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Study on the absorption of bioactive peptides depending on the onset
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In this study, in order to elucidate effect of the onset of diseases on absorption of
bioactive small peptides, a stable isotope labeling LC-MRM-MS/MS method for
successive determination of peptides in rat blood was primarily developed. By using
this newly developed assay method, ca. 2-times higher absorption of one of di-peptides,
Trp-His in SHRs was observed for the first time, compared to normal rats.
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LOQ (ng/mL) : Val-Tyr; 0.12, Met-Tyr; 0. 06,
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HA - HFIAE) : <10%
EREE (fEE~ORINFER) : 85-120%

(2) 7 v FIER~D T F RILILZEE
D18 ¥ SHR ~D Val-Tyr K NF DA~
F K ORI 258
TCICMERTIERZET 22 E0HL
e 5T B Val-Tyr K& O8N ACE FRE/ER 23
M TS Met-Tyr. Leu-Tyr ®F v b~
DOHEME¥ERBR A2 FEE L= (30 mg/kg), <
DFEER . 5 L724 SIP O 24 FifiE ToORR
HFR 72 IR EDOZEA AR LC-MS HEIZ L VRS
MmERY (M3KRVNK4), X7F R
Lo THINEIREN KX < Bre B Z & VH|HA
L7z (1), ¥z, Val-Tyr (AUC: 5.46=+0. 20
ng h/mL, Cmax: 1.16%0.32 ng/mL) Tl AUC
L LT Met-Tyr (AUC: 0.38=%0.03 ng h/mL,
Cmax:0.12%0. 03 ng/mL) & % Leu-Tyr (AUC:
0.42+0.03 ng h/mL, Cmax: 0.16+0.06

ng/mL) D) 15 FREWIN LT VT F
FCTHHBZERHLNERST, 05,
Met-Tyr & O Leu-Tyr & OMIZIEA E 72X
BEOEITIBD NI hoTz, XTF ROMEE
I2& B in vivo UL COWRINE DE B
TEHREFNIIFTEALERY =720 &0
O, XTF FEE-WIEMREICE L Tix s
LRDMBNBVETH D,

A: 2C-mono-isotopic monitoring

D-Val-Tyr
(Internal Standard)
n
I
[12C] Met-Tyr rrertentyr A1)
— —a YV N

B: $3C-mono-jsotopic monitoring
....... | :’L"’“" itom Srmdara)
o] LeuTyr /| y’i":\\

i ,,r\\
A ] :‘xﬁﬁpﬁl“\g

I

f\‘ “\ A

H ““f\ 15C] Met-Tyr
U —

I

il s e

3 LC-MRM-MS/MS ¥:iZ X % SHR -~ SIP #
5.1 o 1A N I ZE 8

[*ClLeu-Tyr

Concentration (ngimi)

Concentration (ng/ml)

["*ClVal-Tyr

Time after administration (h)

X4 SIP# 5% D 24 BER E Toll P iEELE
1k

#1 SHR ~0 SIP #% 53 BrfE 1

f () Coogmbplisma)  1;(h)  AUCy, (agh/mi - plasma)
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WH (1 nmol/mL in 0.1%FA)-standard_T3_pos
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# RT [min] Area
1 6. 14207101

njection: 25
MRM [MS] 342.2 /
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Him SD 7 v MMIxtd 5 Cmax 1X 3.6 ng/nL,
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