oral

administration of meclizine for achondroplasia children.

3. Patients

3.1 patients

achondroplasia patients

3.2 Inclusion criteria

Patients who meet all the following conditions

@ Patients who were diagnosed as achondroplasia one year or more before consent was

® ©

[&eE

®

obtained based on the diagnostic criteria established by the study group of Ministry of
Health, Labour, and Welfare

Patients aged from 5 to younger than 11 years at the time of obtaining consent

Patients who can be hospitalized from the day before administration to the day after
administration and are expected to complete this trial during the evaluation period
Patients whose consent was obtained in writing by a representative

Patients who obtained an ascent in writing when the subject is 7 years of age or older

Patients who can take tablets

RAL]
BRI R & e 2 BEHEN & LTRIE LT,

PR OSBRI B R ASH L2456, MiIfFc& v, HiffSh b8 %
B DIITE RO AR T 2 BAEMIKLIRT OB 5N NETH 5, AL 2 18
RER TS 5 FETH DN, 5 kbl b 11 A O WCE BT UE B O pl R
FEVIMER], AR K O FHER 4om (REFAEICE S WG B AE B O &
ROBE) Tho ., R e OrEIC X v 5 2 BB TA 2P 2 AT HE 7
BRI L F—DEH L UTHRE L,

T, WEBREIIERAICBT S PK 721355 b 0D, RFENRERD 5w
511D REICEIT 5 PK F—Z W EEN G R EEAEOHE LT -
DOITIE, WEAXIG L LEYREHS, B0 T — X 28515 2 &N NE
Thozy, MHREHL LTRE L,

IBBREHEE I EVERD FEM T D BE L L TRE L,

@O HERE O OREERZ A& T 223, Fina e L, RFEE DB Db DOHTS

@

THIRBRSZME LT 57280, &%E LT,
BB NIRASERI T D720 E Lz,

3.3 Exclusion criteria
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Exclude patients who comply with any of the followings
(D Patients who took a drug containing meclizine hydrochloride within 28 days before
administration of meclizine
@ Patients who underwent limb lengthening within 28 days prior to administration of
meclizine or who are scheduled to undergo limb lengthening during the study period
Patients with serious complications
Patients whose weight of less than 11 kg
Patients with symptoms of dysutia
Patients who have been diagnosed as glaucoma

Patients who are allergic to meclizine hydrochloride

® Qe o6

In addition, patients who were decided inappropriate by the investigator or subinvestigator

in conducting the trial

[RBERAL]
) EH Oz, EhEREEYNIAHE S S 720, BRIE LT,
@BOWEG®D® %%%@ﬁ PEZ MRS D720 Luﬁbto

4. B ~DOFHH KRR

4.1 FHISCE R ONFEESCEOER

BRELEMIL, HPCE, 7 FCEROREXE CUIF, RERBCESVY) &
YR 2, MBS SCEIT— L L7 CE TR0 0E & L, MERSA I 2 A wET
T2,

TERE U 72 M5 SO SRR O R L, RIEBUSINTIRBREAEZ B S TKRR
155,

42 FHSCEICRLET R E AR
FIEFASCEICE, PR EbROFENPEEN TV R ITIUZR B0,

(1) IR Z S 2 &

(2) IrBROHBY

Q) IRRFEATERM O KA B4 K OVELE e

(4) 1B 715 (RBRORBRAVIE, R OZIR - RIMEREZ 5 T)

(5) TSN DGR EOFE K OGRS LA

(6) MUFEHBRE (2 )T DM OIS IEOH K OV OIEHRIFIEICE LTl S 5 EE e F]

& K O
(7) #EBRE DIRER~D ST & Wi
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6. Method of trial
6.1 Type of clinical trial
6.1.1 Type of clinical trial
Phase 1 study

6.1.2  Trial design
Unblinded two group trial

[RREMRM] AIBFIT, BEMORMEITO & & b, G EIERUE O/ R O 3K H)
BT — 2 2L L, EHEOHRNZITO, T/hbb, 1A 1E, K1 H2EEEGEDA 7Y
Ty OMBETIEMREN S, 14 ARKERLG LG ORMEREO Y I 2L —ra v EE
i L. KAEEG RGO DO, HEREORILE 257 —2 2 BfFT5 L L b, 78
T —=ZDOFRBICDRTHZENETH S, o, BHEEH 1B 1E, XiX1H 2F)
O EFERTHTECTHY ., 1A 1EESE 1A 2ERGO2HARET 5, KWRE
WIERECd 0 BERAITAE & )l L 7=,

6.2 Medication methods
* Once a day group : Take meclizine once a day in the morning
Before administration of meclizine, fasting for 10 hours or more (without breakfast) and take a
meclizine tablet with a fixed amount of water (approximate 150mL) without chewing, and fast until
one hour after administration
After one our of administration, take a diet managed by the medical institution

However, there is no restriction of water intake throughout the day

* Twice a day group : Take meclizine twice a day, in the morning and in the evening
Take a regular diet managed by the medical institution one hour prior to administration of the study
drug
Take a meclizine tablet with a fixed amount of water (approximate 150mL) without chewing, and
fast until 4 ours after administration
After 4 ours of administration, take a regular diet managed by the medical institution
Take a regular diet managed by the medical institution before the second administration
Take a meclizine tablet with a fixed amount of water (approximate 150mL) without chewing

However, there is no restriction of water intake throughout the day

Record the time of accurate food intake and time of meclizine administration to the original data
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6.3 evaluation items
6.3.1 Primary outcome
Pharmacokinetics : Plasma concentration of meclizine
(D Cmax (during 24 hours )
@ Tmax (during 24 hours)
@ t1/2 (during 24 hours)
@ AUC (during 24 hours)

Accumulation effects (7 days after administration)
Safety : Name, extent, and rate of adverse events or side effects

6.3.2 Secondary outcome
Simulation of plasma concentration
(Simulate pharmacokinetics with repeated administration for 14 days based on the plasma

concentration of meclizine after once or twice a day administration)

7.  Target number of cases and trial period

7.1 Target number of cases

12 cases (Once aday group : 6 cases, Twice a day group : 6 cases)

TRBRIE T F COMIRICILEE P IEGI2S 7= 5 A I EBIER DB 21T 5, £/, 25mg
BE1 B 1[G 6 PIOFHIIM KT L, ZEMAHEGE L72Db 25mg $2 1 H 2 [l 54
DIEBRZ Efid 2, 12 FIOFHIHMAHE T L72GEICE, o nCOREEZHF T THIR
BRICEZITE VW &nH 2 (AERSE» SRR E TOMBNELS Rolcha il %
BET D),

[BEAR AL
55 1 FHRAER O S B REARAT IZ 30 1T DARER) 2218 e LT 1 B o plaiiE LT,

7.2 Trial period
From June, 2018 to March, 2019
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