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2. RER
21HEEF AR
RRICBELTIUTORAREERLE LT,  BBRIFIL

(FREBEE - PCBEERFE, EH#E5000). A% ./ —)L(LC/MSHA).

T2/ —)U(LCMSE). H 70—/l (chemical purity > 95%;
FOFEHEE) . A T =>/-d3(chemical purity > 98%. isotopic
purity > 99.6%; Toronto Research Chemicals) ; = 1) XAF
> (chemical purity > 97%; Merck, Darmstadt, Germany) ; T
L =<2 (chemical purity > 98%; Combi-Blocks, San Diego,
CA USA); Ov FDEKBES 520D b 7—)VIE(QRE -
INA TR, GH. ETEBEEENEOMBL S DI
HIZEMonoSpin C18 FF A— U w I (¥ —T)bH AT
A= FERLE Lz,

22 ZFEARRDAR
ToO—)b. SURFYY TLI YV VDEBIEERK
(400 pg/mL)= T2 /— VAR L. FFEITSET
SBOCTRELE Lz, BERERREBEKTHIRT 2
ZElck. BRIZERR (025, 25, 50, 10, 150 25,
40, 80, 100, BKV 150 pug/mL) =B LK LIz, F+

U7 L—2 3 VKR (050 5. 100 200 30. 50, 80. 160,

200, B&KU 300 ng/ml) 1. M7EICEYZEOFFIZER
BEMITRCETRARELE Lz, BESERQQ Y7
JUlE. MBITERRE (1 ng/mL). #NEE (120 ng/ml). H&
U=EE (240 ng/mL) THRINT A ETHRBLE LI, N
ERIZAERTR & LT AT Z -d3D7KATR(10 ng/ml) A& RERLK
THREL. FRTZETI0CTRELE L

23 HMBAES KU DR

MonoSpin C18 FF A—~ U w % H5H L&H200 uLD
BT F )L, AR/ —)URURBEK OV T a7y
LE Le(®2E), 20k, MES0uLE A= -d3ACAR
(10 ng/mLAS0 ULDEERE H— M) wolcOd— R L. 18
EK200 L THE L. 10,000XgT30 MEEODEELE L
fz(3E), 100 ulL DOEEETF)ILEMA %, 2000Xg T
30 MEEROSBL T TO—)b. SURFIUBLIUIL
RAVVEEZGAHBREBNLE Lz, GCG-MS/MSIE
GCMS-TQ™8040 NXZ BN, #7715 Lkk. SH-I 5Sil MS
(30 mET, 025 mm R, 025um)ERBUVE LTz, BlIES
HOFMIER1ISRLET, COBRY IV 1ul % GC-
MS/MSICE#EFALE LTz,
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AV RO 7= 3 VidPeters 5 DIMEITRE D> TR
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TV (n=5) ZEALE LIz, BERR (05, 5. 10, 20, 30,
50, 80, 160. 200. HKU 300 ng/mL) (&, AO2=>-d3%
NERIZEEL LcE—vmfEtka 70y b e5T &Ik UME
BLE Lz, BEEEDOFMEmEL. QC Y FIVEE (1. 120,
ek 240 ng/mL) ZER L THBELRFREAEHLEL
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(LOD) BLUEEMRFA (LOQ) I&. LOD =33 X SD/S KU
LOQ=10 X SD/S & LTEHLF Lz, EHEN LOQ A
BEFDOTFRREEIS ng/mL&Y HEL >TFEE. 05
ng/mLZLOQ &#HELE LTze 5DDEEASOY bDIE
ERWTCQCH Y FIVDIEEE (1 ng/mb) &&EE (240
ng/mL) Z{ER L. Matuszewski S DJFECHE D T EINE,
REJY IR, BLUOTOCRBIERDEERELEL
feo BINERDY > TIVOZREMIE. QC YT IL%E 26°C
T 65 BENBRICAET AT ETIHELE Lz, £z
RS ((30°CC485/) LR (=R & 3 A7 IUgVIRL
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I&. -30°CT 23 BRMRE LIzaied QC /)L ALEY
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VAN SH-15Sil MS (30 m X 0.25 mm #E, 0.25 um fR/E)
a= 60 °C (1 min)-320 °C (10 °C/min)-320 °C (10 min)
FADRE 280°C

NOURTT7T—TAVBE 280°C

AAOE—F ATy LR

FrUTAHR S VAZFN

TR 1.8 mL/min

A FAE El (70eV)

1A VIRRE 200°C

RAF v HE

(AR b AF 2V AF )

my/z40- 220 (dwell time 50 ms)

Safrole 162>104,131,CE15V

MRM 5> 22 3> (m/2)

Myristicin 192>161,91,CE10V
Elemicin 208> 193,177,CE10V

Meconin-d3 162> 104,CE5V
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R2WRICEMDDW/N T—2 3 VR

0.5-300
*ﬁ(;ﬁ%ﬁ_ﬁ) (0.5, 5, 10, 20, 30, 50, 80, 160, 200, and 300)
9 SAF MYL ELE
r? 0.996 0.997 0.997
SAF: Safrole, MYL: Myristicin, ELE: Elemicin n==6
SAF MYL ELE
LOD (ng/mL) 0.14 0.16 0.15
LOQ (ng/mL) 0.5 0.5 0.5

Precision (RSD%)

Bias (%)
QCs (ng/mL) Intra-day run Inter-day run
SAF MYL ELE SAF MYL ELE SAF MYL ELE
LOQ (0.5) 5.4 11 4.9 7.9 8.7 8.8 -1.8 1.9 -2.2
Low (1) 4.0 7.9 2.7 8.6 5.2 11 11 2.1 0.5
Medium (120) 3.8 3.7 3.3 3.8 3.7 3.3 -1.1 -1.3 -04
High (240) 3.7 3.0 2.4 3.7 3.7 2.5 -2.6 -0.8 0.0
6 days,n=5
LOW (1) High (240)
QCs (ng/mL)
SAF MYL ELE SAF MYL ELE
Recovery rate (%) 84.9 95.4 95.4 79.0 88.2 92.0
Matrix effect (%) 109.1 107.9 108.7 101.8 99.8 98.8
Process efficiency (%) 92.3 102.7 103.2 80.2 87.9 90.7
5 days, 5 matrices were used.
R3INRICEMDORALZEN
Averaged remaining contents
QCs
(ng/mL) SAF MYL ELE
Mean (%) RSD (%) Mean (%) RSD (%) Mean (%) RSD (%)
E i it 1 102.2 3.0 101.2 3.2 97.8 1.8
reeze/thaw stability
(3 cycles, -30°C to RT) 120 100.8 5.0 98.8 4.8 97.8 4.4
240 103.6 2.0 102.8 2.2 101.5 21
L . abilit 1 98.8 5.7 99.6 14.4 97.0 9.8
ong-term stability
(43 days, -30°C) 120 100.3 0.6 99.3 1.6 100.8 1.9
240 98.9 1.8 98.4 2.3 101.1 2.1
n =5 (Freeze/thaw stability , Long-term stability)
QCs Averaged remaining contents mean (%)
ng/mL
Processed sample stability (ng/mt) SAF MYL ELE
(6.5 h, 26°C) 1 102.5 108.5 99.3
120 100.2 100.0 99.6
240 102.1 102.7 101.7
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(x100,000)
1.5 1
] Myristicin Elemicin
101 192>161 =P | |/ 208>193
] Meconin-d3
197>177
] Safrole
0.5 7 162>104 l
7.0 7.5 8.0 8.5 9.0 9.5 10 min.
M4 mEY > FINCHIFBMRMY OX 75 L
3 s
_ ﬁ. Safrole 6 * Myristicin
= . = =-0.041 x + 5.883
E , | @ y =-0.036 x + 2.665 £ o:-. y 4
2 e... R? = 0.994 5 5 ... R? = 0.987
c ... ~— ....
= 19 .., £ 4 ...
[ e, < ®e,
E .'0. % 3 A ...°o
E o T ..0 = '.’.
S 2 "o
o ‘® 3
-1 T T T T 1 1 T T T T 9
0 20 40 60 80 100 0 20 40 60 80 100
Time after admission (h) Time after admission (h)
— 6 _‘-._ Elemicin
E ®.q y =-0.081 x + 6.631
2 a4 R2=0.986
IS '-?_
s 2
> ®e
2
3 )
'2 T T T T 1
0 20 40 60 80 100
Time after admission (h)
B5  ABTERIBRHRE &R B DIETRE DGR
F4 WRICEMOAPTERBREICHT 3 METRE
. - Serum level (ng/mL)
Time after admission (h S .
(h) Safrole Myristicin Elemicin
0 16.7 388 844
8.7 9.2 192 236
21.2 6.5 167 147
45.7 2.7 65.2 30.6
93.7 0.50 7.1 0.30*
* < LOQ, estimated value
Compounds Kel Tz ()
Safrole -0.036 19
Myristicin -0.041 17
Elemicin -0.081 8.5
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