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238 4.3 212.1 90.9 113.7 119.6 75.7

48 | 827 210.7 79.0 104.5 23.7 58.0
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160 | 42.0 204.4 113.0 104.8 1.7 31.9
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1) IBREY XAF U RIERREET IV (CBSXKIE~Y ™Y R) I3t 21ER
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N AV ABEEECREIR D OV, AREEERBLOBER A SN Fhe, a4 ViR
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I MBIKREY AF U RIEREET IV (MTHFRRIBY Y X) (X 21EH
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1. MERFREOHT - BlEE

11 AR LA MR
BHTH L

1—2 EelAdEERERRE
[VI. EMEREICEIY HTHE 1-3 BREKHARCHERE S hAMPRE] OHSIHR

1—3 KRR CHE SN OPERE
(1) BRAFEY ZF L RIERE"
HAANEREY ZF VIRIERE 66]) 2RISR Z A ¥ ERITES Lo HEIREIZ BT %
MAEHRE A4 PRED P 7 7EiE. MO LD Th -7,

BERBREICH T H2MEBERNEARED Z T71E

&
Jec i g | e | e T pme | gk s | TR
(kg) (umol/L)

458 152
A CBS/K4H 42 pgis 47.0 8g/H. 72

83 645

438 343
B CBS/R48 19 Lilin 77.0 7.5¢/H. 572

83 366

458 259
C CBS/K4H 17 Egis 53.0 6g/H. 5752

83H 138

438 544
D MTHFR’K & 38 prqlén 95.7 15g/H. 772

8 460

458 1.5g/H. 472 53.3
E | CBSKIl 4 & | 150

83 1.8g/H. 5772 72.6

434 76.8
F CBS/K{H 37 L g s 63.4 6g/H. 772

83 104

2l O TR EREE S 5151 O AT PRI

) EHA (BE  SEAT—45)"
SFE R BV 12051 & /PRI, X2 4 2 50me/kg % 2 G BRI % 5% K UV &
4V 50mg/kg#% 1 H 201 (100mg/kg/ H) 222 5 H SR 540 MAEh x4 4 Vg
JEHERS R OSSR ENRE S5 4 — 21, LFDOEBDTH - 72,
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BERZEORSEOMBERNS [ 2 IREHERS (FHELFERE)

1.00

o
3
a

RRTE\ A\ B
[mmol/L]
o
o
)
ol

B [h]

HEROHRSFOMBHRNZ REHRE (FI9ECRERE)

B EZRORSEOMBERNS 1 2 IREHERE (FHELFERE)

2.0

_.
&

_.
o

Pt ANENN R =
[mmol/L]

0.5 i K
] ' . \i ~~~~ i‘
] e i
0.0 e e
0 24 48 72 96 120 144 168 192 216
AR [h]
REROEZRSEOMIERNZS EEHRE (FHOELEERE):
N 7ERERUVUREIESHOERE
BYEREERUVRRIEEEOEYFE/INT A —4
= Crnax Thax AUCo.24
=4 H?:,
w4 (mmol/L) (h) (mmol - h/L)
RN = 0.939 + 0.194 0.899 +0.33 3.974 +0.732
R 5.1 1.456 + 0.308 0.90 + 0.25 12.528 + 4.498
- t1/2a tizp CLg Xuo-24 1
A A '
P (h) (h) (mL./h/k) (mg)
P 5 0.59 +0.21 14.38 +7.17 4.4+ 3.66 156.5 4+ 130.1
A 51 1.77+0.75 41.17 £13.50 4.5+ 224 510.2 + 246.3

SEYaiE £ FEHERZE (n=12)
Xooom © 857 24 We[H] & T ORI &




VI. EMEREICEAT 5THE

1—4 chiig
AP L

1-5 RE - HAXORE
LR L

1—6 BEMR(KRE2L—2 32 )@BRICKUHBEL -EYHFRBREREEHER
B L

2. EMEER/INTA—4

2—1 MG
— RN % P 5 FR T 51258 ] & 41 4 standard linear two compartment disposition model & >
Tir-> 72

2—2 WINVEEEH
<BEZ HEAFEYZXFUBET—427>

SHEABs JER G & £ 2 2 F VIRTERE (61) 2 RIZN % 4 2~ 100mg/kgHi AR 1% 5. o) 3%
MENRE/ NS X — 213, ITDEBD TH 72,

WEES RAFUVIREBEDEYHE/NTA -4

LI TR = O I e e | RSV T2
1 gL 113 2comp+tigg 0.8 114 1.0
2 Ligis 33 lcomp+ti, 0.3 8.0 2.6
3 S 64 lcomp+ti 0.4 10.5 3.3
4 B 111 2comp + tig 0.8 12.4 3.5
5 Sk 22 lcomp+ti 14 12.2 3.2
6 g 70 2comp+ tigg 0.8 26.3 0.9
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7 gl ok S etk Lk L ok
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Mo R 8g/H 7.5g/H 6g/H 15g/H 1.5~22¢/H | 6g/H
552 532 532 532 532 552

P& 5y (—434) 89.3 769.9 452.8 25.8 72.7 45.7
£ 5 qmi( 03) 28.4 1076.8 482.1 21.3 18.6 36.3
18 — — — — 485 —

238 21.2 1011.4 478.6 26.2 149.8 64.5
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<BE>XHEE
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U L. RO L TR Z A4 Y OYIEEER ARG ST b,

if g;o R TT L B fd AR T ARG R
Sprince H, FEVZATA Vip Fy b | NZ4F1730mg/kg ip | RO E B L L
1969 ™ (FFFEULE 30 i i 5-) (Ot HETRE 1.2 051 6 4510 02 9

i 2R TELT)
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B & iz,
Freed WJ, | Z FYF=—%ip 29| Ra4 Y 5mmol/kg CHEEAE A HIH] X
1985 7 2.5, 5, 10mmol/kg ip . FEEEMET L 7=,
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1988 *¥ e 5- 5 B LIRS Ok % R
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8.4 Pediatric Use
The majority of case studies of homocystinuria patients treated with
Cystadane have been pediatric patients, including patients ranging in
age from 24 days to 17 years [see Clinical Studies (14)]. Children
younger than 3 years of age may benefit from dose titration [see
Dosage and Administration (2)].

He[EDSPC*? 4. Clinical particulars< k¥ >

4.2 Posology and method of administration
Paediatric population
The recommended total daily dose in paediatric patients over 10

years of age is the same as adult. However, dose titration may be
preferable in paediatric patients.

In paediatric patients less than 10 years of age, the usual effective
dose regimen is 100 mg/kg/day given in 2 doses daily; increasing
the frequency above twice daily and/or the dose above 150 mg/kg/
day does not improve the homocysteine- lowering effect.

5. Pharmacological properties < k>
5.1 Pharmacodynamic properties
Clinical efficacy and safety
Paediatric population

In paediatric patients less than 10 years of age, the usual effective
dose regimen is 100 mg/kg/day given in 2 doses daily; increasing
the frequency above twice daily and/or the dose above 150 mg/kg/
day does not improve the homocysteine-lowering effect.

Monitoring betaine plasma concentrations does not help to define
the efficacy of treatment, since these concentrations do not directly
correspond to the flux through the cytosolic betaine homocysteine
methyl transferase pathway.

*1. DailyMed (CYSTADANE (Rare Disease Therapeutics, Inc.). 2010410 Hekg) &b
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