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cur secondary  to pathological  changes  in the  s t r ia  vas-  
cularis, a l though  a causal  re la t ionship  has no t  been proven.  

However ,  it  is possible t h a t  in jury  to  the  s t r ia  vas- 
cularis, associated wi th  melan in- induced  drug accumula-  
t ion there,  could resul t  in changes  in e n d o l y m p h  com- 
posi t ion and u l t ima te  hair-cell  damage.  If  th is  were t he  
mechan i sm of act ion then,  given the  observed differences 
in str ial  lesions be tween  albino and p igmen ted  animals,  
differences would  be expec ted  in the  degree of hair-cell  
damage  and consequen t ly  in the  degree of hear ing im- 
pa i rment .  This  appears  no t  to be the  case. 

I t  m igh t  therefore  be in teres t ing  to discover  w h e t h e r  
the  accumula t ion  of o to toxic  drugs in the  str lal  melanin  
would be ref lected in higher  levels of the  drugs in the  
endo lymph  of p igmen ted  animals,  where t h e y  could exer t  
a direct  effect  on the  hair-cells. If such differences in 
drug e n d o l y m p h  level were no t  observed i t  would argue 
for a more  s ignif icant  role of d i rect  effect  of the  drugs on 
the  hair-celIs r a the r  t h a n  one med ia ted  th rough  str ial  
damage  and  would explain  the  failure to observe any  
differences in hear ing i m p a i r m e n t  be tween  albino and 
p igmen ted  animals.  
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Summary. i n t r a d e r m a l  inject ion of saline suspension of Vespa orientalis venom sac to 57 black mice caused a local 
nodule  composed  o f lymphocytes ,  few his t iocytes  and p lasma  cells 10 to  12 days  following the  injection. This react ion 
s imulates  the  p s e u d o l y m p h o m a  react ion observed in h u m a n s  following a r th ropode  stings. 

The histological  lesions in a r th ropode  st ings have  two 
d is t inc t  componen t s  which m a y  or m a y  no t  be combined.  
Changes in the  epidermis  mani fes ted  by  pseudoepi thel io-  
ma tous  hyperp las ia  and  dermal  inf i l t ra t ion 1-3.The der- 
mal  i n f l ammato ry  inf i l t ra t ion m a y  consis t  e i ther  of ne- 
crot izing lesions wi th  a b u n d a n t  eosinophilic leucocytes,  
or as a dense lymphocy t i c  inf i l t ra t ion 1-a. This dense 
lymphocy t i c  inf i l t ra t ion can s imulate  l y m p h o m a  infil- 
t r a t i ng  the  skin and the  t e r m  ' p s e u d o l y m p h o m a '  was 
used 4,2. In  an extens ive  s t u d y  of the  effect  of or iental  
ho rne t  (Vespa orientalis) venom on various organs, in t ra-  
dermal  in ject ion of or iental  ho rne t  v e n o m  was examined  

in various animals  4, 5. In  guinea-pigs and rats,  i n t r ade rmal  
inject ion of the  v e n o m  causes an acute  i n f l a m m a t o r y  
response wi th  a b u n d a n t  eosinophils  4, ~. In jec t ion  of h o rn e t  
venom into young black mice causes a dense local lym- 
phocyt ic  inf i l t ra t ion s imula t ing  lymphoma.  

Twelve 10-day-old C 57 black mice were in jec ted  wi th  
a saline suspension of Vespa orientalis venom sac (150 mg/  
0.1 ml) in t r ade rmal ly  in the  back  area. The animals  were 
sacrificed at  days  2, 4, 6, 10, 12 af ter  in jec t ion  and the  
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Fig. 1. Skin showing normal epidermis and upper dermis. A dense 
infiltration composed mainIy of lymphoeytes in the lower dermis. 
Hematoxylin-eosin stain. • 80. 

Fig. 2. Higher magnification of the dermal infiltration. Abundant 
small lymphocytes, few plasma cells and eosinophils. IIematoxylin- 
eosin. • 200. 
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skin t aken  f rom the  site of in ject ion for microscopic ex- 
aminat ion .  The t issue was f ixed in 10% formaIin, em- 
bedded  in paraff in  and  sect ions  were s ta ined wi th  hema-  
toxyl in-eosin.  

Three  of 12 animals  sacrificed at  days  10 and 12 
showed a p ink  coloured nodule  a t  the  in ject ion site. 
Microscopic examina t ion  showed normalIy  preserved  
epidermis  and  upper  dermis.  In  tile lower dermis  and 
subcu taneous  fa t ty  tissue, a localized well c i rcum- 
scr ibed nodule,  composed  main ly  of lymphocytes ,  was 
seen (Figure 1). Higher  magni f ica t ion  (Figure 2) showed 
a dense collection of ma tu r e  lymphocytes ,  few large 
h is t iocytes  wi th  large oval  clear nuclei, and few p lasma  
cells. 

A recen t  s t u d y  of the  pharmacologica l  ac t iv i ty  of 
or ienta l  ho rne t  v e n o m  ~ showed t h a t  the  v e n o m  possessed 
protease ,  hyaluronidase ,  released h i s t amin  f rom m a s t  
cells, caused hemolys is  and was immunogenic .  The ant i -  
genic effect  of the  v e n o m  migh t  explain  the  clinical 
anaphy lae t i c  react ion a t t r i bu t ed  to the  venomL The 
s imi lar i ty  of p s e u d o l y m p h o m a  of the  skin to drug- 

induced p s e u d o l y m p h o m a  is striking. Pa t i en t s  t ak ing  
ant iconvulsants ,  par t i cu la r ly  d i p h en y l h y d an t o i n  (Di- 
lantin) and nepheny to in  (Mesantoin) can develop lympha-  
d e n o p a t h y  which on microscopic examina t ion  may  sim- 
ulate t y m p h o m a  s lo. I t  has  been suggested t h a t  th is  
s y n d ro me  represen ts  a d rug- induced  sens i t iv i ty  resem- 
bling a serum sickness hype r sens i t i v i ty  reaction,  or 
poss ibly  a genetical ly de t e rmined  enzymat i c  defect  as 
seen in p r imaquine  sens i t iv i ty  S, ~L The fact  t h a t  v e n o m  
inject ion to various animals  did no t  show the  pseudo-  
l y m p h o m a  react ion,  whereas  only C 57 black mice de- 
veloped this  react ion,  suppor t s  the  not ion  t h a t  th is  
reac t ion  is genet ical ly  de te rmined .  
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Summary. The renal  h a e m o d y n a m i c  effects of a stogie i.v. admin i s t r a t ion  of tolamolol  were s tudied  in 9 hyper tens ive  
subjects .  No change  of G F R  and E R P F  was observed af ter  tolamolol,  while urine o u t p u t  decreased and urine creat inine 
concen t ra t ion  increased. A reduc t ion  of the  hea r t  ra te  was confirmed.  Blood pressure was unchanged.  

Tolamolol,  a phenoxyprop rano Iamine  compound  (Pfi- 
zer, UK-6558-01) ,  is a new /%adrenergic blocking agent .  
A l though  pre l iminary  s tudies  have  indica ted  t h a t  it  exer ts  
an an t ihype r t ens ive  act ion 4, there  are no da t a  available 
concerning its effects on renal  funct ion.  This  knowledge 
seems to be necessary  before unde r t ak ing  any  fu r the r  
clinical invest igat ions ,  since mos t  an t ihyper t ens ive  drugs 
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Fig. 1. Variations of different parameters in individual patients be- 
fore and after tolamolol administration. 

decrease the  glomerular  f i l t ra t ion ra te  (GFR) and the  
effective renal  p la sma  flow (ERPF) .  The presen t  s t u d y  
has been designed to examine  the  effect  of in t ravenous ly  
admin is te red  to lamolol  on renal  func t ion  (GFR and  
EIRPF) of hyper tens ive  pat ients .  

2~Iaterial and methods. 9 hyper t ens ive  female pa t i en t s  
(4 wi th  essent ial  hyper tens ion ,  1 wi th  renovascular  hyper -  
tension,  3 wi th  pye lonephr i t i s  and 1 wi th  nephrit is)  were 
examined.  The age of the  subjects  s tudied  was be tween  
34 and 52 years  (mean 43.11 • 6.64 SD). At  basal  condi-  
t ions  the i r  mean  ar ter ial  pressure  (MAP) ranged  f rom 
100.53 to 140.65 m m  Hg (mean 129.57 • 12.46 SD), G F R  
f rom 55.71 ml /min  to  134.60 ml /min  (mean 93.69 • 22.99 
SD) and E R P F  f rom 227.08 ml /min  to 600.28 ml /min  
(mean 410.35 i 103.25 SD). 

The pa t i en t s  were h y d r a t e d  by  admin i s t r a t ion  of 1 1 of 
water  dur ing the  60 rain preceding the  exper iment .  There-  
af ter  each p a t i en t  d rank  200 ml of wa te r  every  20 rain. 
Dia t r izoa te - I  tal and  h ippu ran - I  1~5 were used for the  mea-  
su remen t  of G F R  and  E R P F  respect ively.  Rena l  clear- 
ances were de t e rmined  by  cont inuous  venous infusion of 
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