
1-11 LONG-IERII E ~ F E C ~ S  OF ORAL VERAPAIIIL 
IIIERArY IN PAT IEII IS W1 Ill AND WlTllOUl IILART 
FAILURE. + t k _  r e r l  i n z .  I!! and Cot rs tant ino T.  
Gel 10,~ l lD:  Cclok County I l o s p l t a l ,  Clrlcago, I L  

I t  i s  s t i l l  un reso l ved  what a r e  t he  seque- 
I n r  o f  Icrny-term crral  verapami l (V) a d m i n i s t r a -  
l icm t o  pa t  i c r ~ t s ( p t s )  w l  t l ~  o r  w l  t hou t  conges- 
t  i v c  l ~ c a r t  f n i  lure(CI1F) .For t l r ls.  p u r p o s e , j ~  
r l s  r r r r e  t r e a t r d  w i t h  o r a l  V(80-I60 mas t l d ) .  
attd s tu r l i ed  w l  t l l  c l  l n l c a l  and s e r i a l  t l -m t l e  
ec l t r r cn rc l i oq ra l~ l~ i c  (ECll0)examlrrat i ons  ove r  a  1  
y r n r  (IPr lod.T\.rrnty-o11c non-CIIF ~ t s  Iiad co ru -  
Io.ary a1 t r r y  d i s r a s c ( G r n l ~ p  I )  ,whi l e  9 CllF p t s  
lrsd vor i r ~ ~ l s  fornls o f  cardiontyopa t h y  (Grotrp 
I I )  . V  ~ ~ r o r l u c r c l  a  s u s t a l r ~ c d  dccreese i n  b l o o d  
17tcss11l-c i n  b,?tl> aroups(P<0.05).  I n  Croup 1,111 
rts(67' !)  crhtai l led a good re1  i e f  o f  nr rq i r~a 
r r c t o r i s  .but  4 ( l g ? ) d i d  n o t  Improve.ar~d 3 ( l l 1%)  
c l cv r l f ~ped  r l r w  i s c l ~ ~ n l l c  even ts (1  dcnt l l .  l 1~1.1 
t111sta1tl" n ~ ~ u i n n ) .  III Grottp I I p ts .111~  l ong -  
I a r ~ o r  i n ~ v r o v r ~ n a ~ t  i n  CIIT symptoms was 
n c l ~ i c v r t l  i n  c r ~ i l y  3 p t s (3 )%)  ,2(22P.)did n o t  Irn- 
~ ~ l o v r . b r ! t  i n  11 p l s ( 5 5 b )  V Irnd t o  be w i t l ~ d r n w n  
I~e!cnt~s* crf o v r r t  c l i n l c n l  deter lo ra t ion.EC1l0  
~va iu , - t i o r r s  were p e r f o r n ~ e d  a t  0,1.11,8.and 12 
IIK)II~IIS.LV f u n c t l o n  as n~easured by ECllO d i d  n o t  
c l r t r r i o ~ a l e  i n  e l t l l e r  uroup o f  p t s  d e s p i t e  t h e  
l ~ i l r l ~ r s i c  n e g a t i v e  I n o t r o p i c  a c t i v l t y  o f  V .  
~ m s s i l > l y  because o f  t he  a f t e r l o a d  reduc t  i o n  
p~.ocluced hy t he  drup.Wlrl l e  ECIIO da ta  do n o t  
s t~puest  increased LV d y s f u n c t i o n  even I n  p t s  
wl t l r  CIIT. l ony - tp rm  t l rerapy o f  CllF p t s  iv i  t h  V 
s l lou ld  be n ~ t r m l , l e d  o n l y  w i t h  g r e a t  c a u t l o n  
because c l i r r i c a l  d e t e r l o r a l l o n  mig l i t  r e s u l t .  

, 1-11 DISMRITY IIETWEEH CLl l l lC  (CBP) AIID 

. , 

AllllllLAIURY BLOOD PRESSURE (AOP) I t t  RESPOIL 
lO,AllTIIIYPERTLNSlVE TIIERAPY. D.J. F i  t z o e r a l d  
b l ~  . K .  Ovt,lal l e y  EIU PIID: E .  o ' o i - 7 K i . i T i T T E 7  
Rlnod P r e s c ~ ~ r c  C l i n i c  and Dept C l i n i c a l  Fha r -  
n~nco lopy ,Rvyal Co l l ege  o f  Surgeons 111 l r e l a ~ ~ d  
Uulr 1  i 11. 

1iio d i s l ) i t r i  t y  tielweell COP and AOP recoi-d- 
i r q  nray I)e Inlpor t a n t  I n  s tudy i r iy  t he  res l ionse 
t o  a l l l i l l y l r e r t ~ ~ l s i v e  t l ~ e r a y y  .T~- ln~azos i n  ( 1 )  
nrifl ~v -op t -ano lo l  (P)  weve cun~pared I n  24 11.v~- 
e r l e r ~ s i v e  s u h j e c t s  ( d i a s t o l i c  CBP 90-110 Ern 

I l y )  ill a c lo l~ t> le  b l i n r l  p lacebo c o n t r o l l e d  
s lurJy.Eaclr d r y  was a d l t ~ l n l s t e r e d  i n  I r r c r e n ~ ~ ~ ~ -  
t a l  doses t w i c e  d a i l y  ove r  12 weeks t o  a  niax- 
i11111ln o f  1 400 nlg arid P 320 mg d a i l y  o r  u n t  i 1 
d i a s t o l i c  CBP decreased t o  l e s s  than 85 nail l i y .  
AUr was reco t4ed  u s i n g  a  non - l nvas i ve  p o r t a -  
b l e  r e c o r d e r  (Remler) ove r  a s i n g l e  day 
t l u r i np  each phase o f  t.he stlrdy.CUP was r e c o r -  
ded u s i n g  a  rarldom-zero sphygmomanometer .T 
and I' e x e r t e d  con~l ia rah le  r e d u c t i o n s  i n  COP 
(1-161- 10 p1.01 .P-251-IIJ pc.001) , a ~ i a l y s i s  o f  
vnr ia r ice  sl iowing tio s i y ~ i f  i c a n t  d i f f e r e n c e s  
I * r t w e r ~ ~  d v ~ ~ g s .  111 c o n t r a s t  t he  decrease i n  
Ireall ARP \.ILIS more marked t lu r in f l  v i  th P ( -261  
- 1 2  pc.001) than w i t h  T (-81-4 p<.05) f o r  
s!.slnlic ( p e . O ~ l )  al id d i ~ a t o l i c  ( p c . ~ l )  I-PC- 
~ ~ - d i ~ i ~ l s . l l i e  d i f f e r e n c e s  between drugs PerS i s -  
t e d  t l i roughout  t i l e  13  I iours  o f  AOP r e c o r d i t l p .  

111 conc l t~s ion,LRP may n o t  r e f l e c t  c l~anges 
ill AUP induced by a n t i h y p e r t e n s i v e  therapy.  

AZTREtX4API EXCRETION 1N IIUEW E l l  W: . !.:. r l e i s s ,  I.I.U. .* l7. U e v l i n ,  PI1.D.. C. R~CI,.,.~~;~ 
F1.D.. * El. S te rn ,  B.A. and J .  Gordon, ~1.11. ,. 
U.C.L.A. School  o f  P u b l i c  I l ea l t h ,  
 us A lqe les ,  cn, ant\ The Squibb l n s t l t u t e  
f o r  E lcd ica l  Research, P r i nce ton .  N. J .  

aloo i t  n ~ ~ d  m i l k  c o ~ ~ c e n t r n t i o ~ r s  o f  aztreo- 
Ilarn, n  monobactnm n n t i m i c r o b i a l  nyent .  werc 
cletermined i n  12 h c n l t l ~ y .  l a c t n t l ~ l g  st~binr. :~.  
S imul . ta l~eot~s m i l k  n l d  serum snnrples WCIV 

c o l l e c t a d  a t  p e r i o d i c  I n t e r v a l s  f r r l l w :  
i l ~ t r avenc )us  o r  i ~ l t r n m u s c u l a r  a d m j n i s t r .  
o f  1 Gram close o f  nz t reonsm and a n a l y z ~  : 
nxtreonnm by on . T a r  d i f f u s i o n ,  m ic ra l - i  : . . : i -  
c n l  assay u s i n g  E. c o l i .  E l i l k  corlcetltr.?tir.t,s 
were founrl t o  h e  much l ower  t l l a n  serum c?n- 
c .? l l t r a t i o l l s  a t  a l l  t i m e  p o i n t s  a f t e r  bat11 
r o u t e s  o f  i n j s c t i o n .  Pe* m i l k  concerrtra- 
t i o l l s  a v ~ r a y e d  0.3 + 0.1 and 0 .2  + 0.1 ug,.ml 
a f t e r  I .M. nnd I . V .  i n j e c t i o n s  respectively. 
Peak serum c o n c e r l t r a t i o r ~ s  averaged 12.h 4 

1.0 a114 126.2 + 17.1 Ug/ml n f t e r  I .El. all: 
1 . V .  i ~ ~ j e c t i o l ~ s  r e s p e c t i v e l y .  AUC,,-, 5:- ;!IvC 
cmnx va lues  f o r  aztreonam i n  m i l k  vera  r . . .  

t l l nn  1% of Ulose i n  serum a f t e r  b o t h  i: - - 
t i o n  r o u t e r .  TmnX v a l u e s  averaged 6 t: . 
t imes  l o t q e r  i n  m i l k  t l i an  i n  serum aftr :  i.!:. 
n ~ ~ d  I .V. i r ~ j e c t i o t r s  r e s p e c t i v e l y .  A  Ska 
i ~ t t r s i r ~ q  i n f a n t  i n a e s t i n q  one l i t e r  o f  m i l l :  
I j e r  dny wou ld  consume n maximum o f  0.41 o f  
t h e  l l ~ e o r e t i c a l  dose oE aztreonam f o r  
c l ~ i l c l r e n  I 1 5  mg/kg) . 

1441 AIJAGI<EI,i I)€, A N'U ACEllT FOR I,OCER LSC 
I'I.A'TEI.ET COUNT I N  A SELECTlVE CONTKOLI.F,II, 
I)IlSE-RELATED EIN4NER. J .  S. F leming*  and 
W. J. R. T a y l o r ,  RRr i t o l -Hve rn  Company. Plt:lrn~I- 
c c u t i c n l  Re.earclr and Uevelopn~ent D i v i s i o t i .  
Sprnct~ss.  Nrw York nnd E v a n s v i l l e .  1ndl;rtlil. 

A t ~ n q r e l i d e ,  a p o t e n t .  o r n l l y  n c t l u c  I n l ~ l b -  
J t r r r  of h l o v d  r l n t e l e t  n g e r c g n t l o n  prer.rll:l? 
: ~ r~ t l c r~c , l ng  c l i n i c n l  e v a l u a r i o r i  l o v e r s  r'.::r-. 
l e t  COIIII~ i n  normal  ltunnen nubJectv  du r :  ".:I: 

t l p l e  done t r en tn l cn t .  F l r s t  r e~z t rdc t !  
t ~ w l c  sic le e l  f e c t .  t l l i s  f i nd inp ,  Itus n  . . %:I 

Enfi t  i n  n  new l i e l t t  ne a  r c a u l t  o f  rccclt: 
aecl1:1111atic a t u d i c a .  When r e l n t i v c l y  111!:I. 
nlvmurtts n r e  ndm in ie te red  c l ~ r o t r l c a l l y ,  1'1"'''- 
l e t  co t ln ts  d rop  p r e c i p i t o u s l y  n f t e r  abotlt 
l o u r  days n l  r loaing. Ilowever. durinp, till* 
( i c r i od ,  l r l n t e l e t  s u r v i v a l  i s  o n l y  moder;ltcl\ 
slror tened and hone marrow t o x i c i t y  i s  llljt N ' ~ -  

nerved. A t l ~ e o r e t i c a l  model based on [I*' 
rum(r t ion  t l i n t  n l l a g r e l i d e  modulntes the )'u*l- 
r l l r ~ ~  p r o e r r s  o f  p l a t e l e t s  f r om n~ep.akart.k":l" 
i n  c o ~ ~ s l f i t e n t  wit11 t h e  d n t n  o b t n l n e d  I: 
nc t :~n l  Itun~nlt s t ud ies .  T h i s  angbests' : 
a1l:iRre l i d e .  n s l d e  f rom h e i n g  8 pritertt 1.- 
e I f r c t i \ . e  n ~ i t i t l l r o m b c r t i c  aEent. rimy 1.r :..:- 
t i c l ~ l a r  I y t ~ r ; e l t t l  i n  c l j n i c a l  cond l  t  I rnr:  "" I' 

rr.cs!:sIvely l~i~ll p l n t e l c t  coun ts  n r c  a I"'"!'- 
l r m  n ~ r c l l  ns  po l ycy t l l em la  v e r n  and eu?;ell[ j: ' l  
t l l rontbncvt l lemin. Because t h e  f a l l  111 P);"'" 
l e t  co1111t i s  b o t h  dnse - re la ted  and re*cr+-  
I b l e .  1 c  r l ~ n t ~ l d  b e  p o s s i h l e  t o  t i t r a t e  1"- 
d j v l c l : ~ n l  p n t i e n t s  t o  a d e s i r e d  l e v e l  
r l n t e l e t  coont .  


