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MEMBRM"E FLUIDI TY: A NEW BIOPHYSI CAL MEIP.OD FOR
S'IUDIFS OF DRUG EFFECTS IN HUl-lAN FIBROBLASTS.H.Top l ak
A. Hennette r(++) , U. Honegger(+) an d U. Wi esrnann ,
Depts .of Pedi atrics and Pharmaco l ogy (+) , Univ. Bem,
Switzer land, Dept . of Biochemistr:l 'IU Gra z , Austria
(++) .

Effects of the psychotropic mode l d rug des iprami ne (eNI ) on appa­
rent membrane fluidity "ere measured L'1 s uspensions of cul t ured
human f i broblas ts in Ha'1k 's bal anced s a l t solut ion by a f l uo res ­
cence polarization techn i que us i ng an t hr oy l oxy-stear ic ac ids (AS)
as probes. Ce l l s were incubated wi th 1 6 or 12-AS in prescence
or absence of 5 uM CMI a t t empe r a t ures var i ing between 370 and
4°C. Fluidity wi th the dep th of t he probe s i n the mem­
br an e (12 AS > 6 AS) and with inc r eas i ng temper atur e . Measured
anisotropy r (G), ir,versely cor re l a ted t o f luidity, at 3 j OC in
drug t reat ed cells (±SD) was 0 .073±O. OO7 f or 12 AB (contro l s:
0 .096±o .0 12) and 0.124±O.OO6 f o r 6 AS (0.130t0.014). At 250 C r eG)
was O. 112±O. 0 12 for 12 AS (0.118±Q. 014) and 0.188±O.011 for 6 AS
(0 .178±O.008). This suggests that the drug is fluidizing the
deeper, hydrophobic layer of the membrane a t 37OC, but no t at
25OC. Measur emen t s of membrane fl uidi t y in var i ous depth of the
merrbranes may be he lpfu l to s tudy eff ects of l i p i d soluble
drugs .

THEOPHYLLI NE THERAPY MJNITORING USI NG 24 H SALIVA
THEOPHYLLINE oo.."ICENrRATI OO PROFI LES IN AMBUlATORY
ASI'HMATI CS. Ta l A, Aviram M, Ben- Zvi Z, Gorodisch er R .
Di vision of Pedi atrics , Soroka Medical Center,
Ben -Gurion Univer s i t y , Beer - Sheva , I s rae L

We have shown an e xcel lent corre lation between
plasma (p ) and c i tric acid- s timul a t ed saliva (Sa l ) theophy lline
concentra t ions (TC) (rnean+/ - SD PTe : Sa l TC = 1.78+/-0 . 22 , Ped Res .
213 : 1047, 1986; Pediatrics , L' pres s ) .

We a pp lied Sal TC de terminations fo r T therapy llDnitor ing by
performing 93 Sa l TC 24 h profiles in 59 ambulatory asthmatics
(mean +/-50 age 8 . 3+/- 3 .2 ys) t reated with slew release
preparations (SR) : 5- 7 s a liva sampl e s we re collect ed by parent s
a t hane during a 24 h period . Actual vs estimated PTe confirmed a
possibl e mean error of on ly 13 .83 mcg/ml in these childr en . Sal TC
were satisfactory in 413 child r en; therapeutic Level s were achieved
in 18 (313.5%) only a fte r changL, g daily dose or dosing intervals;
marked rrorniriq vs nighttime varia tion existed in both peak and
trough Sal TC (p< 0.05) in 13 ch ildr en . Highest Sal TC in a 24 h
Per iod was in roorn inq sampl es in 86%, While lOtlest level was in
evening samples in 84% o f the ch ildren .

Conc l us i ons : 1. Sal TC is extremely va l uabl e i n ambula tory
asthmatic s . 2. Routine 24 h peak level should be taken 3- 4 after
rrorninq, and t rough l eve l before e vening dos e s o f SR.

Th. purp os e of OIJr s tudv W.3S lo or ovtde ....idence for a rol e 'Jf PGE 2 in maint.3inir,g
,1'J,; l al oate ocv As meas ur ements of plasma PGEs in the lit eral'Jr e did not cor r elate
welt w ith du cte t oat encv we exami ned th e u-acbeer aspi r -at e fo r PGE 2 by a
r a,JII) irnmlJooz,ssay
a ) in 7 pr em.,lure newborn s (NBl of a mean 28 (26-30 ) ges lation with a
mear, wei ')ht of 8BO (7 10- l l eO) ')r ams befor e and wilhin 24 hours aft er sur gica l
.!I" l c losur -e per for med al a mean age of 12 (7-30) days and
b) in 2 Nfl (·f 27 weeks and 650 gr ams wilh ductal closur e by indomet haci n.ln tbose
:- duct closure was ':onfirme·j by ( ros s sectional and Doppler echo cr iteria .
The PGE 2 levels r ang. d fr " m :'40 - 3770 pg/ ml trnean- 1555 ; median 680 ) before
duct li'jat ion and fell sign iii canll y (p= 0 .0 1) to 0 - 300 (mean 72. median 35) aft er
duct ligal ion. Th. wide range of PGE 2 levels beio re duct closu r e may be explained
by the fac t , that 2 NBhad been treated With bovine sur fact ant.
The facl . that PGE 2 in the trachea! aspir-ate disappear or are markedly r educed
af t er sur gical or pharmacological duct closur e may be due to cessation of local PGE
syn th esi s duct tissue itself.

2
Prostaglandin E 2 (P6E 2) Levels in the Lung Lavage
Fluid of Premature Newborns Before and After Duclal
Closure. Vogel M, Stra sser Tho , Poos c , Ri. gel K.;
von Hauner Chilcr ens HosPlla l and -t1edical Clinic Innens t.a,jl
Univer-si ty of ""'.-Ger many

Opi a t e a c t ivi t y an d intestinal transepitheliai4 passage of B-casomorphin (B-CMs) in v it r o . D. Tome.
A.M. Dumont i e r , M. Hautefeuille, J.F. Des jeux. I NSERM
U. 290 , Hopital Sai n t-Lazar e , Paris, Fr anc e .
The opioid pept i des BCMs are derived from milk

.B -cssein in t he i ntestinal lumen . Na t u r a l BCMs a s
we l l a s the analo g B[DAl a 2, 4 , Ty r S] CMS-NH2 c au s ed a naloxo ne
reversib le reduction in short-circuit current (Lsc) whe n added
t o t he blood side of t h e isolated stripped rabbit ileum, in
Us s i ng chamber. Af t e r a dd i t i on in the mucosal reservoir at t he
concentration of 10-4 or 10- 3 M, the natural did not s lter
l a c. HPLC a n a l y s is o f pept 1des a n d amino acid s revealed t hat they
we r e h yd r o lys ed i n the mucossl reservoir an d that they did not
c r oss intact the tis sue. I n contrast, the analog, at the sam e
concentration , rem ained acti ve on lsc ; it was not hyd rolysed
a nd it was transport e d intact acros s the tissue (J ms - 3.5 +
nmole/hr cm' at 10-3 M) . Fu r t he rmore , the protected analog
colle c t e d in the serosal reservoir a fter crossing the tissue
disp layed an intact ami noacid compos i t i on and was ac t i ve on lsc.
These results indicate t hat BCMs are opiate agonists a c t Lng on
electrolyte transport. Their a c t i on from the luminal s i de s eems
to depend on the transfer of the intact peptides from the
luminal to the blood side where opiate receptors are located ,
This action is prevented by muc osal hydrolysis of natural
peptides.
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