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Ikar Dr. Morrls : 

1 am enclosing a protocol for a s t t 4 y  I would like t o  carry out on 
:bur patients with atopic demti t is  who wil l  be hospitalized on our 
tiemtology ward t o  investigate the &sorption, distrltutlm i n  skln 
and excretion of a new topical antifungal agent. ’Ihe amunts and 
cmcentrations t o  be apolled are safe 
;w well as radloloqically. 
‘tha nature of the s t i a  so that, I bellew, the patient’s rights 
,are be- adequately protected. 
to use the radioactive cqaund f’ry the Radiation Safety Cornnittee. 
Since the radioactive isotope is S 
I would appreciate a speedy revlew of tNs protocol so tlut we 
initiate the study. If there are any problems or any potential d i f -  
f icult ies,  please ca l l  me. 
radioactive mter ia l .  

Thank you for your cooperation. 

a toxicologtc standpoint 

We have also applled for clearance 

whlch has a Wted half-Ufe, 

?he patients W i l l  be fully lnfomed of 

I stress the shrt half-life of the 

*l 

Very slncerely yours, 

h&+ 
HJilllam L. @stein, M.D. 
hfessor and Act- Chairman 
Departmnt of Cemtology 
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i TopfCAL ABSORPTION STWDIES 
I WRH PYRIDNEITKIONE DISULFIDE i 

AIM: Tb detenr;lne the absorption kinetics, skin dlstributim 
anl excretion pattern of a new topical antifungal agent 
pyrldmthione disulfide, u t i l i z i n g  an S35 labeled prpp- 
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I 
METHOD OF 5 

8, aration, 

s 
STUDY: Fbur patients with atopic d e m t l t l s  o r  Infected eczema 

will be hospitallzed on the  demtology service and will 
nceive a shgle topical exposure In a 2 centimters 

curies) In a 0.5% concentration WNch wil l  be kept ln 
place with a bardage for a period of 8 hours. 
will then be washed clean with detergent and water and 
the wash saved for sclntl l lat icn counting. After the 
wash, a punch biopsy will be secured, OM half t o  be 
processed for autoradiography and the other for sclntll- 
lat icn counting. Zbr the next four days all urine and 
stool specimens wll l  be collected and counted and, ln 
addlticn, periodic blood specimns wi l l  be secured for 
counting. 

Fyrldnethlm disulfide is chendcdlly related t o  the active 
ingredlent fn Mad and Shmlden shanpoo, zinc anadlne. 

studied far topical toxiclty in labomtory animals, inclw3- 
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quam area of pyrldnethione disulfide35 (10 t o  40 micro- x s  

The s i t e  
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$ 1  It is hing  supplled under an IND. 'Ihe disulfide has been 

lng mcnkeys and is reelatively ncntoxic_. In addition, it 
has been applied t o  lnan In ccncentraticow up t o  10% with no 
untowml effects, altm It is  genedly applied In an 
0.5% concentraticm whlch will be used In this study. 

Absorpticol studies cm sodium pyridethiane have been reported 

(Fad&, Fbod and Cosmetic Toxicology 8:147, 1970, and Minn 
et al, Fbcd and Cosmetic Toxicology 8:161, 1970). I 1 5 W ; 5  

m v r :  
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Laboratory and Mtlal human studies indicate the can- 
pomi 1s cansidered safe for topical appllcatlm; the 
amwit of radloactlvity be- utlLLzed is small; and 
the studies being c h e d  out will be clearly presented 
t o  the patients who wil l  be c w l d e r e d  r e s e w  subjects. 
A patient consent f o n  1s included. 
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PA'IlR?I' CONSEhT FOFN 

Date : 

Tlm : 

0 
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I authorize and direct the following menbers of the University of 
California, San Francisco, namly, Dr.  Williaq L. Epstein and N s  
associates t o  perform and c v r y  out on me the following research 
procedure : 

Topical application of a S U ~ W ' ~  labeled an t i fbga l  agent t o  be 

specimens will be collected for a period of four days t o  d e t e d n e "  
t h e  absorption, distribution i n  skin and excretion of this new drug. 

DP. 
understand the purpose, extent and nature of the xperimental pro- 
cedure described above. 
I s  a radioactive substance which produces a small amunt of radlatian 
for a short perlcd of the md that the munt applied W i l l  be very 
mall .  I understand that this i s  an experimental procedure whlch 
my have adverse effects and my not direct1 benefit my care. I 

the skin biopsy and collection of specimers and hereby release. Dr. 
&)stein and his associates frcmn any and a l l  responsibility for any 

the procedure. 

ditions my necessitate additional or different c l M c a l  procedures 
than that set forth above. I therefore authoItze a?ci reqseat tht the 
above naREd Investigator, N s  assistants or desiizpees perf'm such 
pi-ocedures as are deemed in the i r  professional judgnent t o  be necessary 
and desirable. 

followed by a skin bioDsy. In  addition, blood, urlne and stool a -  i- i q 
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has explained t o  me and I f u l l y  

1 
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I understand that the S3 5 labeled cotmound 

thereby request topical appllcatlon of the S 3 5 labeled compound plus 
35 
p 41 
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adverse effects arising during the c o m e  of or as a consequence of 

I r ecowze  that durinq the c m e  o f t h l s  research unforeseen con- 
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Patient 

Gther(1f required) 

Investigator 

Witness 
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