
 

 
  

 
 

    
 

 

 

    

   

 
 

(b) (4)

(b) (4)

NDA #  22-003; Suppl. 21; SDN 542. 
Submission Date(s) 3/10/2016 
Drug Posaconazole 
Trade Name Noxafil® 

Clinical Reviewer Elizabeth O’Shaughnessy, M.D. 
Acting Clinical Team 
Leader 

Yuliya Yasinskaya, M.D. 

Division DAIP 
Applicant Merck 
Relevant IND(s) 51,662 
Submission Type Labeling Supplement 
Formulation, Strength(s) Oral suspension 40 mg/mL 
Indications Prophylaxis of invasive Aspergillus and Candida infections in 

patients, who are at high risk of 
developing these infections due to being severely 
immunocompromised, such as HSCT recipients with GVHD or 
those with hematologic malignancies with prolonged neutropenia 
from chemotherapy. 
(2) The treatment of oropharyngeal candidiasis (OPC), including 
OPC refractory (rOPC) to itraconazole and/or fluconazole. 

Dosage and 
Administration 

Prophylaxis of invasive Aspergillus and Candida infections: 200 
mg TID. 
Treatment : 
Oropharyngeal Candidiasis: Loading dose of mg QD, then 100 
mg QD for 13 days 
Refractory Oropharyngeal Candidiasis: 
400 mg BID with a meal or with a nutritional supplement in 
patients who cannot tolerate a full meal 
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Introduction 

Posaconazole (NOXAFIL®) oral suspension was approved in 2006 for the prophylaxis of invasive 
Aspergillus and Candida infections and the treatment of oropharyngeal candidiasis, including 
oropharyngeal candidiasis refractory to itraconazole and/or fluconazole. Posaconazole oral 
suspension is not approved for use in patients 13 years of age and older. The Applicant 
submitted a labeling supplement on 3/10/16 which included revisions to subsection 8.4, USE IN 
SPECIFIC POPULATIONS, Pediatric Use and subsection 12.3, CLINICAL PHARMACOLOGY, 
Pharmacokinetics of the NOXAFIL® United States Prescribing Information (USPI). 
In accordance with the Division’s recommendation, the Applicant deleted the final two 
paragraphs in subsection 8.4 and included a brief summary of the results of the completed 
pediatric study, P03579/P032 entitled “A Phase 1B study of the safety, tolerance, and 
pharmacokinetics of oral posaconazole in immunocompromised children with neutropenia”. 
Section 12.3 was also updated with a study description and a table of pharmacokinetic data (see 
Table 17 below) from Study P03579/P032.

  PMR 28-3 is a deferred pediatric 
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study under PREA for the prophylaxis of invasive Aspergillus and Candida infections in patients 2 
to 12 years of age, who are at high risk of developing these infections. (Same as Written Request 
[WR] Study 2A or 2B). 

Clinical Review of Proposed Labeling Revisions 

The Applicant’s proposed labeling revisions in subsections 8.4 and 12.3 are highlighted in track 
changes. 
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Note: The clinical recommendations are similar to the clinical pharmacology reviewer’s 
recommendations. Please see review by Yongheng Zhang, Ph.D. 

Comments to the Applicant 

1) We recommend that you revise the wording in subsection 8.4 to indicate that Study 
P03579/P032 did not meet the pre-specified exposure target. For example, 

“In a study of 136 neutropenic pediatric patients 11 months to less than 18 years treated with 
posaconazole oral suspension, the exposure target of steady-state posaconazole Cavg between 
500 ng/mL and less than 2500 ng/mL was attained in approximately 50% of subjects instead of 
the pre-specified 90% of patients 

2) We recommend that you remove the description o 
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electronically and this page is the manifestation of the electronic 
signature. 

/s/ 

ELIZABETH M OSHAUGHNESSY 
07/18/2016 

YULIYA I YASINSKAYA 
07/20/2016 
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