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Heparin prophylaxis of Henoch-Schoenlein
nephropathy

Z Sz e l íd , Judit B ek eczky , Zsuzsanna N agymányai, Victoria R uszinkó

D e p a rtm e n t o f  P aed ia tric s , C o u n ty  H osp ita l, G yőr, H u n g a ry

E ig h ty  e ig h t ch ild ren  wi th ex tra ren a l m an ife s ta tio n s  o f  H en o ch — 
Schoenlein p u rp u ra  received  120— 150 IU /kg  h ep arin  in  in fu sion  fo r th ree 
d ay s a t  onse t an d  a t  re lapses. N e p h ro p a th y  developed in  one  ch ild  (1.1% ), 
w hereas renal in v o lv em en t w as no ticed  in  14 o u t th e  67 c o n tro l p a tie n ts  w ith 
H enoch—Schoenlein p u rp u ra  (20.9% ). T he difference w as h ig h ly  sign ifican t
(p <  0.001).

Renal involvement has been re
ported in 20 to 100% of patients with 
Henoch—Schoenlein (H —S) purpura. 
Although this wide range reflects a re
markable variation in its definition, 
the authors agree that renal involve
ment is the most serious manifesta
tion of the otherwise benign self
limited disease [1, 5, 6, 7, 10, 11, 12, 
14]. Since H —S nephropathy may 
persist and become chronic leading 
to renal failure, and no effective ther
apy is known to alter its course, 
prevention of renal involvement would 
be highly desirable.

Considering some observations con
cerning the pathomechanism of H —S 
purpura, and the promising expe
rience with anticoagulant therapy 
[2, 3, 4, 8], we have made an attempt 
to prevent H —S nephritis by means 
of low-dose heparin administration.

Su bjec ts  and Methods

F ro m  O ctober 1, 1973, to  A u g u st 31, 
1984, a  to ta l  o f  154 ch ild ren  (77 g irls  am i 
77 boys) aged  3 to  13 y e a rs  w ith  H — S

p u rp u ra  w as hosp ita lized  in o u r  d e p a r t
m en t. T he num ber o f  p a t ie n ts  w as h igher 
in  th e  second p a r t  o f  th e  p e rio d , because 
th e  re fe rra l region w as co n s id e rab ly  en 
larged  in  1978.

A t adm ission  all p a tie n ts  h a d  h ad  c h a r
a c te r is tic  skin lesions, p a r t ly  jo in t  sy m p 
tom s, an d  in 12 cases a b d o m in a l pain 
a n d /o r  m elaena fo r 1 to  7 d a y s . Iso la ted  
h a e m a tu ria  (e ry th ro cy te  e x c re tio n  >  10/ 
m m 3 o f  uncen trifuged  u rin e ) w as found  in 
4 cases, h aem a tu ria  an d  s ig n if ic a n t p ro te in 
u ria  (over 1 g /m 2/d a y ) w as observod  in 3 
p a tio n ts , w hereas h a e m a tu r ia  -f- p ro te in 
u ria  -)- hypertension  w ith  d ec rea sed  G FR  
occu rred  in  one child . N o  s igns o f  renal 
in v o lvem en t could be d e te c te d  in  th e  re 
m a in ing  146 pa tien ts .

O u t o f  these from  M ay 1, 1978, 88 
ch ild ren  (48 girls an d  40 bo y s) received 
120 to  150 IU  per kg b o d y  w e ig h t o f  h ep a 
r in  IV  in  300 m l saline in fu s io n  th ro u g h  2 
to  4 h o u rs  im m edia te ly  a f te r  adm ission . 
T h is dose w as rep ea ted  on  th e  2n d  a n d  3rd 
d a y  u n d e r con tinuous c o n tro l o f  c lo tting  
tim e , p ro th ro m b in  level, a n d  th ro m b in  
tim e, an d  th e  sam e p ro c e d u re  w as p e r
fo rm ed  a t  relapses. In  a d d it io n , pen icillin  
a n d  v itam in s  C an d  P  w ere  ad m in is te red .

A  co n tro l g roup  w as b u il t  f ro m  th e  49 
ch ild ren  (27 g irls an d  22 boys) w ith  H —S 
p u rp u ra  a d m itted  be tw een  O c to b e r  1, 
1973, a n d  A pril 30, 1978, i.e . b efo re  the
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in tro d u c tio n  o f  h ep arin  p ro p h y la x is , in 
c lu d in g  5 p a tie n ts  w ith  re n a l in v o lv em en t. 
T h is  g ro u p  w as sup p lem en ted  b y  18 cases 
(3 g ir ls  a n d  15 boys), in c lu d in g  3 ch ild ren  
w ith  in i t ia l  h a e m a tu ria  a n d  p ro te in u r ia , 
fro m  th e  p e rio d  a f te r  M ay 1, 1978, w ho  did 
n o t  rece iv e  heparin  fo r so m e  tech n ica l 
reaso n .

N o  s ig n ifican t d ifference in  a g e  d is tr i
b u tio n , h is to ry  o f prev ious in fe c tio n , d u ra 
t io n  o f  sy m p to m s before ad m iss io n , sy m p 
to m a tic  th e ra p y  and  d ie t w as  seen  be
tw een  c o n tro l and  h ep arin ized  p a tie n ts .  In  
e v e ry  case  th e  sam e v ita m in  C +  P  p re p a 
ra t io n  w as  adm in istered .

E a c h  o f  th e  children  w as fo llow ed-up  
fo r a t  le a s t 6 m on ths a f te r  th e  f i r s t  signs 
o f  H — S p u rp u ra .

R e s u l t s

In addition to the 8 children ad
mitted with nephropathy, in 6 pa
tients of the control group macroscopic; 
haematuria and significant protein
uria appeared on the 3rd to 10th day 
of hospitalization. Thus altogether 14 
non heparinized patients developed 
renal complications, in 10 of whom 
complete recovery was found after at 
most 8 weeks. In 4 children, a mixed 
nephrotic-nephritic picture was seen, 
including oedema, massive protein
uria, oliguria, azotaemia and hyper
tension. Three of these patients were 
well within 4 weeks, but they had 
microscopic haematuria and inter
mittent proteinuria for 2 years after 
resolution of other symptoms. Chron
ic renal insufficiency developed in 
one girl. No signs of renal involve
ment could be traced at regular long
term urine analyses in the other 53 
subjects of the control group.

Similarly, no haematuria or pro
teinuria developed in 87 out of the 88 
children receiving heparin prophylaxis.

The girl with nephropathy in this 
group showed an unusually severe 
picture of H —S purpura. The pete- 
chiae initially seen on the lower 
extremities and on the buttocks ap
peared on the 5th day on the trunk, 
arms and face accompanied by joint 
lesions, erythema nodosum, colics 
and gastrointestinal bleeding. Sever
al relapses followed each other, 
therefore heparin infusion was re
peated 13 times during the first 29 
days of her disease. In spite of the 
increased tendency to multifocal haem
orrhages, no haematuria was ob
served at daily examinations during 
this period. After the 29th day hepa
rin administration was stopped, and 
from the 34th day on the classical 
symptoms of nephritis developed. 
After nearly three years the child 
still has intermittent episodes of gross 
haematuria, proteinuria and oedema 
with a probably rather unfavourable 
prognosis.

The cumulative results are demon
strated in Table I. As shown by the 
figures, a highly significant differ
ence in favour of heparin prophylaxis 
was found in this material.

No correlation between recurrence 
rate of skin lesions and nephropathy 
on the one hand, and between extra- 
renal symptoms and heparin prophy
laxis, on the other hand, could be 
established.

No complications of the heparin 
treatment were seen in any of the 
patients.
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T a b l e  I

.Frequency o f  n ep h ro p a th y  in ch ild ren  rece iv in g  heparin  p ro p h y lax is  an d  in 
co n tro ls  w ith  H enoch -S choen le in  p u rp u ra

Nephropathy developed
Total

и per cent

Controls 67 14 20.9
H eparin prophylaxis 88 1 1.1*

* The difference was highly significant (Fischer’s exact test, p <  0.001)

D is c u s s i o n

The frequency of renal involvement 
in H — S purpura was approximately 
20% in our control group, which 
corresponded to the lower limit of 
the range found in various surveys. 
Although recurrence of the original 
symptoms or development of nephro
pathy have been reported after an 
interval of several years [13], it 
seems unlikely that a significant 
number of renal abnormalities should 
appear only after the 6 to 12 months 
period of follow-up of our patients. 
This was probably the case also in the 
heparinized group where only a single 
instance of nephropathy occurred.

We are aware of the limitations of 
the present study. The control group 
did not fulfil the criteria of a double- 
blind study, neither detailed analyses 
of haemostasis nor diagnostically im
portant examinations of the comple
ment and immune systems [9] were 
performed. We could only speculate 
on the effect and mechanism of the 
low-dose heparin prophylaxis, which 
obviously did not affect blood coagu
lation. The possibility that the pat
tern of the disease or aetiological

factors had changed after the initial 
five year period could not he excluded, 
either.

We were, however, fascinated by 
the significant decrease in the number 
of renal complications in H — S pur
pura after heparin infusions. A more 
thorough investigation of a larger 
material to determine the possible 
benefits of prophylactic heparin ad
ministration seems to be warranted.
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