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PMR/PMC Development Template 
 

This template should be completed by the PMR/PMC Development Coordinator and included for each 
PMR/PMC in the Action Package. 

 
NDA/BLA # 
Product Name: 

NDA 202,292/Crofelemer 

 
PMR/PMC Description: 

 
A pediatric study to evaluate pharmacokinetics (PK), efficacy for 
symptomatic relief of non-infectious diarrhea, and safety with different 
doses of Fulyzaq (crofelemer) over a four week period in HIV-positive 
pediatric patients, ages 1 month to 17 years of age, on anti-retroviral 
therapy   
 

 
PMR/PMC Schedule Milestones: Final Protocol Submission:  06/2013 
 Study/Trial Completion:  06/2017 
 Final Report Submission:  12/2017 
 Other:        MM/DD/YYYY
 

1. During application review, explain why this issue is appropriate for a PMR/PMC instead of a 
pre-approval requirement.  Check type below and describe. 

 Unmet need 
 Life-threatening condition  
 Long-term data needed 
 Only feasible to conduct post-approval 
 Prior clinical experience indicates safety  
 Small subpopulation affected 
 Theoretical concern 
 Other 
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3. If the study/clinical trial is a PMR, check the applicable regulation. 
If not a PMR, skip to 4. 

- Which regulation? 

 Accelerated Approval (subpart H/E) 
 Animal Efficacy Rule  
 Pediatric Research Equity Act 
 FDAAA required safety study/clinical trial 

 
- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply): N/A 

 Assess a known serious risk related to the use of the drug? 
 Assess signals of serious risk related to the use of the drug? 
 Identify an unexpected serious risk when available data indicate the potential for a serious 
risk? 

 
- If the PMR is a FDAAA safety study/clinical trial, will it be conducted as: 

 Analysis of spontaneous postmarketing adverse events? 
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to 
assess or identify a serious risk 

 
 Analysis using pharmacovigilance system? 
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the 
FDA is required to establish under section 505(k)(3) has not yet been established and is thus 
not sufficient to assess this known serious risk, or has been established but is nevertheless not 
sufficient to assess or identify a serious risk 

 
 Study: all other investigations, such as investigations in humans that are not clinical trials as 
defined below (e.g., observational epidemiologic studies), animal studies, and laboratory 
experiments? 
Do not select the above study type if: a study will not be sufficient to identify or assess a 
serious risk 

 
×   Clinical trial: any prospective investigation in which the sponsor or investigator determines 

the method of assigning investigational product or other interventions to one or more human 
subjects? 

4. What type of study or clinical trial is required or agreed upon (describe and check type below)?  If the 
study or trial will be performed in a subpopulation, list here. 

See the descriptions in Section 1. 

 
Required 

 Observational pharmacoepidemiologic study  
 Registry studies 
 Primary safety study or clinical trial 
 Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety 
 Thorough Q-T clinical trial 
 Nonclinical (animal) safety study (carcinogenicity) 
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Continuation of Question 4 
 

 Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety) 
 Pharmacokinetic studies or clinical trials 
 Drug interaction or bioavailability studies or clinical trials 
 Dosing trials 
 Additional data or analysis required for a previously submitted or expected study/clinical trial  
(provide explanation) 
 

 Meta-analysis or pooled analysis of previous studies/clinical trials 
 Immunogenicity as a marker of safety 
 Other (provide explanation) 

 
 

Agreed upon: 

 Quality study without a safety endpoint (e.g., manufacturing, stability) 
 Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease, 
background rates of adverse events) 

 Clinical trials primarily designed to further define efficacy (e.g., in another condition, 
different disease severity, or subgroup) that are NOT required under Subpart H/E 

 Dose-response study or clinical trial performed for effectiveness 
 Nonclinical study, not safety-related (specify) 

 
 Other 

 
 

5. Is the PMR/PMC clear, feasible, and appropriate? 

 Does the study/clinical trial meet criteria for PMRs or PMCs? 
 Are the objectives clear from the description of the PMR/PMC? 
 Has the applicant adequately justified the choice of schedule milestone dates? 
 Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine 
feasibility, and contribute to the development process? 

 

PMR/PMC Development Coordinator: 
 This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine 
the safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug 
quality.  

 
_______________________________________ 
(signature line for NDAs) 

Reference ID: 3236096



PMR/PMC Development Template Last Updated 12/21/2012     Page 1 of 3 

PMR/PMC Development Template 
 

This template should be completed by the PMR/PMC Development Coordinator and included for each 
PMR/PMC in the Action Package. 

 
NDA/BLA # 
Product Name: 

NDA 20-2292 
Crofelemer 

PMR/PMC Description: A 6-month rodent carcinogenicity study in the mouse. Submit the 
carcinogenicity protocol for Special Protocol Assessment prior to 
initiating the study. 

 
PMR/PMC Schedule Milestones: Final Protocol Submission:  01/2014 
 Study/Trial Completion:  12/2014 
 Final Report Submission:  06/2015 
 Other: SPA Submission  10/2013 
 

1. During application review, explain why this issue is appropriate for a PMR/PMC instead of a 
pre-approval requirement.  Check type below and describe. 

 Unmet need 
 Life-threatening condition  
  Long-term data needed 
 Only feasible to conduct post-approval 
 Prior clinical experience indicates safety  
 Small subpopulation affected 
 Theoretical concern 
 Other 

 
The sponsor has previously agreed (EOP2 Meetings on January 9, 1998 and on May 2, 2004 and 
Pre-NDA meeting on January 19, 2011) to conduct carcinogenicity studies in rats and mice with 
crofelemer as a Phase 4 commitment. 

 

2. Describe the particular review issue and the goal of the study/clinical trial.  If the study/clinical trial is 
a FDAAA PMR, describe the risk.  If the FDAAA PMR is created post-approval, describe the “new 
safety information.” 

The goal of the carcinogenicity studies is to determine the long-term safety (in animals) of 
crofelemer to assess the risk of cancer.  Carcinogenicity studies are required for drugs to be 
administered chronically. The sponsor needs to conduct an oral carcinogenicity study in rats and an 
oral carcinogenicity study in mice with crofelemer. 
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3. If the study/clinical trial is a PMR, check the applicable regulation. 
If not a PMR, skip to 4. 

- Which regulation? 

 Accelerated Approval (subpart H/E) 
 Animal Efficacy Rule  
 Pediatric Research Equity Act 
 FDAAA required safety study/clinical trial 

 
- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply) 

 Assess a known serious risk related to the use of the drug? 
  Assess signals of serious risk related to the use of the drug? 
 Identify an unexpected serious risk when available data indicate the potential for a serious 
risk? 

 
- If the PMR is a FDAAA safety study/clinical trial, will it be conducted as: 

 Analysis of spontaneous postmarketing adverse events? 
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to 
assess or identify a serious risk 

 
 Analysis using pharmacovigilance system? 
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the 
FDA is required to establish under section 505(k)(3) has not yet been established and is thus 
not sufficient to assess this known serious risk, or has been established but is nevertheless not 
sufficient to assess or identify a serious risk 

 
  Study: all other investigations, such as investigations in humans that are not clinical trials as 
defined below (e.g., observational epidemiologic studies), animal studies, and laboratory 
experiments? 
Do not select the above study type if: a study will not be sufficient to identify or assess a 
serious risk 

 
 Clinical trial: any prospective investigation in which the sponsor or investigator determines 
the method of assigning investigational product or other interventions to one or more human 
subjects? 

4. What type of study or clinical trial is required or agreed upon (describe and check type below)?  If the 
study or trial will be performed in a subpopulation, list here. 

N/A 

 
Required 

 Observational pharmacoepidemiologic study  
 Registry studies 
 Primary safety study or clinical trial 
 Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety 
 Thorough Q-T clinical trial 
 Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology) 
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Continuation of Question 4 
 

 Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety) 
 Pharmacokinetic studies or clinical trials 
 Drug interaction or bioavailability studies or clinical trials 
 Dosing trials 
 Additional data or analysis required for a previously submitted or expected study/clinical trial  
(provide explanation) 
      

 Meta-analysis or pooled analysis of previous studies/clinical trials 
 Immunogenicity as a marker of safety 
 Other (provide explanation) 

      
 

Agreed upon: 

 Quality study without a safety endpoint (e.g., manufacturing, stability) 
 Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease, 
background rates of adverse events) 

 Clinical trials primarily designed to further define efficacy (e.g., in another condition, 
different disease severity, or subgroup) that are NOT required under Subpart H/E 

 Dose-response study or clinical trial performed for effectiveness 
 Nonclinical study, not safety-related (specify) 

      
 Other 

      
 

5. Is the PMR/PMC clear, feasible, and appropriate? 

 Does the study/clinical trial meet criteria for PMRs or PMCs? 
 Are the objectives clear from the description of the PMR/PMC? 
 Has the applicant adequately justified the choice of schedule milestone dates? 
 Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine 
feasibility, and contribute to the development process? 

 

PMR/PMC Development Coordinator: 
 This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine 
the safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug 
quality.  

 
_______________________________________ 
(signature line for BLAs) 
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PMR/PMC Development Template 
 

This template should be completed by the PMR/PMC Development Coordinator and included for each 
PMR/PMC in the Action Package. 

 
NDA/BLA # 
Product Name: 

NDA 20-2292 
Crofelemer 

PMR/PMC Description: A 2-year rodent carcinogenicity study in the rat. Submit the carcinogenicity 
protocol for Special Protocol Assessment prior to initiating the study. 

 
PMR/PMC Schedule Milestones: Final Protocol Submission:  04/2014 
 Study/Trial Completion:  10/2016 
 Final Report Submission:  06/2017 
 Other: SPA Submission:  12/2013 
 

1. During application review, explain why this issue is appropriate for a PMR/PMC instead of a 
pre-approval requirement.  Check type below and describe. 

 Unmet need 
 Life-threatening condition  
  Long-term data needed 
 Only feasible to conduct post-approval 
 Prior clinical experience indicates safety  
 Small subpopulation affected 
 Theoretical concern 
 Other 

 
The sponsor has previously agreed (EOP2 Meetings on January 9, 1998 and on May 2, 2004 and 
Pre-NDA meeting on January 19, 2011) to conduct carcinogenicity studies in rats and mice with 
crofelemer as a Phase 4 commitment. 

 

2. Describe the particular review issue and the goal of the study/clinical trial.  If the study/clinical trial is 
a FDAAA PMR, describe the risk.  If the FDAAA PMR is created post-approval, describe the “new 
safety information.” 

The goal of the carcinogenicity studies is to determine the long-term safety (in animals) of 
crofelemer to assess the risk of cancer.  Carcinogenicity studies are required for drugs to be 
administered chronically. The sponsor needs to conduct an oral carcinogenicity study in rats and an 
oral carcinogenicity study in mice with crofelemer. 
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3. If the study/clinical trial is a PMR, check the applicable regulation. 
If not a PMR, skip to 4. 

- Which regulation? 

 Accelerated Approval (subpart H/E) 
 Animal Efficacy Rule  
 Pediatric Research Equity Act 

X   FDAAA required safety study/clinical trial 
 

- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply) 

 Assess a known serious risk related to the use of the drug? 
  Assess signals of serious risk related to the use of the drug? 
 Identify an unexpected serious risk when available data indicate the potential for a serious 
risk? 

 
- If the PMR is a FDAAA safety study/clinical trial, will it be conducted as: 

 Analysis of spontaneous postmarketing adverse events? 
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to 
assess or identify a serious risk 

 
 Analysis using pharmacovigilance system? 
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the 
FDA is required to establish under section 505(k)(3) has not yet been established and is thus 
not sufficient to assess this known serious risk, or has been established but is nevertheless not 
sufficient to assess or identify a serious risk 

 
 Study: all other investigations, such as investigations in humans that are not clinical trials as 
defined below (e.g., observational epidemiologic studies), animal studies, and laboratory 
experiments? 
Do not select the above study type if: a study will not be sufficient to identify or assess a 
serious risk 

 
 Clinical trial: any prospective investigation in which the sponsor or investigator determines 
the method of assigning investigational product or other interventions to one or more human 
subjects? 

4. What type of study or clinical trial is required or agreed upon (describe and check type below)?  If the 
study or trial will be performed in a subpopulation, list here. 

N/A 

 
Required 

 Observational pharmacoepidemiologic study  
 Registry studies 
 Primary safety study or clinical trial 
 Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety 
 Thorough Q-T clinical trial 
 Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology) 
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Continuation of Question 4 
 

 Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety) 
 Pharmacokinetic studies or clinical trials 
 Drug interaction or bioavailability studies or clinical trials 
 Dosing trials 
 Additional data or analysis required for a previously submitted or expected study/clinical trial  
(provide explanation) 
      

 Meta-analysis or pooled analysis of previous studies/clinical trials 
 Immunogenicity as a marker of safety 
 Other (provide explanation) 

      
 

Agreed upon: 

 Quality study without a safety endpoint (e.g., manufacturing, stability) 
 Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease, 
background rates of adverse events) 

 Clinical trials primarily designed to further define efficacy (e.g., in another condition, 
different disease severity, or subgroup) that are NOT required under Subpart H/E 

 Dose-response study or clinical trial performed for effectiveness 
 Nonclinical study, not safety-related (specify) 

      
 Other 

      
 

5. Is the PMR/PMC clear, feasible, and appropriate? 

 Does the study/clinical trial meet criteria for PMRs or PMCs? 
 Are the objectives clear from the description of the PMR/PMC? 
 Has the applicant adequately justified the choice of schedule milestone dates? 
 Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine 
feasibility, and contribute to the development process? 

 

PMR/PMC Development Coordinator: 
 This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine 
the safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug 
quality.  

 
_______________________________________ 
(signature line for BLAs) 
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PMR/PMC Development Template 
 

This template should be completed by the PMR/PMC Development Coordinator and included for each 
PMR/PMC in the Action Package. 

 
NDA/BLA # 
Product Name: 

NDA 202,292/Crofelemer 

 
PMR/PMC Description: 

 
An in vitro study to determine whether crofelemer is an inhibitor of the 
transporters p-glycoprotein and BCRP. 

 
PMR/PMC Schedule Milestones: Final Protocol Submission:  03/2013 
 Study/Trial Completion:  09/2013  
 Final Report Submission:  03/2014 
 Other:        MM/DD/YYYY
 

1. During application review, explain why this issue is appropriate for a PMR/PMC instead of a 
pre-approval requirement.  Check type below and describe. 

 Unmet need 
 Life-threatening condition  
 Long-term data needed 
 Only feasible to conduct post-approval 
 Prior clinical experience indicates safety  
 Small subpopulation affected 
 Theoretical concern 
 Other 

 
The sponsor has conducted one in vitro study of p-gp but it was performed with  
crofelemer.  The results of the study conducted with  crofelemer may not be indicative of 
the results using the  drug product.  A study of BCRP was not conducted pre-approval 
but this receptor is expressed in the GI tract, and may therefore, be a concern for drug interactions.   

 

2. Describe the particular review issue and the goal of the study/clinical trial.  If the study/clinical trial is 
a FDAAA PMR, describe the risk.  If the FDAAA PMR is created post-approval, describe the “new 
safety information.” 

The sponsor has conducted one in vitro study of p-gp but it was performed with  
crofelemer.  The results of the study conducted with  crofelemer may not be indicative of 
the results using the  drug product.  A study of BCRP was not conducted pre-approval 
but this receptor is expressed in the GI tract, and may therefore, be a concern for drug interactions.   
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3. If the study/clinical trial is a PMR, check the applicable regulation. 
If not a PMR, skip to 4. 

- Which regulation? 

 Accelerated Approval (subpart H/E) 
 Animal Efficacy Rule  
 Pediatric Research Equity Act 
 FDAAA required safety study/clinical trial 

 
- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply) 

 Assess a known serious risk related to the use of the drug? 
 Assess signals of serious risk related to the use of the drug? 
 Identify an unexpected serious risk when available data indicate the potential for a serious 
risk? 

 
- If the PMR is a FDAAA safety study/clinical trial, will it be conducted as: 

 Analysis of spontaneous postmarketing adverse events? 
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to 
assess or identify a serious risk 

 
 Analysis using pharmacovigilance system? 
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the 
FDA is required to establish under section 505(k)(3) has not yet been established and is thus 
not sufficient to assess this known serious risk, or has been established but is nevertheless not 
sufficient to assess or identify a serious risk 

 
 Study: all other investigations, such as investigations in humans that are not clinical trials as 
defined below (e.g., observational epidemiologic studies), animal studies, and laboratory 
experiments? 
Do not select the above study type if: a study will not be sufficient to identify or assess a 
serious risk 

 
 Clinical trial: any prospective investigation in which the sponsor or investigator determines 
the method of assigning investigational product or other interventions to one or more human 
subjects? 

4. What type of study or clinical trial is required or agreed upon (describe and check type below)?  If the 
study or trial will be performed in a subpopulation, list here. 

The study will be an in vitro study exploring the potential of crofelemer to inhibit P-gp and BCRP.  

 
Required 

 Observational pharmacoepidemiologic study  
 Registry studies 
 Primary safety study or clinical trial 
 Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety 
 Thorough Q-T clinical trial 
 Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology) 
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Continuation of Question 4 
 

 Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety) 
 Pharmacokinetic studies or clinical trials 
 Drug interaction or bioavailability studies or clinical trials 
 Dosing trials 
 Additional data or analysis required for a previously submitted or expected study/clinical trial  
(provide explanation) 
      

 Meta-analysis or pooled analysis of previous studies/clinical trials 
 Immunogenicity as a marker of safety 
 Other (provide explanation) 

      
 

Agreed upon: 

 Quality study without a safety endpoint (e.g., manufacturing, stability) 
 Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease, 
background rates of adverse events) 

 Clinical trials primarily designed to further define efficacy (e.g., in another condition, 
different disease severity, or subgroup) that are NOT required under Subpart H/E 

 Dose-response study or clinical trial performed for effectiveness 
 Nonclinical study, not safety-related (specify) 

      
 Other 

The study will be an in vitro study exploring the potential of crofelemer to inhibit P-gp and 
BCRP.   

 

5. Is the PMR/PMC clear, feasible, and appropriate? 

 Does the study/clinical trial meet criteria for PMRs or PMCs? 
 Are the objectives clear from the description of the PMR/PMC? 
 Has the applicant adequately justified the choice of schedule milestone dates? 
 Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine 
feasibility, and contribute to the development process? 

 

PMR/PMC Development Coordinator: 
 This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine 
the safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug 
quality.  

 
_______________________________________ 
(signature line for BLAs) 
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PMR/PMC Development Template 
 

This template should be completed by the PMR/PMC Development Coordinator and included for each 
PMR/PMC in the Action Package. 

 
NDA/BLA # 
Product Name: 

NDA 202,292/Crofelemer 

 
PMR/PMC Description: 

 
An in vivo study in human subjects to evaluate whether crofelemer 
inhibits CYP 3A4 using a probe that is a pure substrate of CYP 3A4. 

 
PMR/PMC Schedule Milestones: Final Protocol Submission:  06/2013 
 Study/Trial Completion:  12/2013  
 Final Report Submission:  06/2014 
 Other:        MM/DD/YYYY
 

1. During application review, explain why this issue is appropriate for a PMR/PMC instead of a 
pre-approval requirement.  Check type below and describe. 

 Unmet need 
 Life-threatening condition  
 Long-term data needed 
 Only feasible to conduct post-approval 
 Prior clinical experience indicates safety  
 Small subpopulation affected 
 Theoretical concern 
 Other 

 
The sponsor has conducted one in vivo study of crofelemer and a 3A4 substrate (nelfinavir), which 
showed change in systemic nelfinavir exposure; however, nelfinavir is not a preferred probe for 
drug interaction studies as it is also a 3A4 inhibitor in addition to being a substrate of 3A4.  The 
results of the study conducted with nelfinavir may not be indicative of the results using a preferred 
3A4 probe.     

 

2. Describe the particular review issue and the goal of the study/clinical trial.  If the study/clinical trial is 
a FDAAA PMR, describe the risk.  If the FDAAA PMR is created post-approval, describe the “new 
safety information.” 

The sponsor has conducted one in vivo study of crofelemer and a 3A4 substrate (nelfinavir), which 
showed change in systemic nelfinavir exposure; however, nelfinavir is not a preferred probe for 
drug interaction studies as it is also a 3A4 inhibitor in addition to being a substrate of 3A4.  The 
results of the study conducted with nelfinavir may not be indicative of the results using a preferred 
3A4 probe.     
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3. If the study/clinical trial is a PMR, check the applicable regulation. 
If not a PMR, skip to 4. 

- Which regulation? 

 Accelerated Approval (subpart H/E) 
 Animal Efficacy Rule  
 Pediatric Research Equity Act 
 FDAAA required safety study/clinical trial 

 
- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply) 

 Assess a known serious risk related to the use of the drug? 
 Assess signals of serious risk related to the use of the drug? 
 Identify an unexpected serious risk when available data indicate the potential for a serious 
risk? 

 
- If the PMR is a FDAAA safety study/clinical trial, will it be conducted as: 

 Analysis of spontaneous postmarketing adverse events? 
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to 
assess or identify a serious risk 

 
 Analysis using pharmacovigilance system? 
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the 
FDA is required to establish under section 505(k)(3) has not yet been established and is thus 
not sufficient to assess this known serious risk, or has been established but is nevertheless not 
sufficient to assess or identify a serious risk 

 
 Study: all other investigations, such as investigations in humans that are not clinical trials as 
defined below (e.g., observational epidemiologic studies), animal studies, and laboratory 
experiments? 
Do not select the above study type if: a study will not be sufficient to identify or assess a 
serious risk 

 
 Clinical trial: any prospective investigation in which the sponsor or investigator determines 
the method of assigning investigational product or other interventions to one or more human 
subjects? 

4. What type of study or clinical trial is required or agreed upon (describe and check type below)?  If the 
study or trial will be performed in a subpopulation, list here. 

The study will be an in vivo drug-drug interaction study in healthy volunteers exploring the 
potential of crofelemer to inhibit CYP 3A4 at the level of the gut.   

 
Required 

 Observational pharmacoepidemiologic study  
 Registry studies 
 Primary safety study or clinical trial 
 Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety 
 Thorough Q-T clinical trial 
 Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology) 
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Continuation of Question 4 
 

 Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety) 
 Pharmacokinetic studies or clinical trials 
 Drug interaction or bioavailability studies or clinical trials 
 Dosing trials 
 Additional data or analysis required for a previously submitted or expected study/clinical trial  
(provide explanation) 
      

 Meta-analysis or pooled analysis of previous studies/clinical trials 
 Immunogenicity as a marker of safety 
 Other (provide explanation) 

      
 

Agreed upon: 

 Quality study without a safety endpoint (e.g., manufacturing, stability) 
 Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease, 
background rates of adverse events) 

 Clinical trials primarily designed to further define efficacy (e.g., in another condition, 
different disease severity, or subgroup) that are NOT required under Subpart H/E 

 Dose-response study or clinical trial performed for effectiveness 
 Nonclinical study, not safety-related (specify) 

      
 Other 

The study will be an in vivo drug-drug interaction study in healthy volunteers exploring the 
potential of crofelemer to inhibit CYP 3A4 at the level of the gut.   

 

5. Is the PMR/PMC clear, feasible, and appropriate? 

 Does the study/clinical trial meet criteria for PMRs or PMCs? 
 Are the objectives clear from the description of the PMR/PMC? 
 Has the applicant adequately justified the choice of schedule milestone dates? 
 Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine 
feasibility, and contribute to the development process? 

 

PMR/PMC Development Coordinator: 
 This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine 
the safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug 
quality.  

 
_______________________________________ 
(signature line for BLAs) 
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PMR/PMC Development Template 
 

This template should be completed by the PMR/PMC Development Coordinator and included for each 
PMR/PMC in the Action Package. 

 
NDA/BLA # 
Product Name: 

NDA 202292 Fulyazaq (crofelemer) 

 
PMR/PMC Description: 

 
An elemental analysis to identify the source and identity of potential 

 impurities in crofelemer. 
 
PMR/PMC Schedule Milestones:    
    
 Final Report Submission:  12/2013 
     
 

1. During application review, explain why this issue is appropriate for a PMR/PMC instead of a 
pre-approval requirement.  Check type below and describe. 

 Unmet need 
 Life-threatening condition  
 Long-term data needed 
 Only feasible to conduct post-approval 
 Prior clinical experience indicates safety  
 Small subpopulation affected 
 Theoretical concern 
 Other 

 
      

 

2. Describe the particular review issue and the goal of the study/clinical trial.  If the study/clinical trial is 
a FDAAA PMR, describe the risk.  If the FDAAA PMR is created post-approval, describe the “new 
safety information.” 

N/A PMC 
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3. If the study/clinical trial is a PMR, check the applicable regulation. 
If not a PMR, skip to 4. 

- Which regulation? 

 Accelerated Approval (subpart H/E) 
 Animal Efficacy Rule  
 Pediatric Research Equity Act 
 FDAAA required safety study/clinical trial 

 
- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply) 

 Assess a known serious risk related to the use of the drug? 
 Assess signals of serious risk related to the use of the drug? 
 Identify an unexpected serious risk when available data indicate the potential for a serious 
risk? 

 
- If the PMR is a FDAAA safety study/clinical trial, will it be conducted as: 

 Analysis of spontaneous postmarketing adverse events? 
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to 
assess or identify a serious risk 

 
 Analysis using pharmacovigilance system? 
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the 
FDA is required to establish under section 505(k)(3) has not yet been established and is thus 
not sufficient to assess this known serious risk, or has been established but is nevertheless not 
sufficient to assess or identify a serious risk 

 
 Study: all other investigations, such as investigations in humans that are not clinical trials as 
defined below (e.g., observational epidemiologic studies), animal studies, and laboratory 
experiments? 
Do not select the above study type if: a study will not be sufficient to identify or assess a 
serious risk 

 
 Clinical trial: any prospective investigation in which the sponsor or investigator determines 
the method of assigning investigational product or other interventions to one or more human 
subjects? 

4. What type of study or clinical trial is required or agreed upon (describe and check type below)?  If the 
study or trial will be performed in a subpopulation, list here. 

This is a laboratory study.   

 
Required 

 Observational pharmacoepidemiologic study  
 Registry studies 
 Primary safety study or clinical trial 
 Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety 
 Thorough Q-T clinical trial 
 Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology) 
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Continuation of Question 4 
 

 Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety) 
 Pharmacokinetic studies or clinical trials 
 Drug interaction or bioavailability studies or clinical trials 
 Dosing trials 
 Additional data or analysis required for a previously submitted or expected study/clinical trial  
(provide explanation) 
      

 Meta-analysis or pooled analysis of previous studies/clinical trials 
 Immunogenicity as a marker of safety 
 Other (provide explanation) 

      
 

Agreed upon: 

 Quality study without a safety endpoint (e.g., manufacturing, stability) 
 Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease, 
background rates of adverse events) 

 Clinical trials primarily designed to further define efficacy (e.g., in another condition, 
different disease severity, or subgroup) that are NOT required under Subpart H/E 

 Dose-response study or clinical trial performed for effectiveness 
 Nonclinical study, not safety-related (specify) 

      
 Other 

      
 

5. Is the PMR/PMC clear, feasible, and appropriate? 

 Does the study/clinical trial meet criteria for PMRs or PMCs? 
 Are the objectives clear from the description of the PMR/PMC? 
 Has the applicant adequately justified the choice of schedule milestone dates? 
 Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine 
feasibility, and contribute to the development process? 

 

PMR/PMC Development Coordinator: 
 This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine 
the safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug 
quality.  

 
_______________________________________ 
(signature line for BLAs) 
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3. If the study/clinical trial is a PMR, check the applicable regulation. 
If not a PMR, skip to 4. 

- Which regulation? 

 Accelerated Approval (subpart H/E) 
 Animal Efficacy Rule  
 Pediatric Research Equity Act 
 FDAAA required safety study/clinical trial 

 
- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply) 

 Assess a known serious risk related to the use of the drug? 
 Assess signals of serious risk related to the use of the drug? 
 Identify an unexpected serious risk when available data indicate the potential for a serious 
risk? 

 
- If the PMR is a FDAAA safety study/clinical trial, will it be conducted as: 

 Analysis of spontaneous postmarketing adverse events? 
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to 
assess or identify a serious risk 

 
 Analysis using pharmacovigilance system? 
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the 
FDA is required to establish under section 505(k)(3) has not yet been established and is thus 
not sufficient to assess this known serious risk, or has been established but is nevertheless not 
sufficient to assess or identify a serious risk 

 
 Study: all other investigations, such as investigations in humans that are not clinical trials as 
defined below (e.g., observational epidemiologic studies), animal studies, and laboratory 
experiments? 
Do not select the above study type if: a study will not be sufficient to identify or assess a 
serious risk 

 
 Clinical trial: any prospective investigation in which the sponsor or investigator determines 
the method of assigning investigational product or other interventions to one or more human 
subjects? 

4. What type of study or clinical trial is required or agreed upon (describe and check type below)?  If the 
study or trial will be performed in a subpopulation, list here. 

This is a laboratory study characterizing the drug substance (not a clinical trial). 

 
Required 

 Observational pharmacoepidemiologic study  
 Registry studies 
 Primary safety study or clinical trial 
 Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety 
 Thorough Q-T clinical trial 
 Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology) 
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Continuation of Question 4 
 

 Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety) 
 Pharmacokinetic studies or clinical trials 
 Drug interaction or bioavailability studies or clinical trials 
 Dosing trials 
 Additional data or analysis required for a previously submitted or expected study/clinical trial  
(provide explanation) 
      

 Meta-analysis or pooled analysis of previous studies/clinical trials 
 Immunogenicity as a marker of safety 
 Other (provide explanation) 

      
 

Agreed upon: 

 Quality study without a safety endpoint (e.g., manufacturing, stability) 
 Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease, 
background rates of adverse events) 

 Clinical trials primarily designed to further define efficacy (e.g., in another condition, 
different disease severity, or subgroup) that are NOT required under Subpart H/E 

 Dose-response study or clinical trial performed for effectiveness 
 Nonclinical study, not safety-related (specify) 

      
 Other 

      
 

5. Is the PMR/PMC clear, feasible, and appropriate? 

 Does the study/clinical trial meet criteria for PMRs or PMCs? 
 Are the objectives clear from the description of the PMR/PMC? 
 Has the applicant adequately justified the choice of schedule milestone dates? 
 Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine 
feasibility, and contribute to the development process? 

 

PMR/PMC Development Coordinator: 
 This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine 
the safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug 
quality.  

 
_______________________________________ 
(signature line for BLAs) 
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PMR/PMC Development Template 
 

This template should be completed by the PMR/PMC Development Coordinator and included for each 
PMR/PMC in the Action Package. 

 
NDA/BLA # 
Product Name: 

NDA 202292 Fulyazaq (crofelemer) 

 
PMR/PMC Description: 

 
Revise the current HPLC methods for assay and related substances 
for the drug substance and drug product or develop new methods. 
The revised or new methods must be stability indicating and 
appropriately validated. 

 
PMR/PMC Schedule Milestones:    
    
 Final Report Submission:  12/2013 
     
 

1. During application review, explain why this issue is appropriate for a PMR/PMC instead of a 
pre-approval requirement.  Check type below and describe. 

 Unmet need 
 Life-threatening condition  
 Long-term data needed 
 Only feasible to conduct post-approval 
 Prior clinical experience indicates safety  
 Small subpopulation affected 
 Theoretical concern 
 Other 

 
      

 

2. Describe the particular review issue and the goal of the study/clinical trial.  If the study/clinical trial is 
a FDAAA PMR, describe the risk.  If the FDAAA PMR is created post-approval, describe the “new 
safety information.” 
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3. If the study/clinical trial is a PMR, check the applicable regulation. 
If not a PMR, skip to 4. 

- Which regulation? 

 Accelerated Approval (subpart H/E) 
 Animal Efficacy Rule  
 Pediatric Research Equity Act 
 FDAAA required safety study/clinical trial 

 
- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply) 

 Assess a known serious risk related to the use of the drug? 
 Assess signals of serious risk related to the use of the drug? 
 Identify an unexpected serious risk when available data indicate the potential for a serious 
risk? 

 
- If the PMR is a FDAAA safety study/clinical trial, will it be conducted as: 

 Analysis of spontaneous postmarketing adverse events? 
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to 
assess or identify a serious risk 

 
 Analysis using pharmacovigilance system? 
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the 
FDA is required to establish under section 505(k)(3) has not yet been established and is thus 
not sufficient to assess this known serious risk, or has been established but is nevertheless not 
sufficient to assess or identify a serious risk 

 
 Study: all other investigations, such as investigations in humans that are not clinical trials as 
defined below (e.g., observational epidemiologic studies), animal studies, and laboratory 
experiments? 
Do not select the above study type if: a study will not be sufficient to identify or assess a 
serious risk 

 
 Clinical trial: any prospective investigation in which the sponsor or investigator determines 
the method of assigning investigational product or other interventions to one or more human 
subjects? 

4. What type of study or clinical trial is required or agreed upon (describe and check type below)?  If the 
study or trial will be performed in a subpopulation, list here. 

This is a laboratory study to improve the assay of the drug substance and drug product (not a 
clinical trial). 

N/A PMC 
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Required 

 Observational pharmacoepidemiologic study  
 Registry studies 
 Primary safety study or clinical trial 
 Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety 
 Thorough Q-T clinical trial 
 Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology) 

Continuation of Question 4 
 

 Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety) 
 Pharmacokinetic studies or clinical trials 
 Drug interaction or bioavailability studies or clinical trials 
 Dosing trials 
 Additional data or analysis required for a previously submitted or expected study/clinical trial  
(provide explanation) 
      

 Meta-analysis or pooled analysis of previous studies/clinical trials 
 Immunogenicity as a marker of safety 
 Other (provide explanation) 

      
 

Agreed upon: 

 Quality study without a safety endpoint (e.g., manufacturing, stability) 
 Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease, 
background rates of adverse events) 

 Clinical trials primarily designed to further define efficacy (e.g., in another condition, 
different disease severity, or subgroup) that are NOT required under Subpart H/E 

 Dose-response study or clinical trial performed for effectiveness 
 Nonclinical study, not safety-related (specify) 

      
 Other 

      
 

5. Is the PMR/PMC clear, feasible, and appropriate? 

 Does the study/clinical trial meet criteria for PMRs or PMCs? 
 Are the objectives clear from the description of the PMR/PMC? 
 Has the applicant adequately justified the choice of schedule milestone dates? 
 Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine 
feasibility, and contribute to the development process? 

 

PMR/PMC Development Coordinator: 
 This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine 
the safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug 
quality.  

 
_______________________________________ 
(signature line for BLAs) 
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3. If the study/clinical trial is a PMR, check the applicable regulation. 
If not a PMR, skip to 4. 

- Which regulation? 

 Accelerated Approval (subpart H/E) 
 Animal Efficacy Rule  
 Pediatric Research Equity Act 
 FDAAA required safety study/clinical trial 

 
- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply) 

 Assess a known serious risk related to the use of the drug? 
 Assess signals of serious risk related to the use of the drug? 
 Identify an unexpected serious risk when available data indicate the potential for a serious 
risk? 

 
- If the PMR is a FDAAA safety study/clinical trial, will it be conducted as: 

 Analysis of spontaneous postmarketing adverse events? 
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to 
assess or identify a serious risk 

 
 Analysis using pharmacovigilance system? 
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the 
FDA is required to establish under section 505(k)(3) has not yet been established and is thus 
not sufficient to assess this known serious risk, or has been established but is nevertheless not 
sufficient to assess or identify a serious risk 

 
 Study: all other investigations, such as investigations in humans that are not clinical trials as 
defined below (e.g., observational epidemiologic studies), animal studies, and laboratory 
experiments? 
Do not select the above study type if: a study will not be sufficient to identify or assess a 
serious risk 

 
 Clinical trial: any prospective investigation in which the sponsor or investigator determines 
the method of assigning investigational product or other interventions to one or more human 
subjects? 

4. What type of study or clinical trial is required or agreed upon (describe and check type below)?  If the 
study or trial will be performed in a subpopulation, list here. 

      

The bioassay used for release and stability testing of crofelemer drug substance and drug product 
are adequate for approval. Proposed acceptance criteria for drug substance release specifications  
are wide and  should be based on manufacturing history and clinical experience, once the sponsor 
gaines sufficient information through manufacturing of multiple lots. 
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Required 

 Observational pharmacoepidemiologic study  
 Registry studies 
 Primary safety study or clinical trial 
 Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety 
 Thorough Q-T clinical trial 
 Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology) 

Continuation of Question 4 
 

 Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety) 
 Pharmacokinetic studies or clinical trials 
 Drug interaction or bioavailability studies or clinical trials 
 Dosing trials 
 Additional data or analysis required for a previously submitted or expected study/clinical trial  
(provide explanation) 
      

 Meta-analysis or pooled analysis of previous studies/clinical trials 
 Immunogenicity as a marker of safety 
 Other (provide explanation) 

      
 

Agreed upon: 

 Quality study without a safety endpoint (e.g., manufacturing, stability) 
 Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease, 
background rates of adverse events) 

 Clinical trials primarily designed to further define efficacy (e.g., in another condition, 
different disease severity, or subgroup) that are NOT required under Subpart H/E 

 Dose-response study or clinical trial performed for effectiveness 
 Nonclinical study, not safety-related (specify) 

      
 Other 

Re-evaluation of bioassay specification 
 

5. Is the PMR/PMC clear, feasible, and appropriate? 

 Does the study/clinical trial meet criteria for PMRs or PMCs? 
 Are the objectives clear from the description of the PMR/PMC? 
 Has the applicant adequately justified the choice of schedule milestone dates? 
 Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine 
feasibility, and contribute to the development process? 

 

PMR/PMC Development Coordinator: 
 This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine 
the safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug 
quality.  

 
_______________________________________ 
(signature line for BLAs) 
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Required 

 Observational pharmacoepidemiologic study  
 Registry studies 
 Primary safety study or clinical trial 
 Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety 
 Thorough Q-T clinical trial 
 Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology) 

Continuation of Question 4 
 

 Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety) 
 Pharmacokinetic studies or clinical trials 
 Drug interaction or bioavailability studies or clinical trials 
 Dosing trials 
 Additional data or analysis required for a previously submitted or expected study/clinical trial  
(provide explanation) 
      

 Meta-analysis or pooled analysis of previous studies/clinical trials 
 Immunogenicity as a marker of safety 
 Other (provide explanation) 

      
 

Agreed upon: 

 Quality study without a safety endpoint (e.g., manufacturing, stability) 
 Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease, 
background rates of adverse events) 

 Clinical trials primarily designed to further define efficacy (e.g., in another condition, 
different disease severity, or subgroup) that are NOT required under Subpart H/E 

 Dose-response study or clinical trial performed for effectiveness 
 Nonclinical study, not safety-related (specify) 

      
 Other 

Salix will develop a bioassay  
 

5. Is the PMR/PMC clear, feasible, and appropriate? 

 Does the study/clinical trial meet criteria for PMRs or PMCs? 
 Are the objectives clear from the description of the PMR/PMC? 
 Has the applicant adequately justified the choice of schedule milestone dates? 
 Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine 
feasibility, and contribute to the development process? 

 

PMR/PMC Development Coordinator: 
 This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine 
the safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug 
quality.  

 
_______________________________________ 
(signature line for BLAs) 
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Highlights (HL) 

GENERAL FORMAT  

1. Highlights (HL) must be in two-column format, with ½ inch margins on all sides and in a 
minimum of 8-point font.  

Comment: Margins are 1 inch on sides instead of 1/2 inch. 

2. The length of HL must be less than or equal to one-half page (the HL Boxed Warning does not 
count against the one-half page requirement) unless a waiver has been is granted in a previous 
submission (i.e., the application being reviewed is an efficacy supplement).   

Instructions to complete this item:  If the length of the HL is less than or equal to one-half page 
then select “YES” in the drop-down menu because this item meets the requirement.  However, if 
HL is longer than one-half page:  

 For the Filing Period (for RPMs) 

 For efficacy supplements:  If a waiver was previously granted, select “YES” in the drop-
down menu because this item meets the requirement.   

 For NDAs/BLAs and PLR conversions:  Select “NO” in the drop-down menu because this 
item does not meet the requirement (deficiency).  The RPM notifies the Cross-Discipline 
Team Leader (CDTL) of the excessive HL length and the CDTL determines if this 
deficiency is included in the 74-day or advice letter to the applicant. 

 For the End-of Cycle Period (for SEALD reviewers) 

 The SEALD reviewer documents (based on information received from the RPM) that a 
waiver has been previously granted or will be granted by the review division in the 
approval letter.  

Comment:        

3. All headings in HL must be presented in the center of a horizontal line, in UPPER-CASE letters 
and bolded. 

Comment:        

4. White space must be present before each major heading in HL. 

Comment:        

5. Each summarized statement in HL must reference the section(s) or subsection(s) of the Full 
Prescribing Information (FPI) that contains more detailed information. The preferred format is 
the numerical identifier in parenthesis [e.g., (1.1)] at the end of each information summary (e.g. 
end of each bullet). 

Comment:        

6. Section headings are presented in the following order in HL: 

Section Required/Optional 
 Highlights Heading Required 
 Highlights Limitation Statement  Required 
 Product Title  Required  
 Initial U.S. Approval  Required 
 Boxed Warning  Required if a Boxed Warning is in the FPI 
 Recent Major Changes  Required for only certain changes to PI*  

NO 

YES 

YES 

YES 

YES 

YES 
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 Indications and Usage  Required 
 Dosage and Administration  Required 
 Dosage Forms and Strengths  Required 
 Contraindications  Required (if no contraindications must state “None.”) 
 Warnings and Precautions  Not required by regulation, but should be present 
 Adverse Reactions  Required 
 Drug Interactions  Optional 
 Use in Specific Populations  Optional 
 Patient Counseling Information Statement Required  
 Revision Date  Required 

* RMC only applies to the Boxed Warning, Indications and Usage, Dosage and Administration, Contraindications, 
and Warnings and Precautions sections. 

Comment:        

7. A horizontal line must separate HL and Table of Contents (TOC). 
Comment:        

 
HIGHLIGHTS DETAILS 
Highlights Heading 
8. At the beginning of HL, the following heading must be bolded and appear in all UPPER CASE 

letters: “HIGHLIGHTS OF PRESCRIBING INFORMATION”. 
Comment:        

 
Highlights Limitation Statement  
9. The bolded HL Limitation Statement must be on the line immediately beneath the HL heading 

and must state: “These highlights do not include all the information needed to use (insert 
name of drug product in UPPER CASE) safely and effectively. See full prescribing 
information for (insert name of drug product in UPPER CASE).”  

Comment:        

Product Title  

10. Product title in HL must be bolded.  

Comment:        

Initial U.S. Approval  

11. Initial U.S. Approval in HL must be placed immediately beneath the product title, bolded, and 
include the verbatim statement “Initial U.S. Approval:” followed by the 4-digit year. 

Comment:        

Boxed Warning  

12. All text must be bolded. 

Comment:        

13. Must have a centered heading in UPPER-CASE, containing the word “WARNING” (even if 
more than one Warning, the term, “WARNING” and not “WARNINGS” should be used) and 
other words to identify the subject of the Warning (e.g., “WARNING: SERIOUS 
INFECTIONS”). 

Comment:        

YES 

YES 

YES 

YES 

YES 

N/A 

N/A 
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14. Must always have the verbatim statement “See full prescribing information for complete boxed 
warning.” in italics and centered immediately beneath the heading. 

Comment:        

15. Must be limited in length to 20 lines (this does not include the heading and statement “See full 
prescribing information for complete boxed warning.”) 

Comment:        

16. Use sentence case for summary (combination of uppercase and lowercase letters typical of that 
used in a sentence). 

Comment:        

 

Recent Major Changes (RMC)  

17. Pertains to only the following five sections of the FPI: Boxed Warning, Indications and Usage, 
Dosage and Administration, Contraindications, and Warnings and Precautions. 

Comment:        

18. Must be listed in the same order in HL as they appear in FPI. 

Comment:        

19. Includes heading(s) and, if appropriate, subheading(s) of labeling section(s) affected by the 
recent major change, together with each section’s identifying number and date (month/year 
format) on which the change was incorporated in the PI (supplement approval date). For 
example, “Dosage and Administration, Coronary Stenting (2.2) --- 3/2012”.  

Comment:        

20. Must list changes for at least one year after the supplement is approved and must be removed at 
the first printing subsequent to one year (e.g., no listing should be one year older than revision 
date). 

Comment:        

Indications and Usage 

21. If a product belongs to an established pharmacologic class, the following statement is required in 
the Indications and Usage section of HL: “(Product) is a (name of established pharmacologic 
class) indicated for (indication)”.  

Comment:  Established pharmacologic class is "Anti-Diarrheal" and is missing from HL.  

Dosage Forms and Strengths 

22. For a product that has several dosage forms, bulleted subheadings (e.g., capsules, tablets, 
injection, suspension) or tabular presentations of information is used. 

Comment:        

Contraindications 

23. All contraindications listed in the FPI must also be listed in HL or must include the statement 
“None” if no contraindications are known. 
Comment:        

24. Each contraindication is bulleted when there is more than one contraindication. 

N/A 

N/A 

N/A 

N/A 

N/A 

N/A 

N/A 

NO 

N/A 

YES 

N/A 
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Comment:        
 

Adverse Reactions  

25. For drug products other than vaccines, the verbatim bolded statement must be present: “To 
report SUSPECTED ADVERSE REACTIONS, contact (insert name of manufacturer) at 
(insert manufacturer’s U.S. phone number) or FDA at 1-800-FDA-1088 or 
www.fda.gov/medwatch”.  

Comment:        

Patient Counseling Information Statement  

26. Must include one of the following three bolded verbatim statements (without quotation marks):  
 

If a product does not have FDA-approved patient labeling: 

 “See 17 for PATIENT COUNSELING INFORMATION”  
 
 

If a product has FDA-approved patient labeling: 
 

 “See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling.”  

 “See 17 for PATIENT COUNSELING INFORMATION and Medication Guide.”  

 Comment:        

Revision Date 

27. Bolded revision date (i.e., “Revised: MM/YYYY or Month Year”) must be at the end of HL.   
Comment:        

 
 

Contents: Table of Contents (TOC) 
 

GENERAL FORMAT 

28. A horizontal line must separate TOC from the FPI. 
Comment:        

29. The following bolded heading in all UPPER CASE letters must appear at the beginning of TOC: 
“FULL PRESCRIBING INFORMATION: CONTENTS”. 

Comment:        

30. The section headings and subheadings (including title of the Boxed Warning) in the TOC must 
match the headings and subheadings in the FPI. 

Comment:  Delete the statement "FULL PRESCRIBING INFORMATION" that appears at the 
beginning of the TOC; Subsection headings "5. 1 Risks of Treatment in Patients with Infectious 
Diarrhea" and  "7.1  Nelfinavir, Zidovudine, and Lamivudine" are missing from the TOC; Insert. 

31. The same title for the Boxed Warning that appears in the HL and FPI must also appear at the 
beginning of the TOC in UPPER-CASE letters and bolded. 

Comment:        

32. All section headings must be bolded and in UPPER CASE.  

Comment:        

YES 

YES 

YES 

YES 

YES 

NO 

N/A 

YES 
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33. All subsection headings must be indented, not bolded, and in title case. 

Comment:        

34. When a section or subsection is omitted, the numbering does not change.  

Comment:        

35. If a section or subsection from 201.56(d)(1) is omitted from the FPI and TOC, the heading 
“FULL PRESCRIBING INFORMATION: CONTENTS” must be followed by an asterisk 
and the following statement must appear at the end of TOC: “*Sections or subsections omitted 
from the Full Prescribing Information are not listed.”  

Comment:        
 

Full Prescribing Information (FPI) 

GENERAL FORMAT 

36. The following heading must appear at the beginning of the FPI in UPPER CASE and bolded: 
“FULL PRESCRIBING INFORMATION”.  

Comment:        

37. All section and subsection headings and numbers must be bolded. 

Comment:        

 

38. The bolded section and subsection headings must be named and numbered in accordance with 
21 CFR 201.56(d)(1) as noted below. If a section/subsection is omitted, the numbering does not 
change. 

 

Boxed Warning 
1  INDICATIONS AND USAGE 
2  DOSAGE AND ADMINISTRATION 
3  DOSAGE FORMS AND STRENGTHS 
4  CONTRAINDICATIONS 
5  WARNINGS AND PRECAUTIONS 
6  ADVERSE REACTIONS 
7  DRUG INTERACTIONS 
8  USE IN SPECIFIC POPULATIONS 

8.1 Pregnancy 
8.2 Labor and Delivery 
8.3 Nursing Mothers 
8.4 Pediatric Use 
8.5 Geriatric Use 

9  DRUG ABUSE AND DEPENDENCE 
9.1 Controlled Substance 
9.2 Abuse 
9.3 Dependence 

10  OVERDOSAGE 
11  DESCRIPTION 
12  CLINICAL PHARMACOLOGY 

12.1 Mechanism of Action 
12.2 Pharmacodynamics 
12.3 Pharmacokinetics 

YES 

YES 

YES 

YES 

YES 

YES 
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12.4 Microbiology (by guidance) 
12.5 Pharmacogenomics (by guidance) 

13  NONCLINICAL TOXICOLOGY 
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility 
13.2 Animal Toxicology and/or Pharmacology 

14  CLINICAL STUDIES 
15  REFERENCES 
16  HOW SUPPLIED/STORAGE AND HANDLING 
17  PATIENT COUNSELING INFORMATION 

Comment:        

 

39. FDA-approved patient labeling (e.g., Medication Guide, Patient Information, or Instructions for 
Use) must not be included as a subsection under Section 17 (Patient Counseling Information). 
All patient labeling must appear at the end of the PI upon approval. 

Comment:        

40. The preferred presentation for cross-references in the FPI is the section heading (not subsection 
heading) followed by the numerical identifier in italics.  For example, “[see Warnings and 
Precautions (5.2)]”. 

Comment:  Cross reference in FPI, section 7 "[see Clinical Pharmacology (12.3)]" is not 
italicized. 

41. If RMCs are listed in HL, the corresponding new or modified text in the FPI sections or 
subsections must be marked with a vertical line on the left edge. 

Comment:         

FULL PRESCRIBING INFORMATION DETAILS 
 

Boxed Warning 

42. All text is bolded. 

Comment:        

43. Must have a heading in UPPER-CASE, containing the word “WARNING” (even if more than 
one Warning, the term, “WARNING” and not “WARNINGS” should be used) and other words 
to identify the subject of the Warning (e.g., “WARNING: SERIOUS INFECTIONS”). 

Comment:        

44. Use sentence case (combination of uppercase and lowercase letters typical of that used in a 
sentence) for the information in the Boxed Warning. 

Comment:        

Contraindications 
45. If no Contraindications are known, this section must state “None”. 

Comment:        

Adverse Reactions  

46. When clinical trials adverse reactions data is included (typically in the “Clinical Trials 
Experience” subsection of Adverse Reactions), the following verbatim statement or appropriate 
modification should precede the presentation of adverse reactions: 

 

N/A 

NO 

N/A 

N/A 

N/A 

N/A 

YES 

YES 
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“Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical 
trials of another drug and may not reflect the rates observed in clinical practice.” 

 

Comment:        
 

47. When postmarketing adverse reaction data is included (typically in the “Postmarketing 
Experience” subsection of Adverse Reactions), the following verbatim statement or appropriate 
modification should precede the presentation of adverse reactions: 

 

“The following adverse reactions have been identified during post-approval use of (insert drug 
name).  Because these reactions are reported voluntarily from a population of uncertain size, it 
is not always possible to reliably estimate their frequency or establish a causal relationship to 
drug exposure.” 

 

Comment:        
 

Patient Counseling Information 

48. Must reference any FDA-approved patient labeling, include the type of patient labeling, and use 
one of the following statements at the beginning of Section 17: 

 “See FDA-approved patient labeling (Medication Guide)” 
 “See FDA-approved patient labeling (Medication Guide and Instructions for Use)” 
 “See FDA-approved patient labeling (Patient Information)" 
 “See FDA-approved patient labeling (Instructions for Use)"       
 “See FDA-approved patient labeling (Patient Information and Instructions for Use)” 

Comment:       
 

N/A 

N/A 
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MEMORANDUM    DEPARTMENTOF HEALTH AND HUMAN SERVICES 

  PUBLIC HEALTH SERVICE 
  FOOD AND DRUG ADMINISTRATION 

   CENTER FOR DRUG EVALUATION AND RESEARCH 
 
DATE:  August 23, 2012 
 
TO                              Administrative File, NDA 202292 
 
FROM:  Nitin M. Patel. 

  Project Manager 
  Office of Surveillance and Epidemiology 

 
APPLICATION: NDA 202292:   (crofelemer) 
 
APPLICANT: Salix Pharmaceuticals, Inc. 
 
SUBJECT: Division of Medication Error Prevention and Analysis (DMEPA) 

requested this teleconference to inform the Applicant of our   
concerns with the proposed proprietary name   

 
Participants: FDA:   Lubna Merchant, Pharm.D, M.S. Team Leader, DMEPA 

Anne Tobenkin, Pharm.D, DMEPA 
Nitin M. Patel, Project Manager, OSE 

 
Salix:  Jennifer Richards, Associate Director, Regulatory Affairs 

Bill Forbes, Executive Vice President, Medical, R&D  
Linda Young, Vice President, Regulatory 
Craig Paterson, Vice President, Medical and Clinical Development 
Pam Golden, Executive Director, Nonclinical and Clinical 
Pharmacology 
Matt Mitcho, Associate Brand Director 
Lueann Duke, Manager, R&D Operation 
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FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion  
Division of Professional Drug Promotion 

 
****Pre-decisional Agency Information**** 

    
 

Memorandum 
 
Date:  August 15, 2012   
  
To:  Kevin Bugin, Regulatory Project Manager 

Division of Gastroenterology and Inborn Errors Products (DGIEP) 
   
From:   Kathleen Klemm, Regulatory Review Officer 
  Division of Professional Drug Promotion (DPDP) 
  Office of Prescription Drug Promotion (OPDP) 
     
Subject: NDA 202292  
  DPDP labeling comments for Crofelemer delayed-release tablets 
 
   
 
DPDP has reviewed the proposed Package Insert (PI) for Crofelemer delayed-
release tablets submitted for consult on January 31, 2012, and offers the 
following comments. 
 
DPDP’s comments on the PI are based on Version 37 of the proposed draft 
marked-up labeling titled, “NDA202292.CROFELEMER.doc” accessed via the 
eRoom. 
 
DPDP’s comments on the PI are provided directly in the marked-up document 
below. 
 
Thank you for the opportunity to comment on the proposed labeling.  If you have 
any questions, please contact Katie Klemm at 301-796-3946 or 
Kathleen.Klemm@fda.hhs.gov. 

 1
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M E M O R A N D U M         DEPARTMENT OF HEALTH AND HUMAN SERVICES 
                                 PUBLIC HEALTH SERVICE 
                                 FOOD AND DRUG ADMINISTRATION 

                                          CENTER FOR DRUG EVALUATION AND RESEARCH 
____________________________________________________________________________ 
 
 

CLINICAL INSPECTION SUMMARY 

 
DATE:                        August 8, 2012 
 
TO:   Kevin Bugin, Project Manager, 
                                    DGIEP 

  
FROM:  Khairy Malek, M.D., Ph.D. 
                                    Good Clinical Practice Assessment Branch 

Division of Good Clinical Practice Compliance 
       Office of Scientific Investigations 
 
THROUGH:             Susan Leibenhaut, M.D. 
   Acting Team Leader 

Good Clinical Practice Assessment Branch 
Division of Good Clinical Practice Compliance 
Office of Scientific Investigations 

  
THROUGH: Susan Thompson, M.D. 

Acting Branch Chief 
Good Clinical Practice Assessment Branch 
Division of Good Clinical Practice Compliance 
Office of Scientific Investigations 
 

SUBJECT:    Evaluation of Clinical Inspections 
 
NDA:                          202-292/000       
 
APPLICANT:  Salix Pharmaceuticals, Inc. 
 
DRUG:              Crofelemer 
 
NME:              Yes 
 
THERAPEUTIC CLASSIFICATION: Priority   
 
INDICATIONS:   Treatment of HIV-associated diarrhea.   
 
CONSULTATION REQUEST DATE: January 26, 2012 

Reference ID: 3172349



Page 2                                           Clinical Inspection Summary  
                                                                                     NDA 202-292 (crofelemer)  
 
  

 

 
DIVISION ACTION GOAL DATE:  September 5,  2012 
 
PDUFA DATE:          September 5,  2012  
                                    

 
I. BACKGROUND:   
 
Crofelemer is an oligomeric proanthocyanidin extracted and purified from the red, viscous 
latex of the plant Croton lechleri. The plant is widely distributed throughout tropical Central 
America and South America. Crofelemer is believed to exert its anti-diarrhea effect through 
luminal blockade of CFTR (cystic fibrosis transmembrane conductance regulator) chloride 
channel. Crofelemer significantly improved the secretory diarrhea in humans due to 
enterotoxigenic Escherichia coli. Crofelemer has virtually no systemic effect in humans and 
thus no anticipated significant adverse events. A study in humans indicated that there was little 
or no absorption from the GI tract, and the drug was well tolerated in these normal male 
subjects. Crofelemer was also effective in traveler’s or non-specific diarrhea.   
 
The safety of crofelemer was investigated in doses up to 2000 mg daily in 1065 subjects with 
different kinds of diarrhea, and the adverse events were comparable to placebo. 
The protocol  used in this study, in the 3 sites inspected, was Protocol NP303-101,  entitled 
“Randomized, Double-Blind, Placebo-Controlled, Two-Stage Study to Assess the Efficacy and 
Safety of Crofelemer 125mg, 250mg, and 500mg Orally Twice Daily for the Treatment of 
HIV-Associated Diarrhea (ADVENT Trial)”.   
 
Efficacy assessments in the study were based on subject diaries, which were entered daily by 
subjects into an interactive voice response system (IVRS). These subject diaries captured 
diarrhea symptoms (stool consistency, stool frequency, sense of urgency, fecal incontinence, 
and abdominal pain or discomfort), adherence to study medication and use of antidiarrheal 
medications) ADM or other prohibited medications. The information collected from these 
diaries was used to assess treatment outcomes for the study. The protocol did not require the 
clinical investigators to maintain copies of these data while the study was ongoing. 
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II. RESULTS (by Site):  
 
 
Name of CI Protocol # and # of 

Subjects Completing  
Site # 

Inspection 
Date 

Final 
Classification 
 

Michael Wohlfeiler, M.D. 
1613 Alton Road 
Miami Beach, FL 33139 

NP303-101 
9 Subjects 
Site # 60 

3-15 to 3-23, 
2012 

VAI 

Michael Somero, M.D. 
1401 N. Palm Canyon Dr., Suite 100 
Palm Springs, CA 92262 

NP303-101 
7 Subjects 
Site # 45 

3-5 to 3-21, 
2012 

VAI 

Patrick Clay, Pharm D 
1750 Independence Avenue 
Kansas City, MO 64106 

NP303-101 
6 Subjects 
Site # 11 

3-7 to 3-19, 
2012 

VAI 

Sponsor: Salix Pharmaceuticals 
8510 Colonnade Center 
Raleigh, NC 27615-3273 

NP303-101 
Sites 60, 45 & 11 

5-21 to 5-23, 
2012 

NAI 

 
Key to Classifications 
 
NAI = No deviation from regulations.  
VAI = Deviation(s) from regulations.  
OAI = Significant deviations from regulations.  Data unreliable.   
Pending = Preliminary classification based on information in 483 or preliminary 

communication with the field; EIR has not been received from the field, and complete 
review of EIR is pending. 

 
1. Michael Wohlfeiler, M.D.  

1613 Alton Rd. 
Miami Beach, FL 33139 
Site # 60 

 
a. What was inspected: At this site, there were 18 subjects screened. Two subjects 

were screened twice. A total of 9 subjects completed the study. The field 
investigator reviewed the records of all twenty subjects, including consent 
forms, drug accountability records, CRFs and patient diaries. 

 
b. General Observations/Commentary: The inspection revealed few protocol 

violations: Subject # 016007 did not have the screening ECG until V1 and the 
tracing was not reviewed until the day after dosing; protocol-specified physical 
examination of the rectum, lymph nodes, genitourinary system/gynecological 
organs were not made for any subject; and there was a failure to question four 
subjects at one or two visits about adverse reactions and concomitant 
medications. 

Reference ID: 3172349



Page 4                                           Clinical Inspection Summary  
                                                                                     NDA 202-292 (crofelemer)  
 
  

 

 
In addition, study records were considered incomplete because copies of the 
original IVRS diary entries were not available at the site. The sponsor provided 
printouts while the audit was ongoing. During the inspection of the sponsor 
(Salix), the original entries from the patients were compared to the line listings 
and found to be consistent. 

 
c. Assessment of data integrity: These violations noted above do not affect the validity of 

the data. The data obtained at this site can be used in support of the NDA.    
     
  
   2.  Michael Somero, M.D. 

  1401 N. Palm Canyon Drive, Suite 100 
  Palm Springs, CA 92262 
  Site # 45 
 
a.  What was inspected: At this site, 25 subjects were screened, 12 subjects were 

enrolled, and 7 subjects completed the study. The FDA field investigator 
reviewed all the records of the seven subjects who completed the study. This 
included consent forms, drug accountability records, CRFs and patient diaries.  

 
b. General Observations/Commentary: The inspection revealed: inadequate 

informed consent because four enrolled subjects did not sign the most recent 
version of the informed consent document and a protocol violation in that 
Subject # 017 was enrolled before obtaining a protocol required urine test for 
opiates.  The site had printouts, not the original IVRS diary entry responses of 
the subjects. These originals were inspected during the sponsor inspection.  

 
c. Assessment of data integrity: These violations do not affect the validity of the data.  
      The data from this site can be used in support of the NDA. 
 
 
3.  Patrick Clay, Pharm.D.  
     Kansas City U of Medicine/Bioscience  
     1750, Independence Ave. 
     Kansas City, MO 64106  
     Site # 11 
  
  
a.   What was Inspected: At this site, 59 subjects were screened, 12 subjects were 

randomized, and 6 subjects completed the study. The field investigator reviewed all the 
subject’s records of the study at this site.      

 
b.   General Observation/Commentary: The inspection revealed two violations: record un-

availability and inaccurate records. Specifically, copies of the original entries of the 
patients’ diaries in the IVRS were not available at the site. In addition, there were 
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that do not impact on the integrity of the submitted data. The inspection of Salix 
Pharmaceuticals, Inc. was classified as NAI because failure to provide copies of the 
original patient diary IVRS entries is not considered a regulatory violation by the sponsor 
under the FDA regulations concerning sponsor responsibilities [21CFR 312.50 to 312.59]. 
The data generated by these three sites and the sponsor can be used in support of the 
NDA. 
 
 
 
       {See appended electronic signature page} 
 

Khairy Malek, M.D., Ph.D. 
Good Clinical Practice Assessment Branch 
Division of Good Clinical Practice Compliance 
Office of Scientific Investigations 
 

CONCURRENCE:     {See appended electronic signature page} 
 
Susan Leibenhaut, M.D. 
Acting Team Leader  
Good Clinical Practice Assessment Branch 
Division of Good Clinical Practice Compliance 
Office of Scientific Investigations 
 
 
 
{See appended electronic signature page} 
 
Susan Thompson, M.D. 
Acting Branch Chief 
Good Clinical Practice Assessment Branch 
Division of Good Clinical Practice Compliance 
Office of Scientific Investigations 
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Department of Health and Human Services 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Office of Surveillance and Epidemiology  

Office of Medication Error Prevention and Risk Management 

Label and Labeling Review 

Date: March 1, 2012 

Reviewer: Manizheh Siahpoushan, PharmD 
 Division of Medication Error Prevention and Analysis 

Team Leader: Zachary Oleszczuk, PharmD 
 Division of Medication Error Prevention and Analysis 

Division Director: Carol Holquist, RPh 
 Division of Medication Error Prevention and Analysis 

Drug Name and Strength:  (Crofelemer) Tablets 
125 mg 

Application Type/Number: NDA 202292 

Applicant/sponsor: Salix Pharmaceuticals, Inc. 

OSE RCM #: 2011-4644 
 

*** This document contains proprietary and confidential information that should not be 
released to the public.*** 
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3 CONCLUSIONS AND RECOMMENDATIONS 

DMEPA concludes that the proposed label and labeling introduce vulnerability that can 
lead to medication errors.  We recommend the following revisions be implemented prior 
to the approval of this NDA:  

A. Prescribing Information 

1. The dangerous symbols ‘<’, ‘>’, ‘≤’, and ‘≥’ which appear on the ISMP 
List of Error-Prone Abbreviations, Symbols, and Dose Designations2 and 
may be mistaken and used as opposite of intended, the abbreviations 
‘BID’ and ‘ART’ as well as the symbol ‘+’ following the word HIV (i.e. 
HIV +).   

As part of a national campaign to decrease the use of dangerous symbols, 
the FDA agreed not to use such error-prone symbols in the approved 
labeling of products because these abbreviations can be carried over to 
prescribing. Therefore, we recommend replacing all instances of the 
symbol ‘<’ with phrase “less than”, the symbol ‘>’ with phrase “greater 
than”, the symbol ‘≤’ with phrase “less than or equal to”, and the symbol 
‘≥’ with phrase “greater than or equal to”.  Replace the abbreviation ‘BID’ 
with “twice daily”, ‘ART’ with “anti retroviral therapy”, and ‘HIV +’ with 
“HIV positive”.   

2. Revise Section 3 Dosage Forms and Strengths to include the product 
strength (i.e. 125 mg). 

3. Revise Section 16 How Supplied/Storage and Handling to include the 
storage information (i.e. ‘Store at 20°C to 25°C (68°F to 77°F); excursions 
permitted between 15°C and 30°C (59°F and 86°F) per USP 10.30.60 
Controlled Room Temperature. 

B. Container Label 

1. Increase the prominence of the dosage form to have the same prominence 
(i.e. font size and type) as the established name to ensure that it is in 
accordance with CFR 201.10(g)(2). 

2. Relocate the strength so that it appears directly below the established 
name, and increase its size to ensure its prominence is greater than that of 
the quantity statement.  Additionally, delete the hyphen that appears 
between ‘125’ and ‘mg’ to avoid crowding and confusion.  There should 
be a space between the numerical value and the unit of measure.  The 
revised strength statement should appear as follows:  ‘125 mg’.  For 
consistency, use the same format on the container label and the 
Prescribing Information, where the product strength appears. 

3. Remove the  containing the net quantity and the ‘Rx 
only’ statements.  As currently presented, the  affords the 
net quantity and the ‘Rx only’ statements more prominence than the 
product name and strength.  Once you remove the , change the 
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white text to black to improve readability.  Additionally, decrease the font 
size of the net quantity and ‘Rx only’ statements to allow room to address 
comment B.2 above.  

4. Decrease the prominence of the company logo (i.e. Salix).  As currently 
presented, the large size of the logo can distract from other information 
such as the dosage statement, on the side panel. 

5. Revise the storage information statement  
’ to be in accordance with the USP definition 

of controlled room temperature (i.e. 20˚C to 25˚C (68˚F to 77˚F) per USP 
10.30.60 Controlled Room Temperature), and consistent with the 
presentation of the storage information in the Prescribing Information after 
addressing comment A.3 above.  Additionally, avoid the use of hyphen, to 
reduce potential confusion when reading the numbers denoting the storage 
temperature range (the hyphen may be misinterpreted as ‘negative’).   

If you have further questions or need clarifications, please contact OSE Project Manager, 
Nitin Patel at 301-796-5412. 
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APPENDIX   

Container Label 
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Reviewer: 
 

Kris Estes Y Clinical Pharmacology 
 

TL: 
 

Sue Chih Lee Y 

Reviewer: 
 

Lisa Kammerman Y Biostatistics  
 

TL: 
 

Mike Welch Y 

Reviewer: 
 

Sruthi King Y Nonclinical 
(Pharmacology/Toxicology) 

TL: 
 

Sushanta Chakder Y 

Reviewer: 
 

            Statistics (carcinogenicity) 
 

TL: 
 

            

Reviewer: 
 

            Immunogenicity (assay/assay 
validation) (for BLAs/BLA efficacy 
supplements) TL: 

 
            

Reviewer: 
 

Nina Ni N Product Quality (CMC) 
 

TL: 
 

Marie Kowblansky Y 

Reviewer: 
 

            Quality Microbiology (for sterile 
products) 

TL: 
 

            

Reviewer: 
 

            CMC Labeling Review  

TL: 
 

            

Reviewer: 
 

Li Zhong Y Facility Review/Inspection  

TL: 
 

            

Reviewer: 
 

Manizheh Siahpoushan N OSE/DMEPA (proprietary name) 

TL: 
 

            

Reviewer: 
 

            OSE/DRISK (REMS) 

TL: 
 

            

Reviewer: 
 

  OC/OSI/DSC/PMSB (REMS) 

TL: 
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o the application did not raise significant safety 
or efficacy issues 

o the application did not raise significant public 
health questions on the role of the 
drug/biologic in the diagnosis, cure, 
mitigation, treatment or prevention of a 
disease 

 
• Abuse Liability/Potential 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
• If the application is affected by the AIP, has the 

division made a recommendation regarding whether 
or not an exception to the AIP should be granted to 
permit review based on medical necessity or public 
health significance?  

 
Comments:       

 

  Not Applicable 
  YES 
  NO 

CLINICAL MICROBIOLOGY 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
CLINICAL PHARMACOLOGY 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

• Clinical pharmacology study site(s) inspections(s) 
needed? 

 

  YES 
  NO 

BIOSTATISTICS 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY) 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 
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IMMUNOGENICITY (BLAs/BLA efficacy 
supplements only) 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

PRODUCT QUALITY (CMC) 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
Environmental Assessment 
 
• Categorical exclusion for environmental assessment 

(EA) requested?  
 
If no, was a complete EA submitted? 

 
 
If EA submitted, consulted to EA officer (OPS)? 
 

Comments:       
 

  Not Applicable 
 

 YES 
  NO 

 
 YES 
  NO 

 
 YES 
  NO 

 

Quality Microbiology (for sterile products) 
 
• Was the Microbiology Team consulted for validation 

of sterilization? (NDAs/NDA supplements only) 
 
Comments:       

 

  Not Applicable 
 

 YES 
  NO 

 
 

Facility Inspection 
 
• Establishment(s) ready for inspection? 
 
 
 Establishment Evaluation Request (EER/TBP-EER) 

submitted to DMPQ? 
 

 
Comments:       
 

  Not Applicable 
 

  YES 
  NO 

 
  YES 
  NO 

Facility/Microbiology Review (BLAs only) 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 
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• notify DMPQ (so facility inspections can be scheduled earlier) 
  Send review issues/no review issues by day 74 

 
 Conduct a PLR format labeling review and include labeling issues in the 74-day letter 

 
 BLA/BLA supplements: Send the Product Information Sheet to the product reviewer and 

the Facility Information Sheet to the facility reviewer for completion. Ensure that the 
completed forms are forwarded to the CDER RMS-BLA Superuser for data entry into 
RMS-BLA one month prior to taking an action  [These sheets may be found at: 
http://inside.fda.gov:9003/CDER/OfficeofNewDrugs/ImmediateOffice/UCM027822] 

 Other 
 

 
 
        
 
Regulatory Project Manager     Date 
 
 
Chief, Project Management Staff     Date 
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Appendix A (NDA and NDA Supplements only) 
 

NOTE: The term "original application" or "original NDA" as used in this appendix 
denotes the NDA submitted. It does not refer to the reference drug product or "reference 
listed drug." 
 
An original application is likely to be a 505(b)(2) application if: 
 

(1) it relies on published literature to meet any of the approval requirements, and the 
applicant does not have  a written right of reference to the underlying data.   If 
published literature is cited in the NDA but is not necessary for approval, the 
inclusion of such literature will not, in itself, make the application a 505(b)(2) 
application, 

(2) it relies for approval on the Agency's previous findings of safety and efficacy for 
a listed drug product and the applicant does not own or have right to reference the 
data supporting that approval, or  

(3) it relies on what is "generally known" or "scientifically accepted" about a class of 
products to support the safety or effectiveness of the particular drug for which the 
applicant is seeking approval.  (Note, however, that this does not mean any 
reference to general information or knowledge (e.g., about disease etiology, 
support for particular endpoints, methods of analysis) causes the application to be 
a 505(b)(2) application.) 

 
Types of products for which 505(b)(2) applications are likely to be submitted include: 
fixed-dose combination drug products (e.g., heart drug and diuretic (hydrochlorothiazide) 
combinations); OTC monograph deviations (see 21 CFR 330.11); new dosage forms; new 
indications; and, new salts.  
 
An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the 
original NDA was a (b)(1) or a (b)(2).   

An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the 
information needed to support the approval of the change proposed in the supplement.  
For example, if the supplemental application is for a new indication, the supplement is a 
505(b)(1) if: 

(1) The applicant has conducted its own studies to support the new indication (or 
otherwise owns or has right of reference to the data/studies), 

(2) No additional information beyond what is included in the supplement or was 
embodied in the finding of safety and effectiveness for the original application or 
previously approved supplements is needed to support the change.  For example, 
this would likely be the case with respect to safety considerations if the dose(s) 
was/were the same as (or lower than) the original application, and. 

(3) All other “criteria” are met (e.g., the applicant owns or has right of reference to 
the data relied upon for approval of the supplement, the application does not rely 
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for approval on published literature based on data to which the applicant does not 
have a right of reference). 

 

An efficacy supplement is a 505(b)(2) supplement if: 

(1) Approval of the change proposed in the supplemental application would require 
data beyond that needed to support our previous finding of safety and efficacy in 
the approval of the original application (or earlier supplement), and the applicant 
has not conducted all of its own studies for approval of the change, or obtained a 
right to reference studies it does not own. For example, if the change were for a 
new indication AND a higher dose, we would likely require clinical efficacy data 
and preclinical safety data to approve the higher dose. If the applicant provided 
the effectiveness data, but had to rely on a different listed drug, or a new aspect of 
a previously cited listed drug, to support the safety of the new dose, the 
supplement would be a 505(b)(2),  

(2) The applicant relies for approval of the supplement on published literature that is 
based on data that the applicant does not own or have a right to reference.  If 
published literature is cited in the supplement but is not necessary for approval, 
the inclusion of such literature will not, in itself, make the supplement a 505(b)(2) 
supplement, or 

(3) The applicant is relying upon any data they do not own or to which they do not 
have right of reference.  

 
If you have questions about whether an application is a 505(b)(1) or 505(b)(2) 
application, consult with your OND ADRA or OND IO. 
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REGULATORY PROJECT MANAGER 
 PLR FORMAT LABELING REVIEW  

 
To be completed for all new NDAs, BLAs, Efficacy Supplements, and PLR Conversion 

Supplements 
 

Application: NDA 202292 
 
Name of Drug:  (crofelemer) 125 mg 
  *Proprietary still pending review 
 
Applicant: Salix Pharmaceuticals, Inc 
 

Labeling Reviewed 
 
Submission Date: December 05, 2011 
Receipt Date: December 05, 2011 
Since SPL was not available prior to filing, the MS Word version in PLR format was reviewed. 
Version will be further reviewed and verified to the SPL converted version once available. 

 
Background and Summary Description 

 
NDA 202292 for Croflemer 125 mg tablets provides for the control and symptomatic relief of 
diarrhea in patients with human immunodeficiency virus (HIV)/acquired immune deficiency 
syndrome (AIDS) on anti-retroviral therapy (ART).  
 

Review 
 
The submitted labeling was reviewed in accordance with the labeling requirements listed in the 
“Selected Requirements for Prescribing Information (SRPI)” section of this review.  Labeling 
deficiencies are identified in this section with an “X” in the checkbox next to the labeling 
requirement. 
 

Conclusions/Recommendations 
 
All labeling deficiencies identified in the SRPI section of this review and identified above will 
be conveyed to the applicant in the 74-day letter. The applicant will be asked to resubmit 
labeling that addresses all identified labeling deficiencies by March 02, 2012. The resubmitted 
labeling will be used for further labeling discussions. 
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 See appended electronic signature.       
 
Regulatory Project Manager      Date 
 
 See appended electronic signature. 
 
Chief, Project Management Staff     Date 
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Selected Requirements for Prescribing Information (SRPI) 
 

This document is meant to be used as a checklist in order to identify critical issues during labeling 
development and review. For additional information concerning the content and format of the 
prescribing information, see regulatory requirements (21 CFR 201.56 and 201.57) and labeling 
guidances.  When used in reviewing the PI, only identified deficiencies should be checked. 

 

Highlights (HL) 

• General comments  

 HL must be in two-column format, with ½ inch margins on all sides and between columns, 
and in a minimum of 8-point font.   

 HL is limited in length to one-half page. If it is longer than one-half page, a waiver has been 
granted or requested by the applicant in this submission.  

 There is no redundancy of information.  

 If a Boxed Warning is present, it must be limited to 20 lines.  (Boxed Warning lines do not 
count against the one-half page requirement.) 

 A horizontal line must separate the HL and Table of Contents (TOC).  

 All headings must be presented in the center of a horizontal line, in UPPER-CASE letters 
and bold type.   

 Each summarized statement must reference the section(s) or subsection(s) of the Full 
Prescribing Information (FPI) that contains more detailed information. 

 Section headings are presented in the following order: 

• Highlights Limitation Statement (required statement)  
• Drug names, dosage form, route of administration, and controlled 

substance symbol, if applicable (required information)  
• Initial U.S. Approval (required information)  
• Boxed Warning (if applicable) 
• Recent Major Changes (for a supplement) 
• Indications and Usage (required information) 
• Dosage and Administration (required information) 
• Dosage Forms and Strengths (required information) 
• Contraindications (required heading – if no contraindications are known, 

it must state “None”) 
• Warnings and Precautions (required information) 
• Adverse Reactions (required AR contact reporting statement)  
• Drug Interactions (optional heading) 
• Use in Specific Populations (optional heading) 
• Patient Counseling Information Statement (required statement)  
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• Revision Date (required information)  
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• Highlights Limitation Statement  

 Must be placed at the beginning of HL, bolded, and read as follows: “These highlights do 
not include all the information needed to use (insert name of drug product in UPPER 
CASE) safely and effectively. See full prescribing information for (insert name of drug 
product in UPPER CASE).”  

• Product Title  

 Must be bolded and note the proprietary and established drug names, followed by the 
dosage form, route of administration (ROA), and, if applicable, controlled substance symbol.  

• Initial U.S. Approval  

 The verbatim statement “Initial U.S. Approval” followed by the 4-digit year in which the 
FDA initially approved of the new molecular entity (NME), new biological product, or new 
combination of active ingredients, must be placed immediately beneath the product title 
line. If this is an NME, the year must correspond to the current approval action.  

• Boxed Warning  

 All text in the boxed warning is bolded. 

 Summary of the warning must not exceed a length of 20 lines. 

 Requires a heading in UPPER-CASE, bolded letters containing the word “WARNING” and 
other words to identify the subject of the warning (e.g.,“WARNING: LIFE-
THREATENING ADVERSE REACTIONS”).  

 Must have the verbatim statement “See full prescribing information for complete boxed 
warning.” If the boxed warning in HL is identical to boxed warning in FPI, this statement is 
not necessary. 

• Recent Major Changes (RMC)  

 Applies only to supplements and is limited to substantive changes in five sections: Boxed 
Warning, Indications and Usage, Dosage and Administration, Contraindications, and 
Warnings and Precautions.  

 The heading and, if appropriate, subheading of each section affected by the recent change 
must be listed with the date (MM/YYYY) of supplement approval. For example, “Dosage 
and Administration, Coronary Stenting (2.2) --- 2/2010.”   

 For each RMC listed, the corresponding new or modified text in the FPI must be marked 
with a vertical line (“margin mark”) on the left edge. 

 A changed section must be listed for at least one year after the supplement is approved and 
must be removed at the first printing subsequent to one year.    
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 Removal of a section or subsection should be noted. For example, “Dosage and 
Administration, Coronary Stenting (2.2) --- removal 2/2010.”    

• Indications and Usage  

 If a product belongs to an established pharmacologic class, the following statement is 
required in HL: [Drug/Biologic Product) is a (name of class) indicated for (indication(s)].” 
Identify the established pharmacologic class for the drug at:   

http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/ucm162549.h
tm.  

• Contraindications  

 This section must be included in HL and cannot be omitted. If there are no 
contraindications, state “None.” 

 All contraindications listed in the FPI must also be listed in HL. 

 List known hazards and not theoretical possibilities (i.e., hypersensitivity to the drug or any 
inactive ingredient).  If the contraindication is not theoretical, describe the type and nature 
of the adverse reaction.  

 For drugs with a pregnancy Category X, state “Pregnancy” and reference Contraindications 
section (4) in the FPI.  

• Adverse Reactions  

 Only “adverse reactions” as defined in 21 CFR 201.57(a)(11) are included in HL. Other 
terms, such as “adverse events” or “treatment-emergent adverse events,” should be avoided. 
Note the criteria used to determine their inclusion (e.g., incidence rate greater than X%).  

 For drug products other than vaccines, the verbatim bolded statement, “To report 
SUSPECTED ADVERSE REACTIONS, contact (insert name of manufacturer) at (insert 
manufacturer’s phone number) or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch” 
must be present. Only include toll-free numbers. 

• Patient Counseling Information Statement  

 Must include the verbatim statement: “See 17 for Patient Counseling Information” or if the 
product has FDA-approved patient labeling: “See 17 for Patient Counseling Information 
and (insert either “FDA-approved patient labeling” or “Medication Guide”).  

• Revision Date 

 A placeholder for the revision date, presented as “Revised: MM/YYYY or Month Year,” 
must appear at the end of HL.  The revision date is the month/year of application or 
supplement approval.    
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Contents: Table of Contents (TOC) 

 
 The heading FULL PRESCRIBING INFORMATION: CONTENTS  must appear at the 

beginning in UPPER CASE and bold type. 

 The section headings and subheadings (including the title of boxed warning) in the TOC 
must match the headings and subheadings in the FPI. 

 All section headings must be in bold type, and subsection headings must be indented and 
not bolded.  

 When a section or subsection is omitted, the numbering does not change. For example, 
under Use in Specific Populations, if the subsection 8.2 (Labor and Delivery) is omitted, it 
must read: 

8.1 Pregnancy 

8.3 Nursing Mothers (not 8.2) 

8.4 Pediatric Use (not 8.3) 

8.5 Geriatric Use (not 8.4) 

 If a section or subsection is omitted from the FPI and TOC, the heading “Full Prescribing 
Information: Contents” must be followed by an asterisk and the following statement must 
appear at the end of TOC: “*Sections or subsections omitted from the Full Prescribing 
Information are not listed.”  

 

Full Prescribing Information (FPI) 

• General Format 

 A horizontal line must separate the TOC and FPI. 

 The heading – FULL PRESCRIBING INFORMATION – must appear at the beginning in 
UPPER CASE and bold type. 

 The section and subsection headings must be named and numbered in accordance with 21 
CFR 201.56(d)(1). 

 

• Boxed Warning 

 Must have a heading, in UPPER CASE, bold type, containing the word “WARNING” and 
other words to identify the subject of the warning.  Use bold type and lower-case letters for 
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the text. 

 Must include a brief, concise summary of critical information and cross-reference to detailed 
discussion in other sections (e.g., Contraindications, Warnings and Precautions). 

• Contraindications 

 For Pregnancy Category X drugs, list pregnancy as a contraindication.  

 

 

• Adverse Reactions  

 Only “adverse reactions” as defined in 21 CFR 201.57(c)(7) should be included in labeling. 
Other terms, such as “adverse events” or “treatment-emergent adverse events,” should be 
avoided.  

 For the “Clinical Trials Experience” subsection, the following verbatim statement or 
appropriate modification should precede the presentation of adverse reactions: 

“Because clinical trials are conducted under widely varying conditions, adverse reaction 
rates observed in the clinical trials of a drug cannot be directly compared to rates in the 
clinical trials of another drug and may not reflect the rates observed in clinical practice.” 

 For the “Postmarketing Experience” subsection, the listing of post-approval adverse reactions 
must be separate from the listing of adverse reactions identified in clinical trials. Include the 
following verbatim statement or appropriate modification:  

“The following adverse reactions have been identified during post-approval use of 
(insert drug name).  Because these reactions are reported voluntarily from a population 
of uncertain size, it is not always possible to reliably estimate their frequency or 
establish a causal relationship to drug exposure.” 

• Use in Specific Populations 

 Subsections 8.4 Pediatric Use and 8.5 Geriatric Use are required and cannot be omitted.   

• Patient Counseling Information 

 This section is required and cannot be omitted.  

 Must reference any FDA-approved patient labeling, including the type of patient labeling. 
The statement “See FDA-approved patient labeling (insert type of patient labeling).” should 
appear at the beginning of Section 17 for prominence. For example: 

• “See FDA-approved patient labeling (Medication Guide)” 
• “See FDA-approved patient labeling (Medication Guide and Instructions for Use)” 
• “See FDA-approved patient labeling (Patient Information)" 
• “See FDA-approved patient labeling (Instructions for Use)"       
• “See FDA-approved patient labeling (Patient Information and Instructions for Use)” 
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