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(1) B S GEMR | AR 1ETATFNLVT = =7 — M % 10mg GA T 5,
7)) DEERUVEHM

#ll WA L. BV oA w A, huErayFTLySy, B Ry
ol ru—A, U KEZBEHILDA, BIF NI ATT U
[/ SVAVN
(2) EMREZNEE ML
(3) #= BN AR
V-3. RGAMEOHEER | %4 Lean
UVEE
V-4. Aff B9/
V-5. BATHuEeEDH | V&V U8 Bl AT 1K)
Y3 1Y) T Ak
— | ’1 Z . N ot Va 4
Ve SHOBIIERTI i wieate | wwwm | I e
25°C,/ w7 A | 36 » A el L
FEHIRFER | 60%RH +F%xv v
(&)
RERITEE - MRk, B, &8
N i S 25°C/ K I 120 77 i L
HRTEMERBR | T 000 Lux Lux * hr

MBI - MRIR. BRRWE. RitE SR L




(2)

(3)

(4)

REER VBBRED
TEM

fthFl & DERE XL
(MELFEMEIL)

petandicd

. AR -8

EENLELEE -
S NPCE T
AE - ARCET 5
4R

G

FiHRE

BHEOME

- BlRRM SN D EH

L]

. ZDih

B4R

EER R L

ARBRE - IRHRBRIESE 215
FBRIE - K. 900mL

[EILe s s I

K 15 0O 75% 0L 1

3 L0

Y& YU U8E 10mg : 100 88 O : ~3F) | 500 & Offi : /37)
M LR
W7 A, ¥v v 7 (&)

3 LR

L0



V-1, EEXIEHR

V-2, ZEEXIIHERICEE
THEE

V-3. REERUAE=E
(1) BZERUBAEDRESR

(2) RERUVRAEDRE
g - R

V-4 RHERUVHE=ICEE
T5IE

V-5 BREKAE

(1) BBERT—2 /8y 45—

(2) BRARZREEER

(3) RERGERHER

V. BEICET HIEH

4. FHhEEXIIHE
FiarLro—

HEESH TV

6. AiZRUVHE

AFNT =7 — MNEREE LT, BERAN 1 H 20~60mg Z 1~2 [EIZ5F
RAOFEGST 5, ks, Fiin, SERIC X EEEBT 2,
— SR FER ClX 20~60mg K VIEA - THEG L TN 95%7 20~
60mg ZEMA L T\, F/o, BhHE%E 60mg M EICHEL THLZORENE
bbihol-y by, Frarro—icxda) 20 ro0ms 1 ARG E
% 20~60mg & xE L1,

1. RERUVAZICEHEYT 5IE
REEZN R D DT, AIRISERE L, & 2% OIREITFER & LTl S8
5T L,

(fEER)
AN D FERENRIIIRSE 30~60 732 dH HboiL, 3~4 FEEF T 5720, AR
EIRBIRN K DT AN LR DOIRFEITEET D L ER D D,

KPR L

U L

LR L



(4) BRIIMRER
1) BNEREERER —EERRBRICBWT, FraLr o —icxtTAESE (AL E) 1T
89.6%(95/106) T~ 7= 18 | Fi=, “HEMILEGARIZBWTAAIOA MR
BOOLNTNDS Y

FILALT—DLBHEE

J<3
* " < i3 L ZN a
2N H y

" B
AR ) B |k | om | 3
)
Bl 7 88 11 0 0 0 106
Rt (%) 6.6 | 83.0 | 10.4 0 0 0 100
FILaALTo—DEERANKEE
e | B | || R E R %
o g SRRy 2 s | i
'S e S RERE R | =
= E|E | AL (16| # (%)
MEAR T E 12(8 | 9] 0] 0| O 97/106 91.5
FE G B 3193 8] 1| 0] 1 96/106 90.1
i FAE 146717 0] 0| 4 81/102 79.4
HREEZ )5 15(61/20] 1] o 4 76/101 75.2
R AR JBR I 26|49 15| 0| 0| 4 75/ 94 79.8
TR [ SRR PR B 21563 | 5| 0| 2 58/101 57.4

* AR TRBR B AR 1230 1) D IR DR BUIRIL 2 I B 720 JEIR T & ITRED R 5,

<HBE>

FAavLT—39 B (VXU OffNTRts 37 Fl) xRl L7 78REBX
' Prolintane ([EWNARAGR) ®HE, “HEH, 7o A4 —"— BRIz TY
2 DN RER TS ¢,

2) ReMRE MR L
(5) BE - HENRBE | HuEEaL
(6) saREHEF

1) EAMEAE (—f% | Z4ERRL
ERARERE. BiE
ERARERE. £
RIELLEEE) . ®
ERFERT —2~N—
ARE. HERTR
FRAREBROAR

2) ARBEHELTER | ZUERRL
FEDOABXITER
LE=RE - ABOM
£:3

(1) i U L




VI-l. EBEZFMNICEESH D
tEYMXIZILEEE

VI-2. FEE{ER

(1) {ERERGL - 1FRAR

(2) EERMITHHAER
RiAR

VI. EMEE(CEHT HIER

BT a—=AT I (R, JATRLFU v, TRLFU V) BILOHK
MREER] (T 72X I, NEY )

(+)-R,R—Methylphenidate Dopamine (R=H) . Noradrenaline (R=0OH)
HO
_ACO:CH;
R
Hee HO
NH
NH,
(+)-S—Amphetamine Pemoline

H
(o)
>'_NH2
o J/

EE : BEEOH LM OB - DIRFL, RHOBFRL 2SR L L,

HaC NH2

AFNT 2=F— MI, VT RFERTO RARXI KR/ AT RLF U v
DOFRYIAHRZEREL, v F T AMBO RARXI VKRR VT KLU RE
 ERSETHRAOBEBELZEHDIHEDOLEEZLNTNWAN 577 | Fa
L7 —DIEFN RN I T D i e E R 13 o0 IR STz,

1) iR ERRRRER

YA, Ty b, UHE, A XICBWTAFILT = =F— NEREIE 0.5~
5mg/ kg DR 0 XIFIER DA G12 K v iES o T, BUBRAGTTE) . B4 EE)
SO HHRPEBZE SRR RO S TN D ¢,

2) BEEFCRIZFTEHE

VTR ATV T = =F — MEERE 16mg/ kg AR OFG L, EEHL S A2 0
TEIE LI ERTIIES 1 FFRIRICRLER D 4 fFoEREEZ R L, £727
v MZ X DEEED THEBRICE O T 10mg/kg #0885 L2 BAICIIEH A
FEEBOTLENRBD SN TWD 8 AF LT = =F — NEERE O ES TR
JANZZEOBRE KR OFEHGRHIZBWTAZ T2 H I, 724 DIFIFETRE
ThHDHIENBEDOLN TG 89 |

3) ERIZRIZTHE

REM Bl a7 o—oEE (18 fl) ITATF VT =7 — MERIE (10~
40mg) Z#HH- L, WU HOFAT (BEE) &% EBEEEE%) o 2EK
LT 1 EMORY 7T 7 ¢ 24T W iek % el U7 AE 58, RREEREE D
FRIZE & 70 5 NIRETREERFE R (NIRTERE) 23 3.5 (SICHER LR ) 7w EEfE
AEFSZENRBDO LN TS, £7-.REM MEIRINHIZHROFRME & 72 5 AR
ﬁREM%®%ﬁ%%®@%ﬁ%b%h“meﬁﬁmﬁﬁﬁﬁﬁﬁﬁ%éﬂ
TWn%, 10



(3) YERFEIMERR - £t | (EMHIEIUFR - @ 30 47~60 471
Ry i
VEFIRFGEIEMH] © BRIRAOIZIX 4~6 FER O Rt L E 2 b d W
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VI-1. meEEOH#HFE

(1) sARLEMHS
e

(2) BERABRTHERIN
f-mdEE

(3) HhEHE

4) B - FRROEE

VIL EMEREICET HEE

AR L

EFRAIZ WC-ATF N7 == — MEME # R 0S5 L7098 Tix, miET
UC N ENRE Z /R T OITRGEN 2RM T, 20 UCITFEITREBEDIZL D b
DTHDH 12, GEADT—4)

<ZHFE>
#w:v7/~$%1m (CARA] 2 88 (20mg) F7/-1E 4 88 (40mg) 2N T
AR 085 L2 %%%T%é@ﬁi%(d%)@mw$%fi%ﬁ%

PERL, %mg&@k%@bfﬂMgﬁﬁTiﬁ6P‘%kao:®#ﬁ
FEE DR RITIAAIRR O & 5% o EIEHRHICB T 2fafmic L0 B2 6
TN D 13),

ng/ml
121
ng:BF/mi
10 50+
4 M 404
8 g 40
% 40mg »
6 B 30-
% 3
44 # 20-
R
&
2 . i! 10 .
f t 20mg
0 0 T )
0 2 4 6 8K 0 20 40mg
B w5 &
% | Tmax (h) |{Cmax (ng/mL)| t1/2 (h) (n?{}JfSL)
20mg 1 1.7 2.6 5.9
40mg 0.7 11.7 2.7 42.7

%w:u7/—$%4ﬁ&0@%mA4ﬁ ZAHI 2 88 (20mg) #HHE D d K

HERREE T 1~2 BRI E L, %@ﬁilTﬂzamek@A#
wk%< IR 3 R & LB 19 () BAER 1K) o
EiXdADO 110U FTHD, EERFMTHL Y XV U (AT LK) ©
A7 R B VIR AR DK 10 15 & 0 As, SKHEPERAICRIEETH 5 19,

BH TR L

BH TR L
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(M

(2)

(3) H

(4)

(%)

(6)

(M

(2)

(M

(2)

(3)

(4)

(9)

=
=
b
i
7l
s

Z Dt

BEH (REaL—
av) B@m

fRAT A&
INFG A= EHER

R AR

kil
1fn % — A BS P @ @ i

lﬁﬂ;’f&' — B 82 B P @A
3

A~ DRI
BB DBTHE

ZDMOHEEA~ADE
7%

NENDOT —4 3 s3— kA NET LR 16
U ERR L

HEADT —4 : R 10 B 0.3mg/kg Z HEIR OS5 (CE¥E+ES.D.)
0.300*£0.038 hr-1 ¢

NEADT =5 : flEFER A 10 BIllC 0.3mg/kg % HERE N5 CE¥E+£S.D.)
10.5+1.7L/hr/kg 16’

SNEADOTF—%  NEEE KM BIVEREE (ADHD) 4 4
20.13+8.98 L/kg 17

LRI L

U ER L

MR L

ARANTHAE 25 OWIUTHEL) T, IRITERICRIEh S 19,
NAFT ATV T 4>

31.4+15.9% 19

BCBATT 5 19

R L

BATT 5, RERLTRE/RHMAMAETIREIT 2.7 Th D (n=1) 20,
U ERR L
REERR L

<BE>

7 v MCUC-AF VT = =7 — MMFERMERE 05 15 FFRIR O3 E ISR 557
MTFRO LB T, MREMESE LY bIEREMESEICZ < oML Tz, £
7o. &G 15, 30, 60 3 DN AL, BRI S THD L, PN AED
DAL, RICEER L ORI @ < o IRV T/, SR, FHREDONRICIR S 72 o

Tz 20

HEAMDH (S ) [BE=EICHTIEIE %) ]
e EVAME 4y ) FERGVEIE Sy 1]

IS 0.24 0.22

i 0.10 0.15

b4 R O B 0.08 0

HiE 0.22 0.44

NG 0.08 0.46

T DD H RSy 0.27 0
2 JLIE4
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(6) MPEAKEER

VI-6. X
u)gﬁﬂﬁ&dﬁﬁﬁ

(2) R#ICEAET HER
(CYPE) OnF
B, 5%

(3) YIEABHRDEE
RUZDEIE

(4) REPOFHEOER
RUEM L, L
&

VI-7.  BEitd

16.2+1.1% (B A) . 15.2+5.2% (hE) 1

AFILT T =T — FORBHRR 2V
o
&—0OCH, » E-—OH
NH NH
AFNLI=F—} WaY) R
ulxmﬁmﬁlﬁ
C—OCH,
—ocn,
p-EFOF-AFNLTT
o vk
|
C—OC|
-k bu#/ e ;r=\'—
NH AFALIT=
o ™ g T 7L
A X U-AFIITT=F—F BEk
ZEERR L
MAFE R EITIEREIE A R L, #EEEfH BT 2fEfic kb0 E XS

TV E 15 .
ERMNCBILZERBY THD U Z ) VERITEREMICREETH D 19,
<BE> HEAOT—H 1¥

bt MZBI2RFOERBFWIIR= AT RO Z ) VT, BEED 80%%
LTS
PEMERAL « IR R OV

NENDOT—X)

bt RMZ UC-AF VT = =F — MR 20mg R O& 5 8 KON 48 Bifl#: DR
R PHER I Z N Zh 50 KX 90% THh-7- (n=6) ., BFEHEPHPEHRIL 24
RO 48 B T2 1.5 L 8.3% T, #HICIFMm < D& LvPEE S s
otz (n=1) , “C OYFHITRFPPEEZ VHE LT T TH - 12, R
¢@£ﬁ%%m%iz%wW@U&uy%f\&ﬁim&m%ﬁb\iﬁmw
OHEMEITA 720N 18



T M UC-AF N7 = =7 — MNEFIE 15mg # 0 5-1% 15, 18 LU 30 i
DR PP RIZIFNENIZEEG-BD 78.4, 93.5 LV 94.3%TH V. RPN
(IEREB BRI S o7z 20

Z v PR T UC-ATF VT = =F— MNEBIE 25 L2356 0N 3 o R
FHRHOEISIZ TEDO L BY TH D 12,

R RBEHDEE (S b, 4X)

PR 14C BRI OEIS (%)

R EED A A X
HEREN 0 FRE

VxR 27 36 44

P-OH-AF/L7 ==F—h 15 3 1.2

p-OH-V % U > g 20 19 2

Oxo- A F )N 7 ==F— k 1.2 <1 7

Oxo- YV # U “ik 3 1.8 30

P-OH-V % U v g (414K 10 10 <1

VI-8. rSUARR—E—IT| &H4ERL

B9 SR8

VI-9. BHHFICKBZBRER | GFEADT—X) 22

(1) MEFEBEITEE (n=1) (ZAAl bmg #5- 1.5 L O 3 Btz o FRE T Z N
Zi 3.9 LT 2.7Tng/mL T, 5.5 FFf#&ICTITMRHIRA (Ing/mL) LN &7,
ZREMIIRD BN o T,

(2) MiEHEHTBEE (n=1) I[ZAHK| bmg F7-1% 10mg & 5-1% O M 1 XETRI
TENZEH 1.5 KO 2.7ng/mL. T, &M 4 FERIZ X Z 2 0k R
(Ing/mL) LLFK O 2.6ng/mL &720, ERMEEIREO NN T2,

WM)EE@%%EE?% REERR L
BE

VI-11. Z0ith Fricia L
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VI-1.

=4

VI &£ (FRELDOIEF) CETHEE

ERNEEZFDER

EZTDER

[

AFEOEBEEF, FILaALTO—0FE, ARERICHEEL., EMEKEZETH
FDVRIFIZODWTHLHRICEETE HER - EEKE - EEERIEHD
WERBDLETOATI L EBIZ, TRLERICEWNTIE, FFIAETIZH
ZEA - EREETHEREL-LTHRAEZITI L,

(fFER)

2%7%10H@f50%J@%m%K¢5% BEefF & U Clitm g Bl 2 i T
Yzl Ih, BEMCHLBRIN, ZOWREBEHEIT, 75&%‘75)6725%#
FEER TV 2V EEREESR] [ZBW T a7 or—ol, RRic
kw4 % fotk@;*ﬁﬁéﬁ%{%ﬁ_btl:ﬁﬂi PERERERT - R A B L, oeiE
DGR S AV RN - R - RICRET HZ & %%zﬁﬁﬂ%ﬂﬁm:&&ﬁ%%
ITEERT « ERBERENBERSN TV DR L. BE I TORWEEITFRAIZ
HEET L2 ERET L, FHITY # ) UiEE L BSFE )%'T Lri—
vaEZH (http//www.ritalin-ryutsukanrijp/ ) .

2. 22 (ROBEICIEHBEELEBEWNI L)
2.1 WEORZE, Bk, HENOH HEE [TPARMRAIBRIERIC L v IER%E
HpxE5 2 k75>3%>é ]
2.2 PAEMfARNEORSE [REx2 LR SE28Zn0nH 5, ]
2.3 HURAREERETCHE D & 5 B3 [(TRR&GRICHEL RIET 03 H D5, ]
2.4 RESE, ROEDOH HBE UERPELT2B8EZW01H D, ]
2.5 KRFIDO ST I3 LiEBUE OBEEE DO & 5 B
2.6 FEEIWET v 7 | Tourette SEMERED B ILE OB « ZIEEDO & % &
#H UERZBEAUIFRSEDL R H D, ]

2.7 EIE D DWW OEE M5 RN ELT I BENRH D, ]

2.8 WBEOMAEX IR TH IV A —~DbbEE [IEE FREEBE
nndHs, ]
29 £/ 7 IvAF T —E (MAO) FHEAZEEGH XI3&EGH1E% 14 H
DRo#BFE  [10.1 2]

(FZER)

2.1 BN D R8I AR OB ENE BN S ER E B L, R8I U2 /R
RS C & D PO HIREOVERENAL & 72 o T D, RANL, 7 ARiTHIR
SO KRNI VRV IABZEIT) RARXI VN TUAR—=FEHEFEL, NI
MR A LR X, PR IER ZH b b3 B2 6T 5D,

2.2 PHZERRAFENIE D B TIL, ARH O RAEIER I X L OEKIC
X0, FEARBEIRS ZRVBER EA T BENRH D,

2.3 ARHNNIAEAMRRATEER 23 0 | BRI RE TLAHE O RER T & 2 BIRE D
PEERAMER Z B I BENLRH B,

2.4 KRHNOZZEARRRHAER I L 0 BAREREIRE BAL S 720 . Blm %25
%’E‘ﬁ—éj’i%ﬂﬁ‘&)é

2.5 ARHFN DR LidHEUE OBEEE D & 5 BFICAK 2 &G L6, HiE
TRIBEUEIER DB RBELT A28 F 00 H 5,

6 EITEH & LTF v 7 O Tourette SEMREDORE N H 0 | IR Z2 B UL
BITDHBENNRD D,

XKTF w7 EIFRR L MRECE 2 2 AR EGESR) T, MEH IR Ze), Sl
KAEME, FEREER, RN RIER D 5 WIEEF TH D, Tourette EMBERE
X, NS D VIEEFRINCHIE L, 1 B B EIEOT v 7 T, B
HEWET v 7 L 1O EOBERF v I BRI 5, BT v 7 I3ERAITHY
WTEFR, ODPWETLHEOIRE, HEREVFETH D,

2.7 RANOFIEARFE(EH CRLREZEEIEDZZENHY ., B D DHD
JERE B I EDIBZENLRH D,

2.8 ARAH| DR FEAFRRATKER T L 0 B EMEEX I AT T T F—~DH D
BEOMEZ S HIC ERSEI2BENLRH D,

2.9 AH| DA FARAHIEH & MAO HEHIOE 7 I U RETAEIEH O A
TERCEN ERT2BE0nH 5, ( IVI-7. fHEEH] OESER)
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MEEX (TZNR 1B E
THIEEEDER

AZERUVHAEICEE
THIEEEDER

BEREGEANIEL
£ DHEH

(V-2 BESUINRICBRET DR OHSM,

[V-4, AEMOHEICEET 21EE] OESH,

8. EELEARNIE

8.1 ARH{ZH 59 5 EA ST EBHEFEF X, BHGANEE IIFHESEITH L
T, AFNOWEE EONES T, IKGFHESEZSLAKIO U A 712250, +
DIERERMEET D & L biT, WUARERIEICOWTIRET S 2 L,

8.2 KAz BWRIE G T 2561213, EMMICIKFIIMELZITS 2 ENE
F LV,

8.3 LMERICKIT HHELBLET D20, AFOLKGHMF X, EMMIC
O (IR KOmEZET 22 L, [9.1.3 ]

8.4 HlREEOIER (MRS, ZF) PHREINTWD, HREENGR
OONTEEEITE, IROMEZER L, LEIZS U TR Z Pl TP ik
TBHZ L,

8.5 HH BEDOAAZ A L T kEmm MR ECRR OBEE N e WA 12
WL SRS O RS M S BRE OIER A HE STV D, DL 5 RIE
RORBLEZBDZO, AFEOBEORREMEEZEBETH 2 L, FHHRIER
WY RGabH 5,

8.6 HFEW, IRK., HUREFEENKBETLHIBZNDH LD T, AKJZRGHO
BT, BB EOERSEERZ M ) B OBEIIIEEIE VI ) (1

EETLZ L,

(fgE%)

8.1 HFE NV IIFHREIZxH L, AFIOF a7 —DIEEICBIT AAESIT,
F7o, BRI TR A & 2T AREMEN B D T & D MR B
THUHZITV, REHFELEOMEY R ERAEICOWTRET 24BN D
D

8.2 M EIE DM Z MR D20, EMM AR MK FHIMEEZITH 2 &N
LELV,

8.3 AKNIT LB AN S Y MEE EHIE2EARH Y, HGHILE
Az ORI (IR RONLEZRIET D HER D D,

8.4 AKITHIMAHIESE, FHELAMEINLTVWD, HAREEN TR B
THEAT, B ThrRNESEOIREE bbb 5720, IBROKRE % Elit
L. &GOS A2 HMrT 5 LERH 5,

8.5 NRE L OFEMOBEZ %S L L= FRBIEIRD 7 F & A% R B
BRDAZTF Y AT, KRN SIS O RE IR A3 driK B SR 5. TR
0.1% (4/3482) IZHA LI, 7T BREETITED S5 TNR,

8.6 st BV,
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VI-6. BHEDEREEIT D
BEICEYTHEE

(1) A6HE - BEEFD
HLBE

(2) BHREREEESE

(3) FFirefEEEsE

9. HEDERZEIHBABICEI HIE

9.1 B6HE - BERZEOHLEE

9.1.1 TALAXRIZZTOBREEDOHLEE
KAERIEZ KT S8, BIEZFRIELBENDLH D,

9.1.2 BEDDMERREICET 2WE. BRAEVCEELGDEREBICET IREESE
Mo, DFICEETELEOAEENRO NS, BLLIXZTOREEMEITR
BInsHEE
AFN OB EZET 256 10i%, BE5RARNOERRESIC LV L
FROREEFET 5 Z &,

9.1.3 aMEDEE. DAL, DHBEZECLI-CLOHIEE
MmJE T e LR SE28E00NH 5, [8.3 2]

9.1.4 RHNMEEE (KEIRE. MEX. KNEDEF) OHLIBEEXTZTOERE
BEOHbHEE
INLOEREBE(NIIHEIED LB D D,

9.1.5 BHRER MEXRE. BEHREES. IBHUEE) OHL-EE
TEhEE, BEEE IR Y Y — ROERDELT 28R H D,

9.1.6 EMREXIZILIA—ILIELFOBEROHIEE
MBMERYELRIC X 0 18 B O K Ok 2 72 R O BLE AT E) 2 £F 5 R n k7
AU DR D,

9.1.7 DEBICHEEMEEXRIMOEELCRHBENH S EE
R BIFRITFENL L TNy, AR 2 & T XA iR & A 3 5 36540
DEGIZ L DREIRFEDOMEDRH 5.

9.1.8 BFAMPRAKNEDEE
BEx EAHSEBENRH D,

(FEER)

9.1.1 AFNTEBEE 2L T S8, TADAXIZZDOBFED H 5 BE TILRME
EHERTOBENND D, ok, WMURPUEREOK G 2T T\ DL EE
Tl AHNC L DREEF OB & 5 WITFVEETEE OBE(RIZ A B h
STEDHRENRD S,

9.1.2 REBIRIZIHME & 72> TRV, MBAMIB W TERERLEERE2AT D
B R a2 B s 2 ER T LS AR 2 G o FRAR feifoR BILE 51 & P 5 U 7= (91 T 229K
FENHE SN TWD, DRGSR RE IO EELBEO & 2 B 13
HEEG L7225 TWDHD, DIRICEE TIIRWBEFENRBOLNL, AL
IZZFDFREMENRIR SN D HBEICBWT S, H5BERNIC OB XA
T ROREZ LT 2L ERH 5,

9.1.3,9.1.4 AF|OATEARRHRBLNMEAC L 0 fE R, DR E k-4 2 &
N b, MEEFB I OSSO E 2 0 WA, DAR4,
DMHFEZE, MM P (MBS, A&, MaEF %) OBEICIXEEIC
BHTHHLERD D,

9.1.5 AFIOFHARREEERIC LY, L%, 2, BB EORER % i
T ERDY, A KRIE, RIS, SR E O BE T TE
[ HEREE Y IEFR T Y — RN ELT2B8EZN0H 5,

9.1.6 AFI D@ ELAIC L 0 8 Ot & OBk 4 7o B2 BE O BT822 1 5 8
MK ZACDBENNH D, FBHETFOEBIZITEANZERH D . Y
RIFCT Vv a— VRO MEERE N 5 BE CIHRIFIC 9 B fegatt 2 a9
2% AREMEDNEIV Y,

9.1.7 i Fkv, (V-5 EEAREARMEE L ZOHE] DESMH)

9.1.8 BAMMEABNEO BBV TEH, BMERNEBRIED Y A7 2RI H
ETCEWNWI Eho#E Lz, (V-2 22ANREZDOHEB] )OES
)

BRE STV

HEESH TV
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(4) 45EREEHI 5E

(5) BE4E

OF:=+E

(N hR

(8) EtnE

VI-7. tHE{EA

(1) HREZLEDER

HEEN TV

9.5 1E43

TEIE OISR L T D A[REE DO & 2 MBI G5 LWz ERZEE LU,
;P FEER (vHF) BV TKEEE (200mg/kg/ H) 12X 0 {EFEME
(T HE) DHRE STV D,

(FEER)
ARBNOEYRF OF G B 223 L TRV, Bl SERR CRAa D
WEND Y TS XITER L CW A RO H 2 KT S LanwZ ERE
F LU,

9.6 RELIF
BHMBCHEG LRV EREELY, B FTAF AT 2=F— b2, Wit
HFICBAITT A LEDOWMERH D,

(FRER)
t MBI AR BITERS LR E T (n=1) . RERLPIERE /AR gD
BENIT 2.7 T, /NEOBREITRHARE LGS0 0.2% & RFEEHIL TV S 20,

9.7 MR

9.7.1 IRIREIE, HAER, HIEUT 6 AR OSNBIITIRR LSt 21520
CHIT SN AGEEERE, B LW &,

9.7.2 KFOFEGNEMIOE2HEICITRBOREICERE L, FECAE
OEMAEDL L VBRI E G2 W5 2 &, DNRICKAZ BEHES L
TS A IR EM OIS, REEENHE SN TV D,

(fEE5%)

9.7.1 AHKID 6 AR DO RN 642 FhE L O ME RS L Cuhauy,

9.7.2 /NEICEME G U, EEOKREIINMEG] & 85 ORREIEN A 5 v
WENHDH 28 WE, BEPIECL Y EFREFRICGBENSL b T
BY., KEZRERCS 2 BEFEIHEGT 2551003, TOREEE/RIC
T 570, ERSLEBIRB PRS2 Z L8 3n 5T 5,

9.8 minE
BET LR EEET D&, MRICAEBBKENMET LTS,

(fZ:5)
RLEEB D,

10. fAEEHA
10.1 StAEE (BFALABWLI &)

EH2E FREREEIR - HETE W - fEREF

MAO FHFEA mILEZ ) —¥H D&
LX) (=7 EBREMERRBR OB Z
FSHXV v (T 7 | Addbd,

~) MAO BRFEHI % 5+ X
Y74 F IR (=7 | ZEERIEE 14 ALLN
4 F) [2.9 %] D BE IR & 5

MNE 7 I UHE
NHINT 2 B8 F N
»H5,

L7722 &,

(f#ER)
RN EARRERNBAEM 23 5720, MAO FREFOIEM Z iR S, S
JEREZDZENH D,
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(2) FARZEELEDEH

10.2 ftAEE (BRICEET S &)

[15.1.1 ZM]

RIREDHE D B %

HANL F g R ER - Tk By - SRR 1

F-HEF FIEVER 2 B8 S8 25 | ARH 1% A3 e 1 dil 3% 1

LR D, HEHT D79,

7~V Rk Al 7=V URPUEENLA O | 7~ U 2 RHUEE M F O

TN 7Y TERBNEmEIN D Z & | TR S5,
N5,

EARE el PUES K O EA N IR | AANLZ 6 0K D
T )L EZ—)L | ENAHTERD S, R EHET L EE 2
Tz kA Hihd,
77U I RV

—ERRL D DAl ZERADLY OH, &R | AFNIT D OIEHF D
AITTIVE Mee h=CFIDA | REERET L 52

BN b= FHE | AEEROERNE®R | Shb,

D IA B BHEH ENDHZERD D,

TIRFY I
NaxkFr
LT %

W) VT RLF Y | KAIOERBEET S | VT KLU ora~m

> LD A FFHE A BENURD L0, F | AEHZ MY X I3HH E
7 hEFEF BELTHRETDHZ L, I HE 58 9 5 Al HEME

b5,

A== AAEOHFHIZE Y, | BFIIAHTH D,

Tva—)u Fe et R OBIER 25 | 7 v 2= JWIZ KA Ok
WS eNdH | btk %M
Do SHD,

(f#35R)

FEA RSB,

7= U URPUEEIA] : AFNC LY 7~V URPUEBLA = F L ER Y~ T — b
(ENERIHTE) OPRMNIEE Lz o®ERH D, —FHF T, FH
Wik L OB mMER I EN 2ol L OFRE LA LN TV D,

Pl AANOFHICED 7= A2, VI RVBIOT7 = /N LEH
—VOIMPREN ER L, EESARANBHLZE0RERHH, —
7. BEARSEEERER (n=11) TIIHUEEAIOIMm PR EICEENTRD D
T BE DL TIEIARA &GOS K O AAEM A Z 2 "TREME I
INEWETBEHELALN TV,

B

RAPLD OA, BIRHIE o b= I IARLEA - AH &P D DA L D

HAER R DIEFIE N H 575, B REEAME AEAERIZ OV
TEBBI TR SN TV MG ITHA LN TV,

BIW VT R U CFERYAKRER : RHE IR,

( TVI-12. (1) ERARGEAICES L EH) DERR)

ra=Ur  ZkEBY,
Ta—) IR,
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VI-8. El{EA

(1) BXEEER &M

1. 8lEA
WOBWER R HHOND ZENH LD T, BEE+7IATV, BRENRD L
NG A3 G 2P 5 W& =175 2 &,

1.1 EXLEIER
11.1.1 PR E % (BEERI)
11.1.2 BulvE (BEEERB)
11.1.3 BM4GEIEEE (Syndrome malin)  (BEERH)
RE BEOMME, CK LAER"HLLbNLZZENHHLDT, ZD LD
RIS, Kk FEOME R E 2175 2 &,
11.1.4 RMEREE (MEL. KEE, NHM, KEZED)  GEERH)
11.1.5 FAR£, FFEEERES (W3 BER)
e BEr4Ee%E) | IEEREERH DN I R D,

(fEER)

11.1.1 RIBEPER R JITALAE & BT, 2 b LTTL A EEFITDTD
B DFFelE D RIEMEFR IR L VRl 2 EE T METH S, EITH
B0 i Al LI R 8 B BL L JEB0 - Rl > TRUEIC Y
(IR > TRLRZIEAL T2 30 IR B Ay L R S D320,

11.1.2 ARG a7 £ OBOERER A FEHL L IEF D HE S Tn D,

11.1.3 AFE G-I EEEGRRE S EH L IEGI S G Sh T g, EVERRE
DIIEITNE RN RV DD o TnD L SN TEY . AAID R85
I UMRCRBUEIEN L OB ERHERE SN D,

11.1.4 KA G-I AREFEAFEH L, i i 38 3E 5% CRMBIR D PAZEDSTR O B,
MENAIR S A3 R S VT IERI 72 E VIS STV D, ARANZ I A Rt fil
BRI DV . ME BRI L0 Ml e RS 2555 5 TRt d 5,

11.1.5 AFNT = =7 — MEFRRMEIR G122, BHELNTRREMRE 2N R LT AL

CE S WA D O 20 g L EWA CEERIIFEEOWE 2 H
Do
T AMEEG OIGHS SR E HEBEXRMEZEMNERES ) 13, AFITIEEN
RIKBTH D,
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(2) ZofnEl{ERA

1.2 ZofthaI{ER

SHE T R ]
B W — s el N
B — = EREEE, B
SR - AE. | A B 5 | BE. 7o o
EHERREE, W | - WORH. 474 | SR, Tourette
SR FHE. | DA, 5 oMRIE. | SEGERE. URFR
R4 . EA. % | 7. o R
N B, L,
e PEREEETD | {E
R & WABORG, 0
L RAEE - R
B B, 5
Wi, BAAR
X, 22/, 'z
F.E LY
V. B | B TR T
WL | R HEAR | L nR% —
. {E
. R | B, U 5
womom| IR MFE TR, OHE —
S
TR b TERR B
fn it — - BRI
Wb, A
FR . e AR
AT ik — — D HEE (AST « ALT -
ALP |5.55)
A — = B
v g — — Pl e, ZTE(L
A=
PEIR S . VEAK | BIAR B RERD .
o | Bk, BIF. B R BB, LA —

Bk

B s

E1D 20X REETITHmsA MR, PrRgsk,
IRAVEZTT D Z &,
1 2) FEBUSHEE | 3URGERIRE LU 0D Bl (IR EE A A 2 5 Lo
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BlERUBE UEE

E NER R 58
AR ET A EREF IR ? =1

A e % 4K 3 7 10

AR IE B B 143 182 325

RIE R 8 BUE 115K 108 93 201

I VE S BLIEL 477 246 723

Bl VE R BUE §1 32 75.52% 51.10% 61.85%

FEAPfP LR - - 75| 41.21 - -
GIERS 37| 25.87 11 6.04 48 | 14.77
SR 1 0.70 - - 1| 0.31
£ A B 18| 12.59 18| 5.54
FRE R 20| 13.99 1 0.55 21| 6.46
ek AR PR 17| 11.89 - - 17| 5.23
TR A AR 25 SR - - 18 9.89 18 | 5.54
AL fE 10 6.99 5 2.75 15| 4.62
Gy 1 B 12 8.39 - - 12| 3.69
17245008 12 8.39 12| 3.69
BALRHE E & E 15| 10.49 15| 4.62
Mo >=R5y 1 0.70 1| 0.31
EZ2 1 0.70 - - 1| 0.31
LI 1 0.70 1 0.55 2| 0.62
=i - - 1 0.55 1| 0.31
KDt s 1 0.70 - - 1| 0.31
WEN 2 1.40 21 0.62
iARE =N 23| 16.08 23| 17.08
A IRA A 1 0.70 - - 1| 0.31
FDEDZ - - 1 0.55 1| 0.31
K78 48 | 33.57 59 | 32.42 107 | 32.92

TH bR - - 43| 23.63 - -
M 5 - - 2 1.10 2| 0.62
RARIEGR 22| 15.38 33| 18.13 55| 16.92
Jg <o - - 5 2.75 5| 1.54
B 1 0.55 1| 0.31
EERY - - 3 1.65 3| 0.92
(ERIN 30| 20.98 1 0.55 31| 9.54
(& 25| 17.48 7 3.85 32| 9.85
T 8 5.59 1 0.55 9| 2.77
a2 6 4.20 - - 6| 1.85
mp - - 3 1.65 3| 0.92

PhBR % - - 29| 15.93 - -
g DT 21| 14.69 10 5.49 31| 9.54
AR 2 1.40 2 1.10 4| 1.23
L ST PEAR I 15| 10.49 - - 15| 4.62
£ F5 1 0.70 - 1| 0.31
NGB ey - - 17 9.34 17| 5.23
NS 1 0.55 1| 0.31

B g Rtk 1 0.55 - -
w5 5 3.50 1 0.55 6| 1.85

R ERED - - - - -
BIE LW 1 0.70 1| 0.1
IR R B 1 0.70 1| 0.31
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RREET) | RRBUBR? @"“%E‘fﬂﬁ
Aa
M - WA IR 2R R - - 8 4.40 - -
HEIR B 27| 18.88 2 1.10 29| 8.92
HEPR K £ - - 2 1.10 2| 0.62
PEAR R 17| 11.89 4 2.20 21| 6.46
A IR 1 0.70 - - 1| 0.31
Z DAt - - 45| 24.73 - -
T 41| 28.67 38| 20.88 79 | 24.31
ERGRER U
S 29 | 20.28 2 1.10 31| 9.54
EHDTe < P 1 0.70 - - 1| 0.31
D ENHET R T 1 0.70 - - 1| 0.31
ESNEGbL - - 1 0.55 1| 0.31
Bk 1 0.70 - - 1| 0.31
A 1 2Rk - - 1 0.55 1| 0.31
E=qiins - - 1 0.55 1| 0.31
Jiiopm 1 0.70 - - 1| 0.1
S RE L5 1 0.70 3 1.65 4| 1.23
Al'P 5 - - 2 1.10 21 0.62
BUN 5 2 1.10 21 0.62
R PR P 1 9 1 0.55 1| 0.31
PRFE A B 5 1 0.55 1| 0.31
malLATa—)L
HJE - 2 1.10 2| 0.62

1) ARBEEET: Frarro—Extg b Lz —RERRR (1064 RO _HE
REkER (FRAT*I8: 37 ) DA F 143 I TOREE
2) FKGREELIEE © Lo L7 —OBhREB NS D BIVE R SEE A

(GRAIRT - 1978 £ 10 A 3 H~1981 4510 H 2 H)

Favro—mktgl LRIERSEETE 182 Hilicis ) 5 By s hlEIEH
FRBRDUILL T O LB TH D,

(1) ¥, AOHE, PR

BIER R BB (Xt (59.6%) NBMH% (45.4%) L0, £7E60HE 1H)
(68.8%) MAPHE MME] (44.8%) L ZznThm< ., PHHEAEL TILEX
oo te (FH TH] 52.4%. OFF 1) 46.0%) . SA%W. a9
IRZHE, DB, ODEREE R ETIEZRRH 0 SHIDFRFICE oz,

(2) $eha, H&5HH

20~60mg/ H DHEFFR G 2B RN D 95%% L, ¥R GHMIL 7.0 £Th
o7z, AEOBKIZH S BWER ORBIBEE O ERIZA LR o7,

WI-9. BERRBEHRICKEIT | RTIN TR
2,488

Foa
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VI-10. BEKRES

VI-11. EALOEE
VI-12. Z£0fOEE

(1) BRERERAIZEDCIH
#H

(2) SEEREREBRICE DS
E:

13. BERE

13. 1 fE4K
TN HAX AR R D3 Fel AN e OV B 0D AR SRR A AR B EE K] 9 2 IR D REIE
RMm I, R, R ST, R, R (BTS2 &N

bHo) . ZeEk. BEL. 2R A, EIT. WL SR, SR
AR, OO, AR, m e, R, ORI
13.2 &

H OGO IE WRIEIER A S 5 I8 S DM O HER IR B

e, RN ZAUT EEE T BETEMD H 2 HEIZ 3 H 5 0
FHEHIC L > THARYERET 5, ERRGEITH Ol ERy
IR L ey — VR R A 2  BICER LG4 5, UTIEMERS

THDOEE 21T 5, BT L U B R R BLE 4 L 5,

(fZ:5)
U &Y BRI D IERENT, ME T O IR LTy,

HEEN TV

HEEN TV

15. ZOHDFE

15.1 BEREAICE D 1E#R

15. 1.1 [REBRIZMNL L TR WR, KAl 7= EOffHIZED .
ZEIRFEMHE SN TS, [10.2 BHE]

15.1. 2 EISAMER GEEXBZEMEREADHD)) (ZxH 585 C, £25%&

A SN T D,

(FRER)

15.1.1 & &RV, 7= it a2 EEEOEMEIREAIT, MND VT
KLU ARz L, EHRE L5677,

15.1.2 ic# B0,

15.2 JEEREREABRIZE D < 1FHR

15.2.1 AFN7 2 =7 — b ORWIFEEERBROM R, F344/N 7 v b2 A
ToRBR TR EM IR b o o7z, B6C3FL ~ 7 A% W= T
V%, MERERME CRFAZARIE O BN, 60mg/kg/day % 5-Ff DT HF 2R
JEDFEELNF HIL TN D,

15.2.2 A F )7 = =7 — N salmonella typhimurium % i\ 7= Ames 75k
TIXEAREREFHEMEITR DN ol T A =— AN AKX —DEHE
DN 2 U 72 BB C U AR Y (/3 (R 254 & e B (R BB DRI A 72 & 7

VG AR R FERMEDN RO b TV D,

(FRER)
15.2.1 & EB Y,
15.2.2 it# BV,
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X-1.

(M

(2)

(3)

(M

(2)

(3)

(4)

()

R
ey B LR

T e REHER

Z Dfth D FE I ER
EERER

HEE5 SR

RERS SRR

BEinEEHER

A A RIEER

IX. JERREREABRICREI HIEE

IVIIEREICEET 5HE | 2]

1) PR - BRI KT D 1EH
@O Dz 5 1EH
HRLEM OHI DT 105g/mL @ & &, f1) THRAR M OV I &8 %
ozt ZE HERE A U 29
@ M - SR AR
BRI A X, FERREREA X T 1~4mg/kg FHEIC XV @D M FE _EF7-23780
Stz 20 R =TI 0.05mg/kg BHEIC L V. BiethinE EF (RS
FARIE) . DA 10%LL EOFGERIEIN, MR R BEIL T MTEIR L
RETITH S RBMNAZRD B IIZ 05 A O FEE IR % 52 1 -3 15 [ )
Wk, REBEMIRE T2 30H N BD bz ¢,
2) RS, RIS 51EM
UYXIC bmglkg K FES LI25HA. EHABBESRD SRR | <
ATl 30mglkg O & CTHIO THIENR R D Hiiz ¢
3) MM I R IE g B
UHRIZ 0.4mglkg FELTSA, WEEMORD 23 ERIC/ Y | RETIX
HWORAE EHITIEMITIML, HEOHEKITE L 2otz 27,
4) fr= Y AEH
BRI 2 2B W TC, 1.hmglkg TT7 B F /b2 ) 2 K 5 & EEmHEM %
40~90%HE L1z 29,

REERR L

LD50 (mg/kg) Ml FEDERBY TH D 8

@D&,ﬁfb% v A Z v b AUS
e
o0 300 450 900
BT 150 170 170
oIE 40 70 30

A4 X (5K 10mgkg/H #14 » AR #&n0)

BeH-BRALA 2 X, #EE DT OICHRE 23 A v, 3B ML EG% 20
SRRE, mEOREMZTRL, LIZULITYE, REZOREFRHELN TV,
FEEROHEITIC N THUE OFFe R -CRE It L, 3 » A% Tk 2 HRERE
LTh., BEHEEDEIHENRLZ SN TS, BEITIELG T, KEIZD TN
BN BV, MRBIZIER T, FIMPTA T s5mg/kg # 58 1 Fllcb T 0
H M ASIENEIZ 2 BV TW D RIS, i 6 AIRAYIRZIIRE D DAL TR0,

Salmonella typhimurium % A\ 72 Ames Bk TITZEARE BFRMEITFRD B
o le, FrA=—ANLALZ—OEEFRINMAD 2 7o 38R I3k g .5y
RS & Ge @R B OWEINA B D, F9V G AR REFRIENTRD b,

EHIRmMBRICB W T, F344/N 7 v M &2 AWER B I EMEIEERD o
2o iz, B6C3F1 ~ 7 A& AW=3ABRCId, MR ME AR ERAE o B0,
60mg/kg/day % 5-HE O TR MR DI BLA - H LT,

~U A (WHz 10 HH 100, 150 X T* 200mg/kg  RENERN)
200mg/kg $G-HET, AEH 1 A B SEBIRENMET L, JEMFE O HMAS 7
BILTWD A, AAFRICITEZITRD T 219
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(6) RFrRIEEER

(1) ZDthD%kEM

BREERR L

REERR L

26



X. BEHpEIEICEY HIEH

SR 53 B U 2 Y B 10mg BIE. [ORIRIE (—FD) | Ay IESER”
ANy« AFAT = 27— PRI B, R () | AL
e

1) EE-EMEOMGZICLVEMNTLZ &
BRHAR 3 4

BEIRETOITE PR AT

B EDFEE JRBRERIE, R BT TRIFT D 2 &,
BERITEM BEFTERLT AR HY

<FVoOLBY Y

R—HK5 - RzhEE [Fl—RR 3 . P — &g
FIZNEE - KERRNE (A X 72X I ERE,. TV, BEX T4 =)L) R
Ik

EHEEFEAH 1954 4 (KA )

BLERFGEAREAR | ARES  22100AMX01357000
RURDBES. El
HENHSEFEAR., B | ARBFEHA -

SehtE A B 1957410 H 8 H

KEE RGeS AKRRE R
Uz g [5/% 1 13600AZZ00111000

SRAMAEVENEAEA A
U XU 82 10mg : 200949 A 25 H (BFe4 A )

WoEBAMEE A B 1958 42 11 H 11 H

EER(XZNEEM. | 1957410 H 8 H : UX U LEEN 9095 « #l 9 OPEARRIE] THEGR
AERUVHEZEEE | 1978410 H 3 H : [J a7 —| OFEEBINER
MEDOERBRUVZ | 2007410 H 26 H : [HL9 DI THROR 5372 FRLEEBITH T 2509 D3
DARE OO HEAME S DN, BIENE 5 O] ORIREAIBRAAGR

. BEERER. BFME | AIHEEAR

HEAREBARY| 197942 H 2 H (920K, #1195 OHEIE)
FORAR 1998 4F 3 A 13 H (BAE 9 2., #1 H DHEE)
. BEEHM BARSANA
. BREHRFIRICEYT | AFIEAF LT 2=F — MEMEAZ RS E T 5720, BAESEEERE 97 5
S1EH PRk 2043 A 19 B o0&, HEMMNIX 1F1 30 HROZRE L ST
W5,
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X-13. £Ea—F

X-14. RIBHLDZEE

JEAE Sl 3R I A1 = 3 - L7 b
W | LR o HOT U3HD 1 s
Edb=—F | (YJ=—F) i a—F
U & 1YJr | 1179009F1035 | 1179009F1035 | 1013696020103 | 620136901
$£10mg
("7
100%5E)
U & 1Jr | 1179009F1035 | 1179009F1035 | 1013696020201 | 620136901
$£10mg
(7
5005E)

EARRANA
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XI-1. ELENE THOHE
KiR

XO-2. BRIZB I+ 5EEK
FEER

XO. SEEH

AIRNZ BT DREEUTBER, TELOCHEIZLTO LB THY | SHETOK
PRPL & TS0 B, ENOZKRNE ORI TAA 242 Z &,

4. EEXIIHE
FiaLro—

6. AEZRUHAE
AFNT 2=F— MEEEEE LT, BEHRA 1 H 20~60mg % 1~2 [A]iZ
SERRO®RST 5, 2B, i, JERICK Y ETEEET 5,

HESCOEGRIRIL (2024 4F 1 A FFR)
KEVRATSCE (20238 4F 10 A tE]) O

R5E44 RITALIN® tablets

FIE - Bikg RITALIN® tablets 5mg, 10mg, 20mg
e 24 SANDOZ

FEIeFE 1955 4

ZhBE ML Zh R Ritalin is indicated for the treatment of:

Attention Deficit Hyperactivity Disorders (ADHD)
in pediatric patients 6 years and older and adults

Narcolepsy
AL OHE - Pediatric Patients 6 years and Older: Start with 5
mg orally twice daily (before breakfast and lunch). In-
crease dosage gradually, in increments of 5-to 10-mg
weekly. Daily dosage above 60 mg is not recommended.

+ Adults: Average dosage is 20 to 30 mg daily. Admin-

ister orally in divided doses 2 or 3 times daily, prefera-
bly 30 to 45 minutes before meals. Maximum total daily
dosage is 60 mg. Patients who are unable to sleep if
medication is taken late in the day should take the last
dose before 6 p.m.

(EE)
_ERICoOWTIE, BAROAGRHIEL B D, ERNOERNAE ORI TAH z
T DZ L,

(1 tlﬂfﬁ'\d)?x%! EY 5B5MER

AR T DARAORFEDH mAAT HLEBEICHT2EER IEHEZE TS
FH. O, B OHEOLHIIUTOLEY THY . KERMNLELHE
ADEC 73 L 135872 5,

9.5 HE4F
e AR L CW A RRBEMO H D LHEICIFE G LW EREE L
VW, BERR (79X ICBWTRKERS (200mg/kg/H) 12XV EFE
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KEDOWASCE | 8.1 Pregnancy
(2023 4% 10 H) | Risk Summary
Published studies and postmarketing reports on
methylphenidate use during pregnancy have not
identified a drug-associated risk of major birth de-
fects, miscarriage or adverse maternal or fetal out-
comes. There may be risks to the fetus associated
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with the use of CNS stimulants use during pregnancy
(see Clinical Considerations).

No effects on morphological development were ob-
served in embryofetal development studies with oral
administration of methylphenidate to pregnant rats
and rabbits during organogenesis at doses up to 10
and 15 times, respectively, the maximum recom-
mended human dose (MRHD) of 60 mg/day given to
adolescents on a mg/m? basis. However, spina bifida
was observed in rabbits at a dose 52 times the MRHD
given to adolescents. A decrease in pup body weight
was observed in a pre- and post-natal development
study with oral administration of methylphenidate to
rats throughout pregnancy and lactation at doses 6
times the MRHD given to adolescents (see Data).
The estimated background risk of major birth defects
and miscarriage for the indicated population is un-
known. All pregnancies have a background risk of
birth defect, loss, or other adverse outcomes. In the
U.S. general population, the estimated background
risk of major birth defects and miscarriage in clini-
cally recognized pregnancies is 2% to 4% and 15% to
20%, respectively.

Clinical Considerations

Fetal/Neonatal Adverse Keactions

CNS stimulants, such as Ritalin and Ritalin-SR, can
cause vasoconstriction and thereby decrease placental
perfusion. No fetal and/or neonatal adverse reactions
have been reported with the use of therapeutic doses
of methylphenidate during pregnancy; however,
premature delivery and low birth weight infants have
been reported in amphetamine-dependent mothers

Data

Animal Data

In embryo-fetal development studies conducted in
rats and rabbits, methylphenidate was administered
orally at doses of up to 75 and 200 mg/kg/day, respec-
tively, during the period of organogenesis. Malfor-
mations (increased incidence of fetal spina bifida)
were observed in rabbits at the highest dose, which is
approximately 52 times the MRHD of 60 mg/day
given to adolescents on a mg/m? basis. The no effect
level for embryo-fetal development in rabbits was 60
mg/kg/day (15times the MRHD given to adolescents
on a mg/m? basis). There was no evidence of morpho-
logical development effects in rats, although in-
creased incidences of fetal skeletal variations were
seen at the highest dose level (10 times the MRHD of
60 mg/day given to adolescents on a mg/m? basis),
which was also maternally toxic. The no effect level
for embryo-fetal development in rats was 25
mg/kg/day (3 times the MRHD on a mg/m? basis).
When methylphenidate was administered to rats
throughout pregnancy and lactation at doses of up to
45 mg/kg/day, offspring body weight gain was de-
creased at the highest dose (6 times the MRHD of 60
mg/day given to adolescents on a mg/m? basis), but no
other effects on postnatal development were ob-
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served. The no effect level for pre- and postnatal de-
velopment in rats was 15 mg/kg/day (~2 times the
MRHD given to adolescents on a mg/m? basis).

8.2 Lactation

Risk Summary

Limited published literature, based on milk sampling
from seven mothers reports that methylphenidate is
present in human milk, which resulted in infant
doses of 0.16% to 0.7% of the maternal weight-ad-
justed dosage and a milk/plasma ratio ranging be-
tween 1.1 and 2.7. There are no reports of adverse ef-
fects on the breastfed infant and no effects on milk
production. Long-term neurodevelopmental effects on
infants from stimulant exposure are unknown. The
developmental and health benefits of breastfeeding
should be considered along with the mother’s clinical
need for Ritalin or Ritalin-SR and any potential ad-
verse effects on the breastfed infant from Ritalin or
Ritalin-SR or from the underlying maternal condi-
tion.

Clinical Considerations

Monitor breastfeeding infants for adverse reactions,
such as agitation, insomnia, anorexia, and reduced
weight gain.

238

F—A N7 U T D4R
(Australian categorisation system for D (202244 H)
prescribing medicines in pregnancy)

<HBESH—ANT VT OHFEOBEE : Australian categorisation system for
prescribingmedicines in pregnancy

D : Drugs which have caused, are suspected to have caused or may be ex-
pected to cause, an increased incidence of human fetal malformations or irre-
versible damage. These drugs may also have adverse pharmacological effects.
Accompanying texts should be consulted for further details.
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i LN
KEOUATLFE | Pediatric Use
(2023 4 10 H) | The safety and effectiveness of Ritalin and Ritalin-SR
for the treatment of ADHD have been established in
pediatric patients 6 to 17 years.
The safety and effectiveness of Ritalin and Ritalin-SR
in pediatric patients less than 6 years have not been
established. The long-term efficacy of Ritalin and Ri-

talin-SR in pediatric patients has not been estab-
lished.
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Long-Term Suppression of Growth

Growth should be monitored during treatment with
stimulants, including Ritalin and Ritalin-SR. Pediat-
ric patients who are not growing or gaining weight as
expected may need to have their treatment inter-
rupted /see Warnings and Precautions (5.7)].

Juvenile Animal Toxicity Data
Rats treated with methylphenidate early in the post-

natal period through sexual maturation demon-
strated a decrease in spontaneous locomotor activity
in adulthood. A deficit in acquisition of a specific
learning task was observed in females only. The doses
at which these findings were observed are at least 4
times the MRHD of 60 mg/day given to children on a
mg/m?2 basis.

In a study conducted in young rats, methylphenidate
was administered orally at doses of up to 100
mg/kg/day for 9 weeks, starting early in the postnatal
period (postnatal Day 7) and continuing through sex-
ual maturity (postnatal Week 10). When these ani-
mals were tested as adults (postnatal Weeks 13 to
14), decreased spontaneous locomotor activity was ob-
served in males and females previously treated with
50 mg/kg/day (approximately 4 times the MRHD of
60 mg/day given to children on a mg/m?2 basis) or
greater, and a deficit in the acquisition of a specific
learning task was seen in females exposed to the
highest dose (8 times the MRHD given to children on
a mg/m? basis). The no effect level for juvenile neuro-
behavioral development in rats was 5 mg/kg/day ( ap-
proximately 0.5 times the MRHD given to children on
a mg/m2 basis). The clinical significance of the long-
term behavioral effects observed in rats is unknown.
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