AiktHEREREY

ERERSEMEN

X, "M.G. Bogaert Heymans Institute of Pharmacology,
University of Gent Medical School, Gent.

% B Eim

Ex ;
BL7E 19705 » ABRAH ML Ay i (RS ) BLFRBEBARA ( for viewed S€
wEY H EREENS » SEHEH “ important » 1976 ) o BRB 4 5k r U i

first-pass extraction ” R R A EAFH PEE > KA AR H— R iR

80

BE

AR it glyceryl trinitrate, isosorbide dinitrate X isosorbide 2 —mo .
( 2—I SMN) . isosorbide 5—mononitrate (5— ISMN ) éﬁiﬁﬁ"’”ﬁ%—ﬁﬁ]%ﬁ
{5 P L o BAGEE 6 T AR AR WM AT K 0 P U AL
MAE o 708 AN 6 2 R ATTR 0 ELARIR BN > P A% 2t 5 —(B il 4 9
o 40t vt B ( B H A3 M6k RS ) ORI B R AR b

= A P B 2 ARE N K o THRERLIAE R H 65§ AR A
KT R A BARAK o AAETRE K7 RGRAH > AREERS » S Hhz 2R
%75 &4 —4 < high first-pass extraction » » {247 &V 2 WA\ Fl & 695 S $if

3 %32 A ¥ isosorbide dinitrate ¢k ih ™ > 12RE bR L 374 = 7f o iy 69
GEE R T AN TEE I EE N EYETES Y T Rty PR XL
A of% Jfl isosorbide dinitrate # » A&t HRSE2—1SMN &5 — [SM
K2 2 WA R BRI » BF R MK 44 % 2, 5hrsB5hrs o i

HEARAREZ ) SO EADRRRE OFRRBHEZ HAG LA
R AR o BCR RARIE 69 4 2 o3t 25038 40 A 2 A0 M 1RHR 69 » B o 4040 2
B4 & 2 A THW B LN SR FARME: o B 37 7 A6 S AHAR S 26 50 08 b 3R TR



g8 14 ( detect) 9 GLC AcHiB -
e ryl Trinitrate

B B0 = S H ot A e S ED R
gl R ML EE B 6.2 0K
mstrong et al.,1980 ) @Eﬂ{fﬁﬁ(\\
MmiES » 18 40 KEH 10 o @ie ik
%’fﬁﬂi{ﬂ:}ﬁé&ﬁﬁ (Maier et al.
NEF 2 i o QUL B R 1S
BAgE R o T RE R ch OBUKER [ 9 TR
g et al.,1980c ; Brymer et al.,
et al., 1981 ) » oCENHE: AT
nd Kamiya, 1981 ) o @RA WE &
) - BB B B R B
oY 45 o

B » 10 3% AT LUK S EEA BB A eh (4
0 1053 BiEI 5% » 36 LA B 0 AR T
SRR HT—E 563y B 2k (GLC
(erardin et al., 1982 ; Idzu et al
Qttoila et al., 1982 )» LIJ & #A &
_Abanggord and Keck, 1980] X&E

sosorbide Dinitrate

Sosorbide dinitrate Ml » — i

ZB BB A ALl A E B mon-
~Mmetabolites s g 2-1SMN } 5-ISM
f!t al., 1977 ; Rosseel and Bogaert,
WEILGLC ) BBRey T LIRS
4l et al., 1978 ; Sioufi and Pommier
VT LU 985 AR SR — e 4 AT
S 5 0 5 25 4 UBE ) 0 53 B 05 s

iliconised glassware.

(I:H2 —0—=NO,
CH —0—NOp
CH —0—NO;
Glycery! trinitrate

N
H ’O 07

{i(>
i
o H

S
Hl ONO,

Isosorbide dinitrate

H 'NOZ OH

H 0 H O
0" H <,iﬁ[>
¢ oK W "oNO;

Isosortxde 5-mononitrate  Isosorbide 2-mononitrate
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Table |. Intravenous infusion of glycery! trinitrate in man: reported plasma concentrations and half-lives

Reference No. of Infusion rate Plasma concentration Plasma half-life

patients (ug/min) at end of infusion (min)
(ng/mi)

Armstrong et al. 8 15-94 1.2-11.1*

(1980b)* 8 59-440 18.7-481.3 09-27

imhof et al. 5 3.4v 0.35 + 0.06

(1982) 75 064 + 022

McNiff et al. 8 18° = 0.5 28 + 09

(1981)

Oh and Reid 12 245 + 41 1.04 + 027 33+06

(1979)

Reid and Oh 18 3777 1.0 £+ 02 33+04

(1980)

Wei and Reid 5 37.5-175 16 + 04

(1979)

a Arterial concentrations.
b Exact dose known.
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Fig. 3. Plasma concentrations of isosorbide dinitrate (ISDN), iso-
sorbide 2-mononitrate (2-ISMN) and isosorbide S-mononitrate
(5-1SMN) after 10mg isosorbide dinitrate orally. Means (+ SEM)
are given for 4 volunteers (reproduced with permission from Bo-
gaert et al., 1981a).
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