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Abstract. Fourteen patients with a clinical and histologica l 
diagnosis of necrobiosis lipoidica were treated in a dou­
ble-blind control study with either an asp11in dipyridamole 
combinat1on or a matching placebo for an 8-week period. 
None of thc patient� in the aspirin dipyridarnole group 
showed a significant improvcment. 

Previous. uncontrolled report� (I. :?.. s, have 

suggested that a striking improvement may follow 

the treatment of necrobiosis lipoidica with aspirin 

and dipyridamole. either alone or in combination. 
Four out of five cases thus treated showed a com­

plete resolution of the cutaneou, lesion� on this 
therapy. 

The rationale of thb trea1ment i� based upon thc 

histological appear.ince of vascular occlus1on <71 

repo11cd to occur commonly within the lesions and 

the increased tendency for diabetic subjects to 

shO\\ platelet aggregation in response to variow, 

pharmacological ,timuli (4). 

Aspirin and dipyridamole cxe11 a �ynergistic 
"anti-thrombotic action .. by blocking Thromboxane

A� generation and phosphodie,tera<,e activity re­

,pcctively (6). 

fhere is much controver&y covering thc optimal 

do,age of aspi1in which should be given in combina­

tion with dipyridamole. Ma,otti et al. ( 1979) (.') 

ha\t: shown that 100 high a dosage of a,pirin ,, ill 

virtually aboli,h prostacyclin activity and thus the 

synergistic action of the dipyridamolc. whereas 

Harker ( 1974) (3) has shown that aspirin/dipyri­

damolc. in a dosage schedule very similar to 

that used in thi� �tudy. increases platelet survival 

timc in patients with recurrent arterial thrombosis. 

The dosage cho�en for thil, \tudy wal. dc,igned to 

confirm or refute the claim'> of the earlicr. uncon-

1 roll cd reports. 

ME fHODS 

Founeen patient,. ,,ho had given their informcd consent 
and "'ho had le,,on, ,ho"'ing the typical clinical and h,.,_ 
tological feature� of necrobio,i, lipoidica o, were divi<led 
into pairs matched for the prc,encc or absencc of diabetes 
mellitus and ulccrated or non-ulcerated cutaneou, lesions. 
The clinical dctail, are sho" n in Table I. All patient, 
cla,-.ified a, non-diabetic had ,ho" n a normal oral 50 g 
gluco,e tolernnce te,t ,�it hin thc previou, I 2 month, 

Patients within cach pair were then allocatcd in a dou­
ble-blind manner 10 receive cither a capsule containing 
300 mg aspirin and 75 mg dipyridamole. or an identical 
placebo cap�ulc. each 10 be taken three time, dail}. 

Table I. (li11ical detail� oj'pwic-111.1· and trea1111e111 1tro11p� 

Duration of 
necrobiosis 
lipoidica 

Patient Agc Sex Diabctic (y.) Ulceration Treatmcni group 

IA 27 F Ve, -I No Acti,c 
2A 49 F No '.!! No Active 
28 25 F No 10 No Placebo 
3A 21 F Ycs 5 Yes (healed Placebo 

38 17 M Ye, 
du ring trial) 

-I Ve, Acti,e 
4A 47 F 0 I! No Placebo 
48 63 F No 3 No Activc 
5A 22 F Yes 16 No Active 
6A 49 M No 14 No Placebo 
68 58 F No 3½ No Active 
7A 24 F 0 6 No Placebo 
78 54 r 'lo 1 No Active 
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Prior to commencing therap} the follO\\ ing a�,essmenh 
were perfonncd: (a) the area of the le�ions wa� recorded 
by carefully tracing around thc outline of thc lesion,. 
followed b> measurement of the tracing with a planimeter. 
(/,) the le�ion, "cre photographed under standardi7ed 
condition,. and (c Ja 4 mm punch biopsy wa� perfom1ed 
from the edge of a le,ion and ,ubsequently prcpared for 
routine hiMological examination with haematoxylin and 
cosin stains. 

rhe patient, were thcn re-examined at 2. 4 and 6 '"eeJ..,. 
"hcn furthcr tracing, "cre performed. Finally. at 8 weeJ..s 
a full asse,�ment was made with tracings. photography 
and repeat biopsy of the same lesion,. At 4 wccks and 8 
,,eek, the patient, \\Cre askcd 10 comment if they felt the 
le,ions werc unchanged. better. or wor,e. 

RESULTS 

Two patients ( I 8 and 5 8) repeatedly defaulted 

from follow-up and werc withdrawn from the study. 

Both of thcsc patients belonged to thc placebo 
group. Of the rernaining patient� 7 were taking the 

aspirin dipyridamolc combination and 5 the placebo 

treatrnent. Only one patient (3 A) showed any con­

vincing improvement. the areas of ulceration which 

had been persistent for scvcral months stcadily irn­
proved and were completely healed at the cnd of 6 

wccks. However, breaking the code showed this 

patient to be in the placebo group. The patient with 

whom she was matched (3 8) in 1he aspirin di­

pyridamole group showed a slight extension of thc 

ulcerated areas during the trial period. 

Two pa11en1s each developed a new lesion whilsl 

undcrgoing the trial; one be longcd to thc aspirin 
dip}tidamole group. the olher to the placebo group. 
Biopsies taken before and afIer the treatmcnt pe1iod 

showed no significant difTcrences with regard to thc 

presence of necrobiotic change. inflammatory cell 

infiltration. or morphology of small blood vessels. 

CONCLUSIONS 

Treatment with an aspirin dipyridamole combina­

tion in this dosage for an 8-week pe1iod has failed lo 

producc any improvement. either in ulccrated or 
non-ulceratcd lesions of necrobiosis liµoidica. 

A lthough only I'.? patients complcted this study. 

necrobio:..i-, liµoidica is a condi1ion "hich very rare­

ly undergocs :,pontaneous resolution and if the 

claims of the uncontrollcd reporl'> had been sub­

stantiated. v.e would have expected 50-75(f of the 

patients in the "active" group to have shown an 

improvement. 
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The '.? patients taking the aspirin dipyridarnole 

combination who developed an extension of thc 

ulccrated area. or a frcsh area of active disease.

strongly �uggest that thi'I drug cornbination has 

failcd to influence the underlying pathogenesis of 

1hi, poorl} understood condition. We believe that 

this stu<ly underlines thc nee<l to accept with cau­

tion anecdotal :ind uncontrolled reports of im­
provement after the use ofnew treatment�. 
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