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DIVISION OF PULMONARY DRUG PRODUCTS 
REVIEW AND EVALUATION OF PHARMACOLOGY AND TOXICOLOGY DATA 

Chemistry Consult  
 
IND/NDA: 21-861     
 
Date of Consult Request: February 2, 2005 
 
Date of Submission: December 21, 2004 
 
Reviewer: Gary P. Bond, Ph.D., DABT 
 
Date Completed: June 1, 2005  
 
Sponsor: Alcon Research Ltd. 
 
Drug Name: Patanase (olapatadine HCl) 
 
Class: antihistamine and mast cell stabilizer 
 
Route of administration: intranasal 
 
Daily Dose: 0.6% olapatadine as single doses of 2x 100 ul spray/nostril BID 
 
Response to Chemistry Consult as Requested by Craig M. Bertha 
 
Description of the Consult 
 
This consult request is for the evaluation of the toxicological assessment tests of biological 
reactivity for various packaging components.  Testing for biological reactivity was conducted 
using in vitro and in vivo tests according to ISO 10993 in GLP studies that were audited for 
quality assurance purposes.   
 
Review and Evaluation: 
 
The following packaging components were tested: 

 

(b) (4)

(b) (4)



Reviewer: Gary P. Bond, Ph.D. (C17)           IND/NDA: 60116/21-861 

 
Conclusion – For all tests, all components were negative for biological reactivity in valid studies 
according to ISO 10993, consistent with USP sections 87 & 88.  
 
Recommendation – The packaging components tested for biological reactivity  

 
 

 tested negative according to ISO 10993, consistent with USP sections 87 
& 88. 
 
 
Gary P. Bond, Ph.D., DABT   C. Joseph Sun, Ph.D. 
Reviewing Pharmacologist   Supervisory Pharmacologist 
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               NDA 21-day Pharmacology fileability check list 
NDA No: 21-861 
 
Date of submission:  Dec 27, 2004 
 
Date of 45-day fileabililty meeting:  2/10/05 
 
Date of check list:   
 
(1) On its face, is the pharm/tox section of the NDA organized in a manner to allow 
substantive review?   Yes  
 
(2) On its face, is the pharm/tox section of the NDA legible for review? Yes  

 
 (3) Are final reports of all required and requested preclinical studies submitted in this 
NDA? 
 

Yes    No      NA  
Pharmacology        ( X )   (     )    (      ) 
ADME          ( X )   (     )    (      ) 
Toxiciology (duration, route of administration and species specified) 

acute         (  X  )   (     )    (    ) 
subchronic and chronic studies     (  X  )   (     )    (    ) 
reproductive studies       (  X  )   (     )    (    ) 
carcinogenicity studies      (  X  )   (     )    (    ) 
mutagenicity studies      (  X  )   (     )    (    ) 
special studies       (  X  )   (     )    (    ) 
others         (  X  )   (     )    (    ) 

EA (items 7, 8, 9, 10, 11 and 15)      (      )   (     )    (    ) 
 
(4) If the formulation to be marketed is different from the formulation used in the 
toxicology studies, is repeating or bridging the studies necessary?   
Yes  already done – included for review in NDA 
 
If yes, has the applicant made an appropriate effort to repeat the studies using the ‘to be 
marketed’ product, to bridge the studies or to explain why such repetition or bridging 
should not be required?  Yes      
 
(5) Are the proposed preclinical labeling sections (carcinogenesis, mutagenesis and 
impairment of fertility, pregnancy category and over dosage) appropriate (including 
human dose multiples expressed in either mg/m2 or comparative systemic exposure 
levels) and in accordance with 201.57?  Yes, on cursory review they appear 
acceptable.     
 
(6) Has the applicant submitted all special studies/data requested by the Division prior to 
the submission including but not limited to pre-NDA discussion? Yes  



 
 
 
 

(7) On its face, does the route of administration used in the pivotal toxicity studies appear 
to be the same as the intended clinical route?  Yes, for toxicity studies, carcinogenicity 
studies were oral as were reprotoxicity studies. No IN carcinogenicity studies are 
required unless preneoplastic changes seen in chronic toxicity studies.     
 
(8) Has the applicant submitted a statement(s) that all of the toxicity studies have been 
performed in accordance with the GLP regulations (21 CFR 58) or an explanation for any 
significant deviations? Upon cursory review, studies appear to be GLP.  
 
(9) Has the applicant submitted any studies or data to address any impurity or 
extractable issues (if any)? Yes  
 
(10) Are there any outstanding preclinical issues?   No    
 
(11) From a preclinical perspective, is this NDA fileable?  Yes  
   
If Ayes@, should any additional information/data be requested?  No    
 

 
               NDA 45-day Planning Timeline 



 
 
 
NDA NO: 21861 
 
Date of 45-day planning meeting: 2/10/05 
 
Date of planning timeline: 2/10/05 
 
User Fee Due Date: October 27, 2005 
 
Final review completion date: 

Milestone Date 
Pharmacology and ADME      To be Determined              
               
Toxicology                                       

General toxicity studies                                    
Carcinogenicity studies and mutagenicity studies                                 

a. Statistical consult request for CA studies                                 
b. Submission of CA studies for CAC=s concurrence                              

Reproductive studies                                    
Special studies and Others                                   

                              
Labeling                                      
EA                                       
 
 
                                                          
Review Pharmacologist/Toxicologist: Jui Shah, Ph.D. 
                                                          
Team Leader: Tim McGovern, Ph.D. 
 
HFD-570/Division File 
HFD-570/Reviewer 
HFD-570/Team Leader 
 
 
The purpose of the 45-day NDA planning meeting are multiple and include the following: 
 

(1) follow-up on any outstanding filing issues  
(2) identify any necessary consults 
(3) identify needed information not usually provided in the pharm/tox section  
(4) apprise other team members of significant pharm/tox issues that have been 
identified 
(5) plan subsequent team meetings 
(6) develop the time line for the completion of the pharm/tox review 

 



 
 
 
By the 45-day planning meeting, the milestone dates for the NDA review as shown in 
the attachment (45-day planning timeline) should also be completed.  Milestone dates 
may be modified due to changes in workload or other circumstances. In such situations, 
discuss  with your team leader anticipated delays in completing the review and set  a 
revised schedule. 
 
 
 
The 45-day pharmacology fileability check list and the planning timeline should be 
placed in the division file within 60 days of the NDA submission. 
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