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SHORT REPORTS 

Ncurotoxicity-a Side-effect 

of Sulphones 

Gunnar Volden 

D<·rmr1111e11111/Derm111uloi:v, Ri�.,/111.,p11oh•1, 01-/0, /Vor11·"1 

Receivc(l Junc 6, 197� 

Sever.il n:porh h,I\ e appeareJ on a numhc1 of 

,ide-effect, following the u,e of ,ulphones. mon: 

c�peci.ill} in the ficld of haematnlog} (3. 6) anJ 

dermatolog} c:!. J. 5). hut al,o a� concerm. hepauti-, 

(6L nephrotic ') ndrome (I). a, \\ ell ,1, p,ychotic 

cpisode, l·O and periphcral neuropath} 15. 7). 

A 60-) car-old man \\ ith a typical dcrmatiti, 
herpetiformi, diagno,cd in I 9-t7. Hc had bec!n 1,11-.­

ing sulfap� ndine nrKc or t\\icc! dail) Juring the 

period 1948-19'.'6. 11hcn hc be1.:amc tircd and wcaJ... 

,uffereJ from tinnitu, anJ cyano,i, of the lip,. He 
wa� then gi1 en alJe,ulphone ,od1u111 0.666-1 1 g 

dail� and h1, condillon 1mproved rap1dl}. In 1968 he 

began to ,uffer from numbness anda tingling feeling 

in his toc, and fingcrtip,. whi1.:h grauually ,pread 

proximall� For thi, Cllmlition he 11a, treateJ with 
diaphcn� l,ulphone ( IO<l-125 mg d,111)) until 197:! 

During the treatment the paresthe,ia became more 

intense and spread 10 knees and elbows. accom­

panied by a feeling of coldnes�. but without a �ub­

JCClivc lo" of strcngth The patient got cyanosis 

of the hp, and hc bec,tme irritable and p-.� chologi­

call) unbalanced. In 1969 he lo-.1 con�ciou,ne-., 

while driving a car anu injured ,evcral per,on,. Hc 

\\as then forced to ,wp 1,1k111g ,ulphone, in 19'::! 

anJ in,tead rcceived PrcJni-.onc! 10--::!5 mg d.111,. 

The paie,thc,ia gr.tduall; Ji..,appeared completcl) 

and hi, p,)chological conJition improvcJ. hut thc 

,kin di,ea,e remained acll\ e. He \\ ,,.., ho,pital11ed 

in the Department of Dermatolog}. Ril-.,ho,pttalet. 

in 1975 and he was tested with diaphcnylsulphone 
I 50 mg dail} and put on gluten-frcc diet. After a 
couple ol da1, hc de\ cloped J1,tal ,) mmetrical 

pare,thc,1.1 111 the e,1rem11tc,. \\ h,�h ,pread centn­

petall). \\ 1th hi, nail, lllming hrtm n. and ,tl-.o 

qc1nthi, of the hp,. The do,e wa-. the11 reduced 10 

50 mg/daily. with thc result that the parcsthesia 

gradually abated and after the medication was 

stopped the paresthesia disappeared completely in 

the course of 3 days. The neurologist did not find 

any reliable objective results: EMG did not show 

pathological sign�. On the othcr hand. achylia and 
chrnmc mnammauon in the mucow, membrane of 

the ,tomach and thc ,mall inte,tme wc1s dctected. 

COMMEt\ rs

In thrcc publi,hcd ca,e.., of penpheral motor neuro­

pathy (5, 7l. a ,ymmctrical pcripheral lo,, uf 

,trength appeared di,tally in thc e,tn::mitie,. a, well 

a, atroph) of mu,de, (in panicular of the intero-.­

,eal l11thcle, I and \\ eakeneJ or even completely 

,u,pt.:ndcd deep 1cf1exe, 3-10 months after the pa­

tient-, had been treated with 300--100 mg Jiaphcnyl­
,ulphonc dail). Our patient devcloped �) mptoms of 

pol\ ncuropath;. mainl; as pare ... the,ia of thc di-.tal 

extremit). graduall} ..,preauing in a prox1111al direc­

tion. 

When the Jo,c \,a, reduccd to 1/3. an improve­
mcnt could be detccted. a, 111 thc case of onc of the 
pa11cnh reponed 15). and on ,topping thc meuica­

tion. thc pare ... thc,ia disappeared. This. and the fact 

that ca 300000 American ,oldicr� in A�ia dail; took 

�5 mg diaphenyl,ulphone proph; lacticall; against 

falciparum malaria without onc single ca,e of 

neurotoxicity being reportcd. would seem to indi­

cate that neuroltl\icity i� Jo,e-relatcd (6. 7). By 

mean, of autorauiograph;. ,ulphonc, h.i-.c been 

founJ 111 affected ncrve, (7) and in ... omc ca,es. 

neurotnxicity ha, hecn reportcd in lepro,y patient... 

treatt.:J with ,ulphones. but a, 1,.1.e know that lcpro,� 

affech the penpheral nerve,. the,e finding, cannnt 

\\ ith ab,olute ccrtainty be con,idercd a, ,idc­
cff cch Juc to ,ulphoncs. In the case of an acu1e 

overdose of diaminodiphenyl,ulphone in a child of 
22 months. cyano,i� and agttation occum:d pre­
mort,111). Po,t rnonem. the hratn wa, found h� pcr­

ac!mtc with ,mall haemorrhagc, and rcccnt thrnmbi. 
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which could be explained effectively as being 

caused either by sulphone ur by methaemuglobin­

aemia and grave anoxaemia. 
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This 62-year-old woman who in 1967 had had an 
operation on a serous ovarial cystorna without 

signs of malignancy suffered bilateral pare,es of u. 

abducens in August 1972. Medical examination re­

vealeJ. besidcs the pareses. an crythrocyle 

scdimentation rate of 100 mm/h. which hud proba­

bly been present even in 1967. and hepatomegalia. 

X-ray of the stomach showetl deformation of thc

duodenal bulb. without ulceration. The patient ap­

pearecl again in November 1973. with acutc iriclo­

cyclitis and secondary glaucoma on both eyes and

a few days after the eye symp10111s had »tarted. hcr

right car became swollen. red and very painful.

Penicillin gavc no cure. After one month the other·

car was also affected. On betamctha-.one therapy. 3

mg/day. the contlition of ears and eye, improved

and ,he was symptom-free within � month,. She
interrupted steroid therapy one 1110111h later due to

epiga·mial pain,. Thi, was followed by fever.

39-40°C. without other symptoms. On betame­

thasone 1.5 mg/day she wa, afebrile. In the au-

ing crusty erosions on acral areas and on elbows 

and knee:,. 
In March 1975 on ad mission lo the dermatological 

ward the lesions corresponded to those of kera­

toderrnia blennorrhagica (see Figs.). Liveclo reti­

cularis and ecchymoses were present in addition. 

The right ear was red, scaling. enlarged and painful 

on palpation. Physical examination revealed the 

I iver 5 cm below the costal arc and weakness of the 

right leg. with peroneal palsy. The right knee was 

swollen with hydrops. 

Lahorntory exa111i11(1/io11s. B/00<I: Haemoglobin 

12.8 g/100 ml, white blood cell counts 12 100 

(neutrophils 73 '7c. eosinophils I '7r. lymphocytes 

25 '7r and monocytes I 0 ). thrombocytes 185 000. 

Erythrocyte sedimentation rate I 10 mm/h. Sl'rum: 

i ron 9.6 µ,M: transferrin 22 µ,M: creatinine 0.8 

mg/I00 ml: uric acid 5 mg/ml: !iver tests (bilirubin 

and enzymcs) normal; proteins: normal immuno­

globins lgG. A and M. orosomucoid 129 mg/ml. anti­

nuclear antibody titre homogeneou:, 1/25-1/ 100. 

rheumatoid factor negative (before steroids posi­

tive): ,eroreactions for syphilis and gonorrhoea 

tumn of 1974 cutancous h::-.ion-. appcared with ... cal- Fig . /. 
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