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MAEFRARE AT A EERE LTz, ¥ A 1.5g, 3g KON 6g/ A BGREIZRT 5 6 B OZEfERs M iR
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H#E Img NG SN, BERTOVEHMIETRARES 2T A A CEBE +HEER%E) 13 11.3+3.6pmol/L Th -
7225, 2 WEIZIE 1.3umol/L (10.4% [FEHIH 6 D2 k3], p<0.001), 3 HHEIZIX 1.8umol/L (14.2% [H&E-Hi1H
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HOMBEFHERE S AT A AT G-FifE & B L Wb A RICED Lz,
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1] ¥ | 61
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TRERIE L 5] 31T 2 I &SI O A R AR & o A F Ul
SR ENREREARIE H : Visit 5L O6IZRBIT D ImER & o R E
LAAMFHEEE  AEFES, AHPORE, RFEOLEM. MIEP 2 F 4 = K ORI
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i) MPABRRESRATA UEOHT

BFEVAT URIERE 6 il (CBS KIHEFH 5 6], MTHFR KB 1 ) ZXRICAY A % 2 BMEE L &0
ERRREL AT A AMEOHRBIILLTO LB Th oz,

TRBRIELIAN DR A AN K DWW AT TV 2B (541 ; CBS K4H 4 #iil, MTHFR K48 1 ) TIEIANF A o~
DRZZLDOMIEFRAE AT A MEICKE 2L ERBD RN -T2 D, XE A L OFDENHR I N, #r
HICARZ A L AR EZ 7B (6], CBS KIEAEE) TIE. 16 XU 24 B O MAFEHFRAET T AT A AT
FEYEE (15pmol/L) BATFE TR Lz, 32 HEOEIIRKEBMLIZbo0, Ziut 32 #BICBIT 2 8MmiNx%
BEORFHIIEOMSFIRTUC L DB LEZ DN, FHRICHEBEEZZTZEZTICTBOTH, XY A O TER
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SERH] A JEF] B FEBI C SEB D JEG E SEB F
¥Fi | CBS KiE CBS X8 CBS X#8 | MTHFR K42 | CBS x#8 CBS X1
(o iy 42 % 19 5% 17 % 38 7% 4 5% 37 %
lic il Eeqis Bk ok ok P T
% iy 47.0kg 77.0kg 53.0kg 95.7kg 15.0kg 63.4kg
ok m R 8;\/!;1 7./;5;/2 H 653\/2 1;%/25 1.5;%§g/a 6;;3\/2
IR/ OB | B0 UK -4 IR 34 IR 54 Eeips) IR
B 5 g1 (—4 ) 79.0 255.1 129.0 100.0 105.9 55.3
¥ 5 §r (0 @) 6.5 218.4 76.2 110.8 15.1 455

1 38 — — — 422 —
23 43 212.1 90.9 113.7 119.6 75.7
438 82.7 210.7 79.0 104.5 23.7 58.0
& 5 #% 8 i 10.3 194.1 124.4 103.5 38.1 425
16 3 42.0 204.4 113.0 104.8 1.7 31.9
24 3 67.7 168.9 77.3 112.8 1.4 40.0
3238 15.6 204.4 80.0 90.3 84.2 44.4
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13 — — - — ND —
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& 54% 8 i ND 7.7 5.8 25 ND ND
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3298 ND 9.5 TR TR ND ND
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Thy, WTFRLBREDORIEHTH -T2,

* FIVE4 1% MedDRA Ver.15.1 12 4L

Q@<BE>XHIE
SCHRTHRE ST E 2 AT U RIEBRE 140 FIPFRIHFIRER T~ CTOF — & 23l L 7=,
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VAFAETNT N E RIS Lz, —F . MIEh A F A= U EITEREICEIM Uz, BERAER T, #hasRimik,
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S OENWERITRBIER A 72  BIFESLCAIHEZENE 2 biv, AKE ORRBEREFEST 2 Z L IXNETH -7,
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Fio, BREMICERE 520 B2 5N HERERF LR, BREY R ORIERSRBEFIGICETA LN
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KFEICBT HEECHONT, MIFTREE S AT A M CEBEHEHERZE) 13, KRR SR (47 #) 12
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(25177 ) ThH o7z,
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FREVAFUVRIETIE, BCATFA =V REBREO L A X F A= g AEEEE (CBS) XK, 5,10-AF LT T R
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MIRALRE R ICERE T D, NF A E, AT A= RPBREICBNT, XA A U-FREVATA U AT NVEREEB SR
(BHMT) DB L LTHREVAT A VNIATFNVEERE L, FEVATA UV EAT AT H T LI X o TERIERT O
REVATA U ERIET EE 5 6360,
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510-XF L THF THF IAFIVTIDY
MTHFR Ms
Vit B2 CHs-cbl
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MTHFR : 5,10- 2 F L 27 b T & FuiERE Tl MS: A F A4 =Bl

THF : & F S & R RS, CHscbl : AFLa T3

REVRAFUMREE : SRMET 2 VBRI EIEDOE DT, EILAFA =D CBS K. MTHFR X8, =
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PR AR - A DREE A 2T,
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=T NI EFRORT Yy MIEAREDOFREV AT A X2 A UERBE S BREREE2HE X, 7y hTiEd
AF A= REOHEMS, £72, =T MY b CHREBENSAEERLOEMPAONTZZ EnD, XE A EATF
T B ERESED LB LN T,
Ty MTEARRZ A2 (05 KO 1%IREE) %29 HiE, BHRBREEZHRTIE, X241 VEBEEOMID S-7 7/
VIVAF A= (SAM) KON S-TF ) VIVIREYV AT A 2 (SAH) IRENEERIHCH LARICEEE RLZZ &
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VRIS A FKER (1%) % 2 8. AHERSEERR T, XY A4 VEBEEOIEO A F 4= SAM
KON SAH PRSI ICE LABICEMEEZ R L, REVATA VROV RS F A= ITEBEICREEZ R LTIZZ L
N, REA ANIETA F A= FERERET L EZ N 9,

% ¢ AR AR FREEN R DR A o,

Q REVAFUREREBETIVICKNT H1EH

) TAKREVATF VRIEREET LV (CBS KA~ T R) IZx3 2 1EH
Human Only (HO) = 7 R|ZK A V¥KIRIE Q%) % 1AM, BRBIRSEEZE A, ¥ A ARRBEO M
REVATA VIBENEERBUCH LR 15 IR F L, MighAFA=2 Y RAT A2, PAFLT YT A
FNT Y L RENAEIC LR L6,
* 1 FERESAKRRENRHAONZ A

2) NAUKREY AT VRIEREET )V (EX I B X244 avx)) x4 51ER
WL ERFRE Y I Bu ARAFEIC LD MS IEEOK T A OMREEEZ/RT X I Bu K244 2 vE VI
_ZA* (0.5gkg KON 2g/kg 5 IRER) A& 1AM, BHRERIELE A, NF A CEEEHECEERD oM, s
RFEERBLOBIERH LN 0, Fo, X& A VEREECITME T RES AT A VREMEL, MiEHh AT 4=
VIRENE T W, —J REAL A DA 2T Y OMREEEOMEIAE ST, IFETO A F A= R
EOBIMTIbLTNTHoTZEnb, REALLIEEZ IV BuDRSICEDAF A=V AREOBET 25485 =
LN EEZBND,
* 1 FERESAKRREN KON A

3) MAFAEL AT VIRIERHRIEET /L (MTHFR KB~ U R) 1259 H1EH
MTHFR Ki~ 7 A (Mthfr (+/-)) &% A1 % (§) 300mgke/ H ; IREH) % 1 4. BHRERS E723 5T,
NE A ABREECTIIE PR E AT A VRENIHERRIC L LABRIK T 2R L 9,
* 1 FRESAKRREN RO A
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1. hhREOES
(1) B LA MR
i ER R L

Q) BRRAB THAE SN ITEE
REHRS
D BAAREVRAFURESRE "
HARANRE AT URIERE (6 H) ZXHBIIRT A U EROEL LIZROEFREBICET 2 Eh% 4 RED
NZ7fEIX, LTDOERBY ThoT,

BEEREICEITAMBHRIRIA VEED S TE

. . I AE R
s R | R ) MBI | K (e) | EREERES | Y - R (isz

438 152

A CBS K48 ) P 47.0 : 8o/H . 432
= ES 8 i g 645
43 343

B CBS X 19 i 77.0 = 750/ 0. 452
8 i 366
43 259

C CBS K48 17 Jepk 53.0 : 6o/H . 432
8 i g 138
43 544

D MTHFR K#8 38 i 95.7 - 15g/H. 432
8 ES 8 i g 460
43 15¢/H. 452 533

E CBS K 4 I 15.0

: &t 8 i 1.8g/H. 42 726
43 76.8

F CBS K48 37 1 63.4 : 6o/H . 432
s xt 8 3 g 104

B FFAMITH 0O TRBR A H AT 0D i 7 e

@ BERA BF SEBAT—42) "
AE RN B PE 12 Bl 51T, ¥ A 2 S0mg/kg & ZEERFIC AR O 5% KWWY A S0mg/kg & 1 B 2 [A]
(100mg/kg/H) ZEfEIRFIC 5 HBIRKAERR D 5% OIEMBIHE T A —FZ R OMAFER A~ A REHRIZ, ToLBY
THol,

BRI SRR UVERESHROEYBE/Z A -4

FTAM PR A Ciax (mmol/L) Tax (h) AUC24n (mmol * h/L)

WlEl % G-k 0.939+0.194 0.899+0.33 3.974+0.732

Fofs e bRy 1.456+0.308 0.90+0.25 12.528+4.498

R tina_ (h) tizp (h) ClLr (mL/Wkg) Xuo 2 _(mg)
e 0.59+0.21 14.38+7.17 4.4+3.66 156.5+130.1
A& IR 1.77+0.75 41.17+13.50 45+2.24 510.2+246.3
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OF: 21w
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1 P 113 2comp +tyg 0.8 11.4 1.0
2 pegis 33 Lcomp +t,, 0.3 8.0 2.6
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4 T 111 2comp + g 0.8 12.4 3.5
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KIE DRSS CE | 8.1 Pregnancy

(20184F11H) Risk Summary Available data from a limited number of published case reports and postmarketing experience
with Cystadane use in pregnancy have not identified any drug associated risks for major birth defects,
miscarriage, or adverse maternal or fetal outcomes. Animal reproduction studies have not been conducted
with betaine.
The estimated background risk of major birth defects and miscarriage for the indicated population is
unknown. 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 clinically
recognized pregnancies is 2 to 4% and 15 to 20%, respectively.
8.2 Lactation
Risk Summary There are no data on the presence of betaine in human or animal milk, the effects on the
breastfed child, or the effects on milk production. The developmental and health benefits of breastfeeding
should be considered along with the mother’s clinical need for Cystadane and any potential adverse effects
on the breastfed child from Cystadane or from the underlying maternal condition.

RRIN DESAS S

Pregnancy
(20244E12A)

Data on a limited number of exposed pregnancies indicate no adverse event of betaine anhydrous on
pregnancy or on the health of the foetus/newborn child. To date, no other relevant epidemiologic data are
available. Animal reproduction studies have not been conducted. During pregnancy, administering betaine
anhydrous in addition to pyridoxine, folate, anticoagulant and diet under close monitoring of plasma
homocysteine would be compatible with good maternal and foetal outcomes. However, Cystadane should
not be used during pregnancy unless clearly necessary.

Breast-feeding

It is not known whether betaine anhydrous is excreted in human milk (although its metabolic precursor,
choline, occurs at high levels in human milk). Because of lack of data, caution should be exercised when
prescribing Cystadane to breast-feeding women.

QD MNREADKREICET B1FEHK
AFRCH T 2B LED [9.7/0L5% ] OEOFEBMBILLTO LB THY , KREDOHRMNLELITRRD,

9. HEDEREHT ABHICHT IR
9.7 MR

HEICEEGT DL, MPREDTD, ENRRRE Z OER#ZO/NEEOHHIFHIIVETH S,

Hig FEHINA
KIE OBAT CE 8.4 Pediatric Use
(20184F11 1) The safety and effectiveness of Cystadane have been established in pediatric patients. 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 (2.1)] .
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