CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:
21-586

PHARMACOLOGY REVIEW

Appears This Way
On Original



TABLE OF CONTENTS

EXECUTIVE SUMMARY . |
PHARMACOLOGY/T OXICOLOGY REVIEW ; 4 2
31 INTRODUCTION AND DRUG HISTORY 2
3.2 PHARMACOLOGY 3
321 BT SUIMINATY ..o ettt eoeee e ea e b eoc s on e cre e sasaesces e eeem e e aenneane 3
322 - Primary phammnacO@yNAImICS .......cocov vttt eneeceeenestesemesesmeneete s e saseesesssosensessassnas 3
3.23 Secondary pharmacodynamics ........ccocceeceerecene eereetestrareeeateanteteatantansenanesensraneseenees 3
324 Safety pharmacology ........ccooooeiiiiec s et ettt rae et e e 3
3.25 Pharmacodynamic drug mnteractions.................. ettt rn st e e e et e r e s et naesesesseere 3
33 PHARMACOKINETICS/TOXICOKINETICS ' 3
331 BIHE SUINIMAIY ..ottt st e e st ceca e st e meat e e s r e s e s anssses e ssans 3
333 ADSOTPLIOM ..ottt et st s e e acnaeae s e st s menbe e mesae st e sent s st e st eaensens 3
334 DASEIDUON ..ottt ses e ee e st eeesen s ssns s ettt ne s 3
335 MELADOLISIN . cc..e ettt ettt ettt s st e e st st e et e se e e se et e e s e st s s e 3
336 EXCTEHION. ..o ettt oot s s st eme e e st sara et sesseremaemaraen 3
337 Pharmacokinetic drug interactions. ... o cooreoeerieere e s ceetec et ereseees eeecessaseeesesenesaeeseesscanan 3
33.10 Tables and figures to include comparative TK SUMMATY ..ccccvrerrrerereeireenieeceeeeeanies SO 3
34 TOXICOLOGY ' , 4
34.1 Overall toXiCOIOZY SUIMIMATY ...ccceuiuiriiiiriiie et reee e cee et eie e st et seemeaeesessease st e sssanesasanessane 4
342 SINGIE-AOSE TOXICILY ..ot ece e e sor oo sce st oo s cm e sasaeeae e 4
343 Repeat-d0SE LOXICILY —..c.coomieiiiiiiciiecceer et et ceeecme e s scee et s e e sassesesmem e eme e emceeeanevens 4
344. GENELIC LOXICOIOZY . ... venieemiceeiicieine ettt e eeee e e e e et st s e s s e cesearseeesssnranens 6
34.5. Carcinogenicity.......... eeeaeeetereeraeesieesiessetesseeesesesetoeseissarestasassataseaseitatastestemasssastnsssaseseemeeesennene 7
346.° Reproductive and developmental toxicology................... et en e re e seene 8
347 L0CAL EOETATICE ...ttt st e e rest e satet e st s e e et e nn s e e nnes 9
348 Special toxicology STIAIES ..o seem e naen 9
3.6 OVERALL CONCLUSIONS AND RECOMMENDATIONS 9
3.7. APPENDIX/ATTACHMENTS 9
Appears This Way
On Original



Reviewer: Terry S. Peters, D.V.M. : NDA No.21-586

EXECUTIVE SUMMARY

1. Recommendations

1.1 Recommendation on approvability: There are no outstanding preclinical issues
and the NDA is approvable from a pharmacology/toxicology perspective.

1.2 . Recommendation for nonclinical studies: None

1.3 Recommendations on labeling: None as the labels for topical skin disinfectants
use an OTC drug label format and do not contain sections reviewed by a pharmacologist
that are usually found in prescription drug labels:

. 2. Summary of nenclinical findings_

2.1 Brief overview of nonclinical findings: Very few studies were performed to
support this NDA as the individual components have been in clinical use for a long time
and the DuraPrep™ product has been marketed since 1988. The genetic toxicology
studies that were performed (mouse lymphoma and chromosomal aberrations in CHO
cells) were negative. The skin sensitization assay in guinea pigs did not show
sensitization potential. :

2.2 Pharmacologic activity: Not applicable

23 Nonclinical safety issues relevant to clinical use: Iodine is available in the U.S.
for topical use at 2% iodine and 2.4% sodium iodide, 2% tincture of iodine and 2.4%
sodium iodide with 47% alcohol. Additional formulations include iodine ointments,
iodine ointments with salicylic acid, Lugol's solution, potassium iodide, strong tincture of
iodine (7% solution) and many others. Isopropyl alcohol (70%) as well as ethanol (80%)
and n-propanol (50%) have been used for disinfection of skin for many years. Isopropyl
alcohol is also used in cosmetics and perfumes, as a solvent and as a vehicle for
germicidal compounds. These products have been used for many years and the safety
profile of the ingredients is well-characterized.
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3.2 PHARMACOLOGY

3.2.1 Brief summary: No studies submitted

3.2.2 Primary pharmacodynamics: No studies submitted
3.2.3 Secondary pharmacodynamicéz No studies submitted
3.2.4 Safety pharmacology:' No studies submitted

3.2.5 Pharmacodynamic drug interactions : No studies submitted

3.3 PHARMACOKINETICS/TOXICOKINETICS

3.3.1 Brief summary: No studies submitted

34 TOXICOLOGY

34.1 Overall toxicology summary

General toxicology: Dermal sensitization study (sée IND review 10/25/00) in guinea pigs
did not demonstrate skin sensitization.

Genetic toxicology: See IND review 5/27/97. DuraPrep™ was negative in the mouse
lymphoma assay and chromosomal aberration assay in CHO cells.

Carcinogenicity: No studies were performed for this NDA.

Reproductive toxicology: No studies were performed for this NDA.

Special toxicology: No studies were performed for this NDA.

'3.4.2  Single-dose toxicity: No studies were performed for this NDA.
3.4.3 Repeat-dose toxicity: No studies were performed for this NDA.
3.4.4. Genetic toxicology

The mouse lymphoma assay and the chromosomal aberration assay in CHO cells were
performed and were negative. See IND review for details.
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