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Naftidrofuryl for ischaemic rest pain: a controlled trial 
R .  M .  G R E E N H A L G H *  

A preliminary study suggested that some patients with 
ischaemic rest pain improved during treatment with 
naftidrofuryl (Praxilene). Therefore, a controlled trial 
wasperformedin which Idpatients were treated.for 7days 
with placebo (given intravenously and in tablet form), and 
were then given Praxilene for a further I0 days and 
assessed subjectively and objectively. The drug regimen 
used was Praxilene 200 mg &hourly by mouth and 200 mg 
twice-daily intravenously. Although no objective improve- 
ment could be attributed to the drug, 7 of the 16 patients 
showedsubjective improvement during the placebo period, 
but reported no further improvement during the Praxilene 
period (placebo responders). Five patients did not respond 
to the placebo hut reported an improvement whilst taking 
the drug. In 4 patients there was no improvement at all. 
Praxilene produced subjective improvement in the 
symptoms of'rest pain in 5 patients out of I6 in this small 
study. 

ISCHAEMIC rest pain caused by disease of the arteries 
supplying the lower limbs continues to  be a common 
cause of hospital admission. Sometimes, if there is 
associated diabetes mellitus or infection which can be 
controlled, the patient rapidly improves, but frequently 
relief can only be achieved by sympathectomy, surgical 
reconstruction or amputation. 

Ruckley et al. (1) found that oral Praxilene failed to  
benefit their patients with intermittent claudication. 
Scherer et al. (2) claimed that Praxilene was a satis- 
factory preoperative indicator of the effectiveness of 
lumbar sympathectomy for the relief of rest pain. The 
preliminary study indicated that a few patients with 
ischaemic rest pain improved during treatment with 
Praxilene, and so a further study was undertaken. 

Patients and methods 
Preliminary s~udy 
Thirteen inpatients with ischaemic rest pain were given 200 mg 
of Praxilene in a 2-h infusion, twice a day for I week. They were 
also given 100 mg orally every 8 h for 6 months. Of the patients 
aged 50-93 years, 2 died, 3 had no subjective improvement and 
required surgical intervention in the first week and 8 had no 
surgical intervention. Seven of those 8 patients reported 
subjective improvement in their symptoms. A controlled trial 
with objective assessment was clearly required. 

Controlled trial 
Twenty-one patients with severe peripheral arterial 'disease 
with ischaemic rest ain were studied. As the manufacturers 
claimed that the e&t of Praxilene could persist after ad- 
ministration of the drug had ceased; placebo was given first. 
During the placebo period of 7 days, a 2-h infusion was given 
twice a day and capsules were taken orally at 8-h intervals. 
Subsequently, 200mg of Praxilene in 250ml of 5 per cent 
dextrose was infused over a 2-h period twice daily from the 
eighth day; 200mg tablets were taken three times daily for 6 
months. The patients were not aware that they were given first 
placebo and then the active agent as the capsules and the 
infusion phials were identical. 

During the trial period 2 patients died, 1 was found to have 
polycythaemia and was treated appropriately, 1 refused in- 
fusion and I had insufficient data at the end of the trial period. 
Sixteen patients were therefore available for analysis. 

SUMMARY 

! 

i PLACEBO DRUG ~ 

Fig. 1. Absolute ultrasonic ankle pressure mcasurcd during 
placebo and drug administration (n  = 16). 

Improvement was assessed subjectively and objectively. Thc 
patients were asked each day if they had noted any change in 
their symptoms, and their daily analgesic requirements were 
noted. The resting Doppler ultrasonic ankle pressure index (3) 
was measured at intervals of half an hour during the infusion, 
wherever possible, and several other times during the day. 

Results 
No side effects or cases of hypotension were noted. 
There was no significant change in pressure index or 
absolute resting pressure readings throughout the trial 
in the 16 patients (Fig. I ) ,  nor was there any change in 
the pressure index during the 2-h infusion period. 
Analgesic requirements did not change during the trial. 

Seven patients had subjective improvement whilst on 
the placebo, but had no further improvement during the 
drug administration. Four patients had no improve- 
ment throughout the trial. The remaining 5 had sub- 
jective improvement whilst taking the drug, but none 
during the placebo period, although the skin looked and 
felt the same. 

After the trial, 13 of the 16 patients required recon- 
structive surgery, from which all had initial relief of 
pain, although 3 required amputation at a later date. 
Only 1 of these 3 who avoided surgery was I of the 5 who 
had subjective improvement whilst on the drug, beyond 
the placebo response. His resting Doppler systolic 
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pressure stayed at SOmmHg, but with the drug he left 
hospital with pain relief. The second patient began 
improvement whilst on placebo and it continued 
through drug administration and after the patient left 
hospital. The third patient was diabetic and by more 
careful control of this the ischaemic rest pain improved 
and no surgery was necessary. 

Discussion 
Praxilene is supposed to facilitate oxygen exchange and 
to enhance metabolism in ischaemic tissues and, if this is 
so, subjective improvement could be expected to occur. 

The claimed lasting effect of Praxilene meant that in 
all cases the placebo had to be given first and this was 
clearly not desirable. I t  would have been preferable for 
half the patients to receive the active agent first in a 
proper double blind cross-over trial. 

It is very difficult to assess pain accurately and, 
furthermore, ischaemic rest pain varies tremendously 
from day to day and makes it difficult to perform a 

satisfactorily controlled trial. There was neither ob- 
jective improvement in terms of ultrasonic pressure 
readings in the ankles nor in analgesic requirements. 
The subjective improvements beyond placebo in 5 
patients out of 16 is based entirely on how the patient 
said he felt compared to the previous day (same, better 
or worse). Unfortunately, it was not possible to predict 
which patients would derive even subjective benefit. 
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Promising young men 

TEE EFFECT OF ABDOMINAL OPERATIONS ON TEE 
MECHANISM OF RESPIBATlON : 

WITH SPECIAL REFEBENCE TO PULMONARY EMBOLISM 
AND MASSWE COLLAPSE OF TEE LUNGS. 

RY D. H. PATEY, 
ASSIRTINT SUROEON AT THE HAMPSTEAD O E N E M L  WOSPITAL: 

ASSISTANT IN B U N D . S U T I O N  INSTITUTE, MIDDLESEX H(IOFITAL. 

IT seems wcll estahlished that operations on the abdomen are definitely more 
linble than surgical procedures in other parts of the body to be followed by 
two types of complication : (1) Pulmonary embolism and thrombosis ; and 
(2) Collapse and inflammatory affections of the lung bases. 

Pulmonary Embolbm and Tbmmbosb-With regard to these conditions, 
a considernble amount of evidence exists to show the etiological importance 
of abdominal operations. For examplc, Petrenl (1918) analysed 489 cases of 
pulmonary cmbolism from thc literature, 88 per cent of which followed abdo- 
minal operations ;' while of his own series of 45 fatal post-operative cases, no 
fewer than 40 wcre the sequel of abdominal procedures. Lister' (1927), in a 
very carefully controlled study based on the records of the London Hospital 
for the years 1909 to 1925 inclusive, was able to bring forward definite statis- 
tical proof of the predisposing influence of an abdominal operation. Ducuing* 
(1929) showed that in a large collection of clinical examples of thrombosis 
the percentage incidence after abdominal operations was much'greater than 
that following operations elsewhere. The present writer was able to obtain 
figures from 81 of thc hig London hospitals for the year 1926. Out of a 
total of 54,258 operations, there were II) eases of fatal pulmonary embolism, 
of which no fewer than 48 followed abdominal operations. Again, out of 28 
cases of post-operative pulmonary embolism met with in the five years 1928- 
1926 in the Post-mortem Room of the Middlesex Hospital 20 were abdominal 
operations. Taking as a sample the total number of operations performed 
in one year (1926) in the above hospital, it  was found that extra-abdominal 
operations (excluding dental, aural, and ophthalmic) were more frequent 
than abdominal in the proportion of, approximately, 2 to 1 ; so that in this 
series the predisposing influenee of the abdominal incision is again well brought 
out.. In the early part of the present century i t  was thought that lower 
abdominal and pelvic operations were especially liable, presumablf because 
operations in these regions were the most frequently performed. But with 
the spread of surgical enterprise to all parts of the abdominal ravity, i t  
gradually became realized that it was not so much an operation in any specid 
part of the abdomen, but abdominal operations generally, which showed this 
particular predisposit.ion to  thrombosis and embolism. Thus, Lister' was able 
to detect no undue frequency following pelvic operations, while the percentage 




