
IDENTIFICATION AND CIIARACTERIZATION OF THE HEPATIC 
TAURINE (TR) TRANSPORTER IN THE RAT. S Maisel- 
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Our objective was to identify and characterize the Na:TR co- 
transporter on the rat hepatic basolateral membrane (BIM). TR 
transport by highly purified hepatic BLM prepared from 14d and 
adult rats was inhibited 40.50% following exposure to the sulf- 
hydryl (SH) modifying reagent. N-ethylmaleimide (NEM) (250pM). 
Preincubation of BIM with TR (100pM) prior to exposure to NEM 
protected TR transport activity. In contrast, phenyl glyoxal 
(100-250fiM) and phenylisothiocyanate (SOOpM), reagents which 
modify arginine and lysine amino groups respectively, did not 
inhibit Na-dependent TR transport. BLM from 14d and adult rats 
was analyzed by SDS-PAGE to determine if increased TR transport 
activity in suckling compared to adult rats is due to quantita- 
tive differences in the carrier protein. Increased band den- 
sities were noted at apparent MW of 72, 38 and 36 kDa in 14d 
compared to adults. Conclusion: A SH group at or near the TR 
binding site is essential for Na:TR cotransport by rat hepatic 
BLM. Preliminary work by our group has demonstrated a human 
placental 72 kDa protein with 34 and 38 kDa subunits associated 
with Na:TR cotransport. The increased expression of proteins of 
similar MW in suckling rat liver suggests that they may be 
components of the putative TR transporter. Increased ontogenic 
expression in combination with labeling of a substrate protec- 
table Sli group will enable us to specifically identify the 
hepatic Na:TR transporter. 

MOWOETHYLGLYCINEXYLIDIDE FORMATION: A NOVEL 
QUANTITATIVE LIVER FUNCTION TEST. HH A-Xader, 78 DA Grense, D Berkowitz, TJ Schroeder, WF 
Balistreri.Children's Hospital Cincinnati OH 

Lidocaine is deethylated in the liver to form Monoeth- 
ylglycinexylidide (MEGX) which can be measured by 
Fluorescent Polarization Immunoassay. In order to 
determine if MEGX formation can be used a s  a quantita- 
tive liver function test, the MEGX concentration was 
measured in serum 15 min after lidocaine injection 
(lmg/kg IV) in 15 controls and in 40 patients with 
chronic liver disease (CLD). Salivary MEGX concentra- 
tion was measured (at 15 and 30 nin) in 10 controls and 
in 8 pts with CLD. serum MEGX concentration was decrea- 
sed in CLD compared to controls (3825 v s  106t9 pg/L, 
X+SE, res-pectively) in an inverse proportion to 
severity of CLD: low risk for death (J Ped 111:479) 
48+6 ( ~ 2 8 ) :  medium risk 27+1(n=2); high risk 13+4 
(n=lO). Salivary MEGX concentration was decreased in 
CLD compared to controls (77+19 at 15 min and 155+31 
at 30 min v s  103+ 7 and 346+ 74, respectively , p<0.5). 
serum MEGX levels at 15 min correlated with salivary 
levels at 15 and 30 min (rz0.43 and 0.34 respectively, 
p<O.O5). Conclusion: The serum concentration of MEGX is 
decreased in pts with CLD in an inverse proportion to 
disease severity. salivary MEGX levels, which correlate 
with serum levels, are also decreased in pts with CLD. 
Assessment of MEGX after lidocaine injection may be a 
useful quantitative liver function test. 

GASTROINTESTINAL MANIFESTATIONS OF CF PATIENTS 
CARRYING TllE AF508 MUTATION. P Durie, L-C Tsui, 

79 M Corey. E Kerem, B Kerem, J Romnens, Il Levison. 
Tile Hospital for Sick Children, Toror~to, Canada. 

The gene responsible for CF has been cloned. In the majoriLy of 
CF patients a 3 base pair deletion resulls in Lhe loss of a 
phenylalanine residue at Liie 508 position (AF) of Lhe putative 
gene. At least 7 other mutations are predicted, which may 
account for the variable clinical phenotypes. Our previous 
genetic analysis silowed Lhat patients will1 or wiLl~out pancreatic 
function (PS and PI) possess different mutant alleles. We have 
further characterized Lhe relationsi~ips between Lhe CF gene 
mutations and various gastrointestinal manifestations in 261 CF 
paLients (Table). 

AF/AF[~O%) A1fQtJ~ri4lX1 Qthal~ci~er@Z) 
PI PS PI PS PI PS 

/\ Patients 133 0 70 33 10 15 
# Liver palp 11, - 9 I, 0 0 
8 Abn SGOT 28 - 14 5 0 I 
# Abn Alk Phos 17 - 13 2 0 0 
Mec Ileus 19 - 9 0 4 0 

Mean Wt Centile 41 - 45 62 39 78 
The prevalence of the AF allele is -70%. In addition, regression 
analysis of FEVl revealed sig~~jficantly better lung FuncLion in 
PS patients with a single AF or no AF chromosome. Mortalilies 
witilirl 9 years were PI patients with AFIAF (n=9) and AFIotl~er 
(n=7). These data also suggest: (1) Phenotypic variations of 
it~Lestindl, outritiu~~al and prrl~sonary disease in CF rorrelate 
wiLb the nature of intutations in the gene; (2) AFIAF confers a 
severe phenotype; (3) additional mild and severe mutalions exist. 

ILEAL RESECTION/DYSFUNCTION PREDISPOSES TO LITHOCENIC 

80 BILE AFTER PUDEKTY. JI: Weubi, NC O'Connell, KDU 
Setchell, Children's Hospital ilesearcli Foundation, 
Cinrivnati. 011 45229, USA. 

Adults with ileal disease or resection have biliary cl~olesterol 
supersaturation and are therefarc prone to cholesterol choleli- 
tl~iasis. Our previous studies have shown that bile from children 
with ileal resection/disease (II</D) was not supersaturated with 
cholesterol (Gastroenterol 1982;82:1295). The present study was 
designed to test the hypotl~esis that infants with IR/D will 
develop biliary cholesterol supersaturation after puberty pre- 
sumably because of the inrluence of sex hormones in biliary 
secretion. Five sexually mature subjects (3M, 2F, agc 16-19 yr) 
who had been previously investigated in childhood (ages 4-9 yrs) 
were studied. Ultrasound examination of the gallbladder perform- 
ed using real-time sonography rcvcnled gallstones on one subject. 
Duodenal bile samples, obtained .lTter an overnigilt fast, were 
examined for bile acids (UA), phosphulipid (PL) and ci~olesterol 
(XOI.), and the molar fraction (El%) and lithogenic index (LI) 
calculated. Comparisons are shown between subjects prior to 
puberty (C), post puberty (PI') and 20 young adult controls 
[x+SEH. *P c.001 or +I> <.005 vs. lleal disease (PPII: - . . 

xbl. (MI) PL (MI) BA (Mi) --- 
Ileal Disease (PP) 22.0r4.8 19.9'1.6 58.123.9 3.1'0.7 
Ilec~l Disease ( C )  3.1'2~ 17.1'1.8 79.4'2.0' 0.6tlt 
Adults 5.7k.5" 16.521.6 78.2t1.9' L.Lk.L* 
Conculsians: Children with ileal rcsection/dysiunction are not at 
risk lor cl!olesterol g~llstone Form.btion during citildi~ood; how- 
ever, bilinry cholesterol sui,creiltur.ltion arter puberty pre- 
dispose ~I I C I I I  to cllolestcrol cholulitl~iasis. 

SUCCESS O f  LIVER TRANSPLANTATION IN FULWINAHT HEPATIC FAILURE (IHF) 

OF CHILDHMO. VargaE JH. YcDiarnid S. B r i l l  J. Harrison R. Sermani 

H B u ~ u t t l l  Lmn t  YE. Oepartnent of Ped ia t r i c  eld Surgery, 

L l i i v e r s i t i  i f  Cal i forn ia,  Lo$ Angeles, USA. 

P r io r  t o  developnent of orthotopic l i v e r  t ransplantat ion (OLT), mor ta l i t y  of FllF i n  

ped ia t r i c  pat ients was 80-85%. OLT has been e major factor  i n  reducing mor ta l i t y  

+ran t h i s  condition. Th i r t y  ped ia t r i c  patients, medlsn age 4 y r r  (range 3 ma. t o  17 

yrs.) presented wi th FHF from hepa t i t i s  of wkovn e t i o logy  (NANB) 20; Hepat i t is  A 

v i rus  (HAV) 4; Hepat i t is  B v i rus  (HBV) 1; drug t o x i c i t y  (acetaminophen and erythra-  

mycin) 2; metabolic dlseare ( U i l s a n ~ s  disease and nconatal h m c h r m t o s i s )  2, and 

Chronic Act ive Hepnt i t is  (CAH) 1. 19 Here females and 5 uere '1 year of age. AlL 

presented u i t h  hyprbi l i rubinemis,  coagulopathy, a n d  hypoproteinemia. 16/30 bad 

a s c i t ~ s ,  15/30 were i n  hepatic cam stage 1-11, L2130 i n  stage 111 and 2130 ,n stags 

IV. 19/30 received one or [rare exchange transfusions u i t h  t ransient  inprovcment of 

~oagu la t i on  parameters. Twelve were succesrfu l ly  transplanted and 14 (46%) died. 

One pat ient  with HAY died port.operatively u l t h  i r reve rs ib le  neurological dorwge but 

norm1 g ra f t  function; t rsnsplantet ian uas done uhi l e  i n  stage IV c a m .  3 pat ients 

survived u l thaut  transplantation. (1. HBV and 2. NANB) and only one shoued moderate 

L iver  dysfunction u i t h  revere archi tectura l  dsmge and regeneration h l r t o log i ca l l y .  

The presence of a rc i t es  was a good c l i n i c a l  predictor  f o r  f a t a l  outcane. OLT 

s u b ~ t a n t i a l l y  reduces mor ta l i t y  f r an  THF and should M considered i n  any po t i cn t  who 

progresses f ran  Stage I. 

SUCCESSFUL TREATYEN1 OF PRURITUS IN SEVERE CHOLESTASIS SYNDRMES 

WITH RIFUIPIN. Varqas JH. Amnt WE. Department o f  Pediatr ics,  Div. 

82 of Gastroenterolwy and Nutr i t ion.  Univers i ty  of Cal i forn ia.  Los 
Angeler. USA 

Pru r i t us  is, without B doubt, the res t  frequent and uncmfortable synptan o f  severe 
cholestasis. I t s  et io logy and physiopathology are s t i l l  rns lear  but  are believed 

l inked t o  b i l e  sal ts .  Therapy has t r a d i t i o n a l l y  cen r i r t ed  o f  a h i n i s f r a t i o n  of 

phenobarbital, antihistamines, b i rd ing  resins, plasmapheresis and emollients u i thout  

reduct ion i n  s r n t a n r .  Ue report  resu l t s  o f  therapy wi th r i f s n p i n  (an apent that  

reduces b i l e  ac id  uptake) i n  s ser ies o f  ped ia t r i c  pat ients wi th severe cholestanis 

r y n d r m s  who had f a i l e d  t o  rerpMd t o  c lassic t r e s t m n t s  (chotestyramine and 

phenoberbital). Twenty one c h i l d m ,  11 males i n  s group representative o f  a l l  

ped ia t r i c  ages, (0-1 yrz5, 1-3 yrs=5, 3-6 yrs=5, and 6-17 yrr=6), u i t h  severe 

cholestss is  and p ru r i t us  secondary t o  B i l i a r y  A t re r i e  (11). Fami l ia l  Cholertasis 

(3). B i l i a r y  Hypopieria ( 2 ) .  We-tat Hepat i t is  (2). Cystlc F ibrosis (1). H-ngio- 

endathetima post-extensive resect ion (1) and Cholertasis o f  unknown e t i o logy  (1). 

uere given a course o f  5 w l K g l  day of Rifanpin, o ra l l y .  A net  inprovment, u i t h  

d i s e p a r a n c e  o f  p ru r i t us  u i t h i n  7 days of t reatmnt,  was observed i n  50% of the 

p a t i e n t s  The res t  o f  the pat ients inproved, u i t h  decreased i t ch - reve r i t y  scales 

(subject ive parameters by parent or chi ld) ,  t o  the point  of t o t a l  contro l  i n  a l l  

cases except one, u i t h i n  a range o f  1-28 ueeks o f  therapy. No change or deter iore-  

t i o n  o f  l i v e r  chemistries or  synthet ic  f w t i o n ,  b lood c u t s ,  or c h o l i ~ l y e i n e  

levels uere observed dur ing a per iod f ran  4 ueekr t o  2 years o f  therapy. No compli- 
cat ions Mere recorded and the medication war wel l  to lerated.  Ri fanpin i s  a safe and 
e f fec t i ve  drug t o  t rea t  severe p ru r i t us  i n  cho les ts t i c  in fants and chi ldren.  
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