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[bookmark: _Toc200540448]+2.5. CLINICAL OVERVIEW
 Delete this explanatory text prior to submission. When edits are complete, convert this document to a PDF, following the guidelines available in PDF Specifications (published September 2016).
The Clinical Overview should serve as a reference to the overall clinical findings for agency reviewers, especially for marketing applications. This section should provide an integrated overall analysis of the clinical information in the CTD and discuss the conclusions and implications of these data. Inclusion of a table of contents, and index of tables, figures, and abbreviations is recommended prior to the text. Throughout the document, include appropriate reference citations to the Clinical Tabulated Summaries or to Module 5, which should be more detailed. The Clinical Overview should generally be relatively short (not exceeding 30 pages), but the document length is ultimately dependent on the complexity of the clinical program. 
For general guidance, refer to the ICH Guidelines on the Clinical Overview and Clinical Summaries contained in the ICH Guideline on Efficacy – M4E(R2). Also, ICH has produced an additional set of efficacy guidelines that can be found here (please note that not all of the Guidelines may apply to your product).  
[bookmark: _Toc200540449]Note: This section is not required for most original INDs, where there is no previous human experience with the investigational drug. An exception to this would be if highly similar products have clinical data that you plan to leverage. 

2.5.1. PRODUCT DEVELOPMENT RATIONALE
The discussion should: 
· Identify the pharmacological class of the medicinal product
· The target indication, and any existing therapies for the target indication
· Briefly summarize the scientific background that supported the investigation of the medicinal product for the studied indications
· Briefly describe the clinical development program of the product (ongoing and planned clinical studies, use of foreign clinical data)
· Note and explain concordance or lack of concordance with current standard research approaches regarding the design, conduct, and analysis of the studies. Pertinent published literature should be referenced. Regulatory guidance and advice should be identified
· Formal advice documents from regulatory authorities should be included in the Module 5 reference section

[bookmark: _Toc200540450]2.5.2. OVERVIEW OF BIOPHARMACEUTICS
This section should present a critical analysis of any important issues related to bioavailability that might affect efficacy and/or safety of the to-be-marketed formulations.

2.5.3. OVERVIEW OF CLINICAL PHARMACOLOGY
This section should present a critical analysis of the pharmacokinetic, pharmacodynamic and related in vitro data in the CTD. The analysis should consider all relevant data and explain why and how the data support the conclusions drawn. It should emphasize unusual results and known or potential problems or note the lack thereof.

2.5.4. OVERVIEW OF EFFICACY
This section should present a critical analysis of the clinical data pertinent to the efficacy of the product in the intended population. The analysis should consider all relevant data, whether positive or negative, and should explain why and how the data support the proposed indication and prescribing information. Those studies deemed relevant for evaluation of efficacy should be identified, and justification should be provided for exclusion of additional studies that are seemingly adequate and well-controlled. Prematurely terminated studies should be noted and their impact considered. 

2.5.5. OVERVIEW OF SAFETY
This section should provide a concise critical analysis of the safety data, noting how results support and justify proposed prescribing information. Consider including in your discussion:
· Adverse effects characteristic of the pharmacological class
· Brief discussion of common, nonserious adverse events and a more thorough discussion of serious adverse events
· Special approaches to monitoring for adverse events in the patient population
· Relevant animal toxicology and product quality information, and any findings that affect or could affect the evaluation of safety in clinical use
· Nature of the patient population and the extent of exposure
· Similarities and differences in results among studies and their effect on the interpretation of the safety data
· Any differences in rates of adverse events in population subgroups
· Relation of adverse events to dose, dose regimen, and treatment duration
· Long-term safety
· Methods to prevent, mitigate, or manage adverse events

2.5.6. BENEFITS AND RISKS CONCLUSIONS
The purpose of this section is to provide a succinct, integrated, and clearly explained benefit-risk assessment of the medicinal product for its intended use. 
2.5.6.1. Therapeutic Context
Briefly discuss the disease or condition to be treated and the benefits and risks of current therapies, as well as limitations in the understanding of the condition and uncertainties in the benefits and risks.

2.5.6.1.1. Disease or Condition
Provide a description of aspects of the disease that are most relevant to or have the greatest impact on the intended population. Focus on aspects of the disease that would be covered by the proposed indication for the medicinal product. Societal or public health implications of the disease should also be addressed where relevant.

2.5.6.1.2. Current Therapies
Provide a description of the major therapies in the intended population and the medical need for a new therapy in terms of efficacy, safety, tolerability, convenience, or preference. If no therapies are available to treat the intended population, this should be stated.

2.5.6.2. Benefits
Provide a factual summary of the data on the key benefits that will be discussed in the benefit-risk assessment of the product. If surrogate endpoints form the basis of the benefit assessment, the ability of the surrogate endpoint to predict clinical benefits and the basis for this expectation should be explained. When identifying key benefits, consider the clinical importance of the benefit, the magnitude of the absolute difference in frequency of the effect in the study population versus the comparator, the variability of the key benefit, time course of the key benefit, and the strength of the evidence.

2.5.6.3. Risks
Provide a factual summary of the data on the key risks that will be discussed in the benefit-risk assessment of the product. Risks include adverse events and other unfavorable effects. For all identified risks, consider the seriousness, frequency, reversibility, manageability, tolerability of the adverse event or side effect, and strength of the evidence.

2.5.6.4. Benefit-Risk Assessment
This section should provide a succinct explanation of the reasoning and judgment used in assessing and weighing key benefits and risks, and the strength of the evidence. Finally, the applicant should state their conclusions on the benefits and risks presented in the previous sections.

2.5.6.5. Appendix
Detailed presentation of methods and results used in the benefit-risk assessment in section 2.5.6.4 can be provided here.

[bookmark: _Toc200540451]2.5.7. LITERATURE REFERENCES
Provide the list of references here, using the style: Uniform Requirements Style for Manuscripts Submitted to Biomedical Journals, International Committee of Medical Journal Editors (ICMJE). Attach copies of all references cited in this section to section 5.4 of Module 5. Use of a reference citation manager is recommended.
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