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The va lue of the corticosteroids in contro l l ing  severe lepra 
react ion is genera l ly  admitted . Not on ly  do they in appropriate 
dosage a l leviate or abolish its d istressing cl in ical manifestat ions, but 
under their  cover specific anti-leprosy therapy may be cont inued, 
unaltered or suitably modified . 

The l imitations and drawbacks of corticosteroid therapy are 
l ikewise recognized, and the restricted i ndications for the use of 
these expensive products have become better defined. 

There is a class of patients suffering from advanced lepromatous 
leprosy, with general ized infi lt ration and perhaps widespread nodu la­
t ion,  highly positive bacteriological ly at a l l  s ites , who develop during 
the course of treatment (or spontaneously) severe and persisten t  
lepra reaction tha t  i s  amenable only to corticosteroid therapy over 
long periods. When their corticosteroi d  requirements are relatively 
stable and not subject to fluctuation from day to day, such patients 
have been treated for weeks  or months with "maintenance" doses of 
cortisone (JOPLING and COCHRANE, 1 957) or prednisolone. 

To overcome the many practical disadvantages of prolonged 
d ivided-dose oral prednisolone therapy, with its possible side-effects 
(especially gastro-intestinal disturbances due to high local concentra­
tion of the product, and amyloid degeneration of the liver), a trial  
was instituted at Uzuakoli  with a long-acting prednisolone given at 
weekly i n tervals by i ntramuscular i njection .  The drug was Delta­
cortril brand of prednisolone (Pfizer), a sterile aqueous s uspension of 
prednisolone acetate (25 mg. per m! . )  which is released at a regular 
rate from a depot i nject ion .  The actual duration of effective predni ­
solone concentration fol lowing an intramuscular injection has been 
deduced from clin ical and from urinary corticosteroid assay findings 
(WEST, 1 958),  and depends apparently on  both the need of the 
individual and the amount injected ; such factors as local vascularity 
and local reaction are also of some importance ; the average duration 
of such concentration i s  seven days. 

Choice of patients 

Twelve adult lepromatous patients participated in the trial : they 
had all  had severe lepra reaction for many months, for which they 
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had received a variety of treatments .  Only oral pred nisolone given in 
th ree div ided doses dai ly had proved effective i n  contro l l ing the 
react ion and perm it t ing cont in uation of anti- leprosy therapy. They 
represented a l l  such pat ients then under treatment at U zuakol i  whose 
corticosteroid requirements had for some t ime been reasonably 
stable. Each patient had hitherto received regularly that dose of 
predn isolone j ust sufficient to abolish erythema nodosum leprosum 
and to rel ieve nerve pain so as to permit s leep without sedatives. Any  
red uction i n  the amoun t  of predn isolone ad min i stered would resu l t  
within 36 hours i n  a recrudescence or exacerbat ion of the symptoms. 

Dose 

The dose of in tram uscular pred n isolone was ca lculated as seven 
ti mes the total daily req uirements of oral predn isolone.  Oral t reat­
ment was continued for 24 hours after the i nject ion had been given to 
a l low for an equivalent t ime- lag in  release of the active substance 
from the depot injection . S ince the i nd ividual  requ irements were 
known,  it was not  necessary to ascertain by trial  and error the 
init ia l  effective minimal maintenance dose. 

The twelve pat ients received on the average 15 week ly i n tra­
muscular inject ions of the product. 

Results 

I n  a l l  patients, the calcu lated doses of the intramuscular predni ­
so lone were found  to be approximately correct : the sy mptoms of 
lepra reaction were control led as with oral prednisolone, but  for a 
d urat ion of about seven days after a single i njection. A l l  patients were 
at fi rst ambulant ,  but three of t hem were admitted to bed-rest in 
hospital for a time during t he course of treatment-a proportion 
s imi lar to that expected in  such a group .  

F ive of the pat ients definitely preferred the injected to the oral 
prednisolone,  vo lunteering that the symptoms (especial ly nerve pai n 
and general malai se) were more effect ively control led . A rather 
s udden and dramatic wave of contentment  and well-being was noted 
by four patients about twelve hours after each injection .  

Modification o f  dosage 

While weekly  intramuscular injections cannot  be as flexible 
as dai ly  divided doses of the comparable product given ora l ly ,  
indications  for altering the dose were provided by the clin ical 
evidence of the duration of effective concentration of prednisolone : 
viz. , if symptoms tended to reappear before the end of the seventh day 
after the injection ,  the day of t he next injection could be anticipated 
and t he dose s l ight ly  increased ; conversely, if the symptoms were 
ful ly  control led for the whole seven days, then the next i njection 
cou ld be postponed or  t he dose s l ightly decreased . 



LONG-ACTING PREDN ISOLONE 27 1 

The erythrocyte sed imentation rate was of no  value i n  i nd icat ing  
the degree of c l in ical response to  i njected predn isolone. 

Side-effects were virtual ly absent .  
No abscess formed at the sites of the i nject ions ; none of the  

patients suffered from any i n fect ion .  
No evidence of flu id retent ion,  such as moon-face or  oedema, was 

seen . Some patients lost weight ,  and some gained sl ightly : diet and 
exercise seemed to account  for any change that occurred . 

The patients al l  fol lowed thei r normal diets ; n o  supplementary 
potassiu m  salts were given .  N o  change i n  appetite was reported . 

While a general sense of well-bei ng was frequent ly not iced by the 
patients themselves, no excessive euphoria or  psychic d isturbance or  
insomnia occurred . 

There was no case of hirsut ism, or reappearance of lost eyebrows. 
No spontaneous fracture occurred . 
No  evidence of toxic action on l iver, k id neys or pancreas was 

found.  

Variation in corticosteroid requirements 

One patient ,  stable for some months, but before then i nherent ly 
l iable to violent fluctuations i n  his  react ional state, sudden ly  
developed a severe exacerbation requir ing temporari ly much higher 
doses of corticosteroids to control the widespread erythema nodosum 
and  general symptoms. The i njected prednisolone was  supplemented 
without difficulty by oral prednisolone given in div ided doses for 
as long as the augmented requirements persisted . 

Resumption of oral corticosteroid therapy 

At the conclusion of the trial, it was possible without difficulty to 
resume oral predn isolone therapy at the appropriate dose level .  S ince 
equivalent  oral therapy was resumed when in t ramuscular therapy 
was d iscontinued, no withdrawal symptoms were encountered . 

Continuation of anti-leprosy therapy 

Before oral prednisolone had been given to these patients, 
many had been u nable to tolerate dapsone (��S) or thiambutosine 
(OPT) in  adequate dosage. U nder oral prednisolone cover, al l 
but three were able to take adequate doses of one or other drug ; 
afterwards,  during intramuscular p rednisolone therapy, those three 
were given standard doses of thiambutosine without ill effects. 

Summary and Conclusion 

Twelve lepromatous patients, a l l  suffering from prolonged lepra 
reaction (relat ively stable in its degree of severity) controllable on ly  
by corticosteroid ora l  therapy, were given predn isolone acetate 
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( Pfizer) in aqueous suspension by intramuscular injection at week ly  
in tervals for 1 5  weeks.  

The symptoms were adequately contro l led ,  and ant i - leprosy 
therapy was cont in ued, or resumed . 

Side-effects of prolonged corticosteroid therapy in appropriate 
dosage adj usted to individual requirements, were negligible. 

There is thus a definite p lace for a long-acting i njectable predni ­
solene i n  the control of severe long-standing lepra reaction in lepro­
matous patients w h ose corticosteroid req u irements are relatively 
stable.  U nder such cover, i t  i s  poss ible to cont i n ue anti- leprosy 
therapy. 

It i s  hoped that ,  with i ncreased product ion,  and commercial  
com pet i t ion,  the price of this valuable class of product may be so 
red uced as to bring i t  within the reach of a l l  who need it .  
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