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Table 1. Backgrounds of the subjects in the S-1108 administration study

Subject Dose Name | . Age Weight | Height BUN S-Cr
No. (years) (kg) (ecm) | (mg/dl) | (mg/dD
1 K. O. 91 50 152 35 1.2
2 T.Y. | 8 51 151 33 Lo
3 100 mg K. U. 76 47 166 12 0._7_
1 YK | 715 34 145 1| o8
5 F.T 65 49 160 37 0.9
[
Mean 8. D. t'os | 262 | 214 | time | x5
6 T. L. 85 55 162 14 0.9
7 H. F. 7 60 154 14 0.9
8 150 mg T.Y. 74 66 167 18 0.8
9 H.T. 71 54 165 9 0.6
10 Z. 0. 69 44 158 18 1.0
Mean£S. D. i7gg i5;? £6;6 11331 i&?s
B 7K 100 ml & & bR B/, »5HEEFL, acylcarnitine L acylcarnitine/
3. BERE free CRN LLA B L7,
2f), BERBIU0KRE%R | IR, 285, 38

fa, 6 WM, 8 HERE, 24 BRREICKRMEFRIRIM K D # 4
ml &I L, FRMEESICmMECHEEL, —80°CTH&E
ERELI, 2REDMENHRTHRIOMEFD S-
1006 iREEZAIE L 720

BRIZ, BEHGE 0N S 48506, 425 805, 8~
5 1285/, 1245 24 BRSO S THRRERL, BRENE
BEb5IC5ml % - 80°CTHRIERTE Lo F/o, &IERH
BORBERH L1,

S-1006 DREREL, E. coli 7347 #REE & L
T Trypto-Soy Agar i 2B W /- HIEEEICK S
Bioassay b L U @mEREK I/ D= b T T 4 —
(HPLC) #&ICTiT1i» /2o HPLC 13, €7V HP
10900 M (EJIEB#) ZHVWTITRY, MEDES
i3, EEMWE LT Cosmosil 5C 18, BE#EELT
50 mM PBS (pH 6 )/2 mM Tetraoctyl ammonium
bromide in CH,/CH,OH (9 : 4 : 3) 2@\,
ZERT 265 nm ORBFEETAE L1, F72, RDOB
BI3EEM & LT Nucleosil 5C 18, B#EE LT
50 mM PBS (pH 6 )/2 mM Tetraoctyl ammonium
bromide in CH,CN/CH,OH (68 :20: 8) &AW
120

“AN=F 2 (CRN) DiflE(3. free CRN, total
CRN ¢ 2 Enzyme radioimmunoassay & T,
pivaloylcarnitine (& HPLC IS CTRIE L7z, F1,
acylcarnitine % total CRN & free CRN & DZET

0. m |

1. S-1108 D&M ENEE

S-1108 100 mg B £ 150 mg & 5B E 5
BEDOHERS, FRApgEitR% Table 2 £ X Uf Table 3 iZ
~ L7, 100 mg BE5DBEDMFENRE R, &5%
1 B, +oambEhiir-7c 1 HEBRWTO. 11
~0.51 £ g/ml (3F39 0.25+0.22 £ g/ml) TH -
foo ZTOHAEFITHEML, #5% 2B/MTEH0.57
v g/ml, 3BERITEE0.85ug/ml, 6B TEY
0.86 1 g/ml TdH -7 (Table2), 150 mg {25 DH
&3 B5% 1T REIhEH -7 L HIERY
T0.09~0.92 ug/ml (F#50.33%0.39g/ml) T
Hoto TOHLEFITHEML, H5%2KBETEE
1.06 ug/ml, 3BFEITFEH 1. 20ug/ml, 68T
F450.64 L g/ml TdH -7z (Tabled ),

INSOREET I VR— b AL MEFLICES
THEth L, B XN ENFEMBIEED parameter %
Table 4 IZ/RF, 100 mg 5 DOHE, ReMbRE
(Cmax) (2 1.12%0. 61l ug/ml, HEMAEED:E
B (Tmax) 34.0+1.87 hr, mMH¥mE T1/28
132.27+0.83 hr TH 7o —F, 150 mg 5D
%, Cmax (3 1.47+0.65 2 g/ml, Tmax {3 4. 0%
1.87hr, T1/2831.39+0.10 hr TH - 72,

FRep#Eit R I3, 100 mg 5T 4], 150 mg %
BERTHIRE L. 0405 24 BRI, 100 mg %
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Table 2. Serum concentrations and urinary excretion of S-1108 after the 100 mg dose
. Urinary
; (ug/ml)
Subject Concentration ( zg/m . excretion
No. 0 1° 2° 3° 6° 8° 24° | (0~24h)(%)
1 0 0.11 1.18 2.16 1.66 0.94 - 26.2
2 0 0.11 0.21 0.64 111 0.85 0.12 11.5
3 0 <0.05 <0.05 0.07 0.92 0.26 <0.05 27,1
4 0 0.51 0. 87 0.84 0.41 0.24 - -
5 0 0. 47 0.55 0. 56 0.21 0.10 <0.05 24.0
Mean 0 0. 25 0.57 0.85 0.86 0.48 <0.05 22.2
+ + + + + + +
S.D. 0.22 0.46 0.78 0.58 0. 39 7.25
Table 3. Serum concentrations and urinary excretion of S-1108 after the 150 mg dose
Subject Concentration ( xzg/ml) Urinar‘y
No . . " - - - excretion
: 0 1 2 3 6 8 24 (0~24h)(%)
6 0 0.09 0.21 0.39 1.22 0.50 - 19.7
7 0 0.92 1.87 1.93 0.47 0.14 - 30.5
8 0 0.40 2.23 1.84 0.40 0.09 - 34.6
9 0 <0.05 0.086 0.41 0.56 0.16 - 20.8
10 0 0.10 0.92 1.42 0.53 0.16 - 21.4
Mean 0 0.33 1.06 1.20 0.64 0.21 - 25.4
+ + + + + + +
S. D. 0.39 0.97 0.75 0.33 0.16 6.71
Table 4. Pharmacokinetic parameters of S-1108 after the 100 mg and 150mg dose
Dosage 100 mg 150 mg
No.
parameler 1 2 3 4 5 |[MeanxS.D.| 1 2 3 4 5 |Mean=S.D.
Cmax 1.1110.56 (1 0.92|2.16|0.87| 1.12+0.61 | 1.93| 1.43|1.22|2.23|0.56| 1.47%0.65
(ug/ml
?ﬁ? 6.0 [ 3.0 [6.0 (30 |20 | 40 £1.87 |30 |30 |60 |20 |6.0 | 4.0 =18
lelz'lr()ﬁ) 3.38(1.82(1.27|2.09|279| 2.27+0.83 | 1.38 | 1.48|1.49| 1.27|1.33| 1.39%0.10

B3 11.5~27. 1% (F922.2£7.25%), 150 mg
#E5TI319.7~84.6% (¥ 25.4+6.71%) Th -
7o

2. AN=F L BfE

S-1108 5 3 B5f#% D CRN DIMiEHRE % Table
51Z/R 7o 100 mg 258 i3, total CRN (3 61.5
~66. 1 nmol/ml (3F#363. 9% 1. 91 nmol/ml), free
CRN (% 31. 9~62. 2 nmol/ml (F¥359 49.2+13.0
nmol/ml) T & ¥, acylcarnitine/free CRN L
(% 0.03~0.92 (F+50.38+0.39) Tdh -1, MH

pivaloylcarnitine (3, 1| TOAEH SN, 3.26

nmol/ml TH -7 LML, free DE/NY UEE]
FlbRE X Ntid -7, 150 mg 5B T, total
CRN (2 25. 1~85. 7 nmol/ml (£ 60. 4 +24.6
nmol/ml), free CRN it 23. 5~59. 2 nmol/m! (¥
3 46. 4= 14. 6 nmol/ml) T& Y. acylcarnitine/
free CRN H.id 0. 07~0.45 (F#50.27£0.18) T
Hotco TOETIR, 2FTIF pivaloylcarnitine
b Eh, Fi52 7412 0 nmol/ml TH-7 %
72, S5HIF 1 BT free DE/NY UEEDSRH I NG
RAADA IV =F L REDOHB % Fig. 11IRTo 100
mg H 5T, 2HITREL, total CRN %
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Table 5. Serum concentrations of carnitine 3 hours after S-1108 administration
Age Weight | Carnitine (nmol/ml) | Pivaloyl
No. C tine | Acyl/F
Dosage o ase () (ke) Total Froo (ga&n&l}%) cyl/Iree
1 K. O. 91 50 8.4 |  62.2 - 0.03
2 T.Y. 82 51 - 1 - - -
3 K. U. 76 47 66.1 | 47.6 - 0. 39
100 mg 4 Y. K. 75 34 63.6 54.9 ~ 0.16
5 F.T. 65 49 61.5 | 319 3.26 0.92
Mean 77.8 46.2 63.9 | 49.2 3.26 0. 38
+SD +95 | 62 | * 1911 *£130 +0. 39
1 T. L 85 55 54.6 1 4L7T 1.32 0.31
2 H.F. 77 60 82.0 | 57.5 1,82 0.43
3 T.Y. 74 66 85.7 | 59.2 4.89 0.45
150 mg 4 H. T. 71 54 25.1 | 23.5 0.69 0.07
5 Z. 0. 69 44 5.7 1 50.3 4.97 0.09
Mean 76.9 55. 8 60.4 | 46.4 2.74 0.27
+SD +63 | +81 | +246 | *14.6 | +2.00 +0.18
100mg (n=2)
p mol
120 1
[~}
-2
e
¥ 801
S 40
f%r wil mEEE
0~4  4~8 8~12 12~24 (hr)
1 mol ’ZA 150mg (n=5)
S
120
8
B
X 804
g
=1
5 40-

Fig. 1. Urinary excretion of carnitine after
S-1108 administreation
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77 LR, PBEEEICLWREARY NS LERLT
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L, ZBEETR MBERACHELT, EBIKEDE
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rg/ml EBRERZETH-1""'Y, BEEETHE
lean body mass D), EEHIIERAEEICETLE
ICE > THRALRIBDOERS TRMFBENSF LS
ENFRIINIA, BEREGETELT L HEERAL
DEVWMHBEART O TREVWEEZI SN, L
ML, Tmax OFHEIIWTN LT 4 BT, &
HERAD 1. 81~2. 2 R 'V I L THE L TV
too Fto, MA¥EREIE 150 mg BREHTIREY
139, BIEMATORE "'V LEAIZETHH-
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Wico 85T, BAAE BB L T Cmax ITKENK
{, Tmax, T, B0 EEMHEICH S NS, K
B SIcHh e DR ERIRICRET ALENH B L EZ
S5NB, 51T, INODREEBEA ICKRITT 5 &,
Tmax, T,,,B8&bIT, Eo2EFMNWKEL, EFE
IKBWTIRENBEBICE I AEAZNKEVI EAR
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DFERTERWA, Tmax, T, HEELTWV

BIEWTIE, MALEQEYBINHDBD'Y, By
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MO MAEET' Y 5 & OEBIEIH ) BEEET
W), Lo kEVAEMNEZ SN B, ET, 4
DI BEDNE, HERTOBRBTSH 5725, &
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BTN GES T, A%, EEETORNEOK
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KoM b,
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SOt F o AFINE LTI AT IANEDO—HI,
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%5, L L, MiED acylcarnitine/free CRN Hid 100
mg 25054, F0.38, 150 mg #5084,
0.27 Td » 1z, Mi&EH acylcarnitine/free CRN it
13, BeMofsEsan, ok, ITEEEIS
B EpoAREERESTRMAHIL=F v, B
HIN=F L BNDEBINIWHDEEZ HND, &
to, ReANL=F L HEttE S, 150 mg 5% 4BR
$THBRLE(, LIRIRER LTV, #-T #H
FRICK > TZEEZBIIBVWTOEEDEAY V=T
DRDEPFRT BRI DIV EFRIZN B, LD
L, HARDDEWEEET, MEHREECEERE
FEREMOY R EETHBEICHOVTIE, HEK
B2 ENHBEEZ ONBE Y,

Bi%ic, Ak EBbhaEIERIR, 1HbE
»ohd, i b S-1108 HEHE 5T}, FHE
WA 76. 5 mDEEZBITE VT H, LoticHERLES
CEDHER I NI,
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Pharmacokinetics of S-1108 in the elderly

Shinji Teramoto, Yoshinosuke Fukuchi, Takahide Nagase and Hajime Orimo
Department of Geriatrics, Faculty of Medicine, University of Tokyo
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Pharmacokinetics of S—1108 were investigated in the elderly. The serum Concentrations of
S-1006 were determined after oral administration of 100 mg and 150 mg of S-1108 to ten
aged subjects (mean age=76.5+7.4 years). In the 100 mg dose group, the maximal serum
concentration was attained 2 to 6 hours after administration, and the mean value ranged
from 0.56 to 2.16 /2 g/ml (mean=1.12%0.61 2 g/ml). In the 150 mg dose group, the max-
imal serum concentration was attained 2 to 6 hours after administration, and the mean
value ranged from 0.56 to 2.23 zg/ml (mean=1.47%+0.65x g/ml). Urinary recovery of S-1108
within 24 hours in the 100 mg dose group and in the 150 mg dose group was 22.2% and
25.4%, respectively. Thus, the maximal serum concentration of S-1006 in the elderly was
nearly equal to that in the adult. However, the half life of S-1006 in the elderly was slightly
longer than in the adult. This indicates that the administration intervals of the drug should
be longer in the elderly than those in the young.

With regard to carnitine (CRN) metabolism, urinary recovery of CRN within 4 hours in
thel00 mg dose group and in the 150 mg dose group was 35.7 £z mol and 226 1 mol, re-
spectively. Serum concentration of CRN 4 hours after administration of 100 mg S-1108 and
150 mg S-1108 were 63.9%£1.9 nmol/ml and 60.4£24. 6 nmol/ml, respectively. Additionally,
the ratio of acyl CRN to free CRN in serum in the 100 mg dose group and thel50 mg dose
group was 0.38 and 0.27, respectively. It therefore appears that CRN body stores are little
influenced by S-1108 administration even in the elderly. Moreover, no adverse reactions were
observed in any ot the subjects.



