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The purpose of this guideline:
To enable a clinical reviewer to:
· Undertake effective evaluation of the pre-clinical and clinical study reports, and other information submitted to support clinical efficacy and safety of the candidate product.
· Evaluate the proposed PI and Label in order to ensure that accurate information is communicated based on the evidence demonstrated by the data supplied, and for alignment with the NRA Veterinary Clinical Guideline.
· Produce a concise report that will be used by  NRA  to make a well-informed decision. 
· Recommend whether the candidate product should be registered or not, and whether the PI/Label are appropriate.

Enabling documents
The following documents from the applicant comprise the minimum requirements for the information to enable the clinical review.   
· Module 1 (M1)/PART 1A: contains the cover letter and the proposed PI & Label and, where applicable, the PI/Label of the comparator.
· PART 2A: contains the Biostudy or evidence in support of a biowaiver.
· Module 2 (M2)/PART 2E: contains summaries of the applicant’s nominated experts’ reviews of the pre-clinical and clinical study information/reports, and study synopsis.
· Module 4 (M4)/PART 4: contains the pre-clinical study reports, in-vitro and in-vivo (animal) studies including residue depletion studies and environmental impact studies where applicable.
· Module 5 (M5)/PART 5: contains the clinical study reports and other studies. 


Caution to reviewers: Module/PART 2 vs. Modules/PARTS 4 & 5
Some reviewers may be tempted to exclusively use the experts’ summary reviews in PART 2E and completely ignore the full study reports in PART4 (preclinical studies) and PART 5 (clinical studies). NRA reviewers are expected to evaluate information in the respective modules (PART 2 & PART 4 & 5). Given that the summary reviews were done by the applicant’s nominated and paid experts, the NRA reviewer must use the full study reports in PART4 & 5 to rigorously interrogate the claims in the experts’ reviews. For this reason, unless otherwise, the most appropriate (and original) information and illustrations (Tables and figures) for your report should be extracted from the main study reports in PART4/5





1. Application details

	Date of submission
	

	Application number
	

	Product (proprietary) name
	

	Approved name(s) (INN)
	

	Scheduling status
	

	Composition
	

	Pharmacological Classification
	

	Applicant
	

	Dosage form
	

	Route of administration
	

	Pharmacological action
	

	Date of Committee meeting
	




2. Summary of evaluation outcomes and recommendation(s):
Reviewer to insert here the final recommendations regarding registration of the medicine and appropriateness of the PI/Label (Copied from ‘summary of clinical studies’ review’)
· Include the recommendations regarding registration:
· Registration is recommended, the PI and Label should be further amended as indicated. (Admin. note:  the PI and Label will be attached to the recommendations and returned to the applicant)
· Registration with the following conditions is recommended, the PI and Label should be further amended as indicated. (Admin. note:  the PI and Label will be attached to the recommendations with the conditions and returned to the applicant)
· Registration is not recommended: (Admin. note: The PI and Label, even if recommended for amendment by the reviewer, will not be returned to the applicant. Instead, the applicant will be informed that the PI and Label were not formally evaluated).
· Give reasons or motivation for the recommendation(s), especially for negative recommendations

	Committee-review
	Agree
	
	Disagree
	

	



3. Background/purpose of submission
· Give a brief description of the background and/or purpose of the application (i.e., what is the applicant requesting?). Note: this should be in line with the NRApurpose for the full clinical review, see above) 
· Indicate whether the medicine is a NRAregistered or unregistered medicine
· Indicate the registration status of the medicine with regulators with whichNRA aligns itself (VICH members and Observers: see Vet Clinical Guideline)
· Include previous decisions of NRA and/or relevant committee recommendations if relevant to the medicine

	Committee-review
	Agree
	
	Disagree
	

	



























DETAILED REPORT
1. EVALUATION OF PRECLINICAL STUDIES
i) Introduction of the preclinical studies
· Pre-clinical studies were done to support the application for registration of ____ for indication _______ 
· Provide information on the medicine, i.e., pharmaceutical/biological, pure or a complex mixture, and whether it is a new entity or belongs to a known class of medicines.
· Where a comparator is used, comment on the comparator’s similarity and place in therapy for the intended indication.

	Committee-review
	Agree
	
	Disagree
	

	



ii) List of the preclinical documentation/data/studies submitted
· List the studies and other relevant data or information (PI & Label) submitted (better to attach the relevant table), If not all the documents/information were used, indicate the studies you used for this review 

iii) Presentation of pre-clinical evidence:
Preclinical evidence is illustrated using in vitro & animal studies, and is presented in three sections:
a) Pharmacology/pharmacodynamics 
b) Pharmacokinetics
c) Toxicology or safety testing
The reviewer should provide a brief report, separate for each study that he/she considers relevant to the ultimate decision making, i.e., studies that address (in each case) the specific requirements for testing of medicines in pre-clinical studies.
Below is an example of a template for a ‘brief report’ on an animal or in vitro study:






Study number: Study title: ___________________
 (This the number by which this study is identified in the submission).

Aim: (Note: Because different aspects of the same study may be used in different sections of the submission, e.g., for PK, PD and toxicology, a study may have several aims (major aim, secondary aims, and others). Write the aim that applies to the section of the report.

Methods: Information on species, no. of animals/samples in each arm, age, weight, etc., drug dose, treatment schedule and parameter’s measured, etc. No descriptions of standard & well known procedures.

Results: observations and write the parameters demonstrating the outcome, i.e. PK, PD measures. Tables/figures may be used/attached to illustrate the results.

Conclusion: 

Reviewers concerns:  Do you have reservations on any part of this study that may not support the conclusion reached by the applicant? 





















	Committee review
	Agree
	
	Disagree
	

	



a) Pharmacodynamics of the medicine in different animal species and/or systems
For pharmacodynamics, the ‘brief reports’ should cover, where appropriate, studies that address the following issues:
· The mechanism of action, pharmacodynamics and pharmacokinetics, formulations used, dosages used, routes of administration and duration of use
The pharmacodynamics/pharmacokinetic information on the metabolites (active and inactive) as well as pharmacodynamics effects on target organs with special reference

· to the possibility of toxicity with intended use in target species. If relevant, include information on reproducibility and reliability of assays used
· The ED50 values and comparisons to reference products if available
· Special studies/focused studies in animals on, where necessary, effects of the medicine on specific organs/organ systems (e.g. cardiovascular, eyes, renal, hepatic, gastrointestinal, respiratory, nervous system)

	Committee review
	Agree
	
	Disagree
	

	



b) Pharmacokinetics in different animal species and/or systems
For pharmacokinetics, the ‘brief reports’ should cover, where appropriate, studies that address the following issues:
· Absorption: The dose administered via different routes of administration and the amount absorbed from each administration route, the rate of absorption from the different administration routes in different animal species. The influence of food on absorption and rate of absorption from the oral/gavage route
· Distribution/volume of distribution and retention/ accumulation: Distribution and retention/ accumulation of actives and metabolites in to/in body organs/tissues, in males, non-pregnant and pregnant females of different animal species. The plasma concentration, plasma protein binding, concentration and retention/accumulation of the active substance and metabolites in different organs/tissues of different animal species
· Biotransformation and metabolism: Identification and determination of actives and metabolites, their pharmacological activity and enzyme induction potential indifferent species
· Excretion: Route(s)/organs of excretion, rate(s) of excretion and mechanism(s) of excretion in different species when administered via different routes
· Single dose pharmacokinetics in different animal species when administered via different administration routes
· Repeat dose/multiple dose pharmacokinetics in different animal species when administered via different administration routes

	Committee review
	Agree
	
	Disagree
	



	



c) Preclinical toxicity or safety testing in different animal species or systems
For preclinical toxicity (or safety) testing), the ‘brief reports’ should cover, where appropriate, studies that address the following issues:
· Acute toxicity: Single dose toxicity, (LD50), administered via relevant routes, oral (in food or by gavage), IV, IM, SC, IP routes
· Aim: To demonstrate single dose acute toxicity manifestations after different routes of administration in different animal species, and whether the toxicity is different in male and female animals of different species
· Sub-acute toxicity: (Duration of sub-acute toxicity studies are 2 weeks to 3 months). 
· Aim: To demonstrate the sub-acute toxicity manifestations after different routes of administration in different animal species, and whether the toxicity is different in male and female animals of different species
· Repeat dose/multiple dose toxicity: 
· Aim: To demonstrate the repeat dose toxicity manifestations after different routes of administration in different animal species, and whether the toxicity is different in male and female animals of different species
· Chronic toxicity: (Duration of chronic toxicity studies are six months to one year or longer, depending on intended target species use of the medicine). 
· Aim: To demonstrate the chronic toxicity manifestations after different routes of administration in different animal species, and whether the toxicity is different in male and female animals of different species
· Macroscopic and microscopic (histology) findings in animals sacrificed/died
· Pathology detected: Aim: To illustrate the macroscopic and microscopic findings/histology of the different organs/tissues of the male and female animals of the different species, and indicate the relevance of the findings to the target species.
· Carcinogenicity studies: Rats and/or mice or another appropriate animal species are used. Carcinogenicity studies are usually of 2 years or longer duration
· Aim: To demonstrate the possible mechanism of carcinogenesis, organs/tissues involved, and the type of tumours identified and whether there the tumours differ between male and female animals of the different species. Indicate whether the dose strength (higher doses) was implicated in the development of tumours
· Reproduction studies: At least two different species are used for these studies of which one should be a rodent species and the other a non-rodent species (e.g. rabbits and rats)
· Aim: To demonstrate effects on male and/or female fertility, including mechanisms involved, and whether fertility was impaired, and comment on the reversibility (fully or partial) thereof

· Teratogenicity/embryo-foetal toxicity: Aims: 
· To demonstrate whether the medicine was teratogenic in the animal species exposed to the medicine during pregnancy. If teratogenic, the abnormalities found in the different species exposed should be well described. 
· Describe maternal toxicity effects: Describe any peri-natal and post-natal manifestations detected
· Any evidence of manifestations/effects carried to next generations
· Mutagenicity / Clastogenicity: 
· Indicate the different tests that were used, the results of the different tests and the conclusion of the investigator
· Specific organ toxicity: 
· Give details of toxicity (e.g. photo- toxicity, cardiotoxicity, hepatic and renal toxicity, retinal damage)
· Administration site reactions: 
· Indicate whether signs of local toxicity at the site of administration (IV, IM, SC,) were reported
· Potential to induce hypersensitivity reactions.  The applicant should provide information on:
· Acute hypersensitivity reactions
· Delayed hypersensitivity reactions
· Mechanism of hypersensitivity reactions
· Any tests that can be done to detect the potential for hypersensitivity reactions?
· Special/specific Issue studies: Interactions with other medicines?
· Where appropriate, the applicant should provide information (or studies) on the toxicity of impurities, degradation products, metabolites and their possible effects on the environment.

	Committee review
	Agree
	
	Disagree
	

	



iv) Summary & conclusion: Reviewer’s final comments and recommendations on the preclinical data
· Summarise the main pre-clinical findings for each of the three study categories presented, (i.e., pharmacodynamics, pharmacokinetics and toxicology). Where appropriate, relevant tables/figures/diagrams extracted from the preclinical data, should be included in or attached to the report
a) Describe the characteristics of the medicine with regards to information from the preclinical studies on:

· Pharmacodynamics: describe the mechanism of action, dose response, ED50, and dose selection and route for use in target species vs. efficacy or indicator used to measure response.
· Pharmacokinetics: Use appropriate pharmacokinetics parameters to describe the medicines’ characteristics of absorption, distribution, metabolism, and excretion.
· Toxicology: comment on the suitability of the selected therapeutic dose for use in the target species, versus the toxic doses, and indicate the safety profile in reproduction and specific organs or species, including potential for drug interactions.
b) Completeness of the pre-clinical requirements
· Indicate whether the applicant has (or not) adequately addressed the relevant preclinical issues. 
· If not, 
· Comment on any explanation/motivation/justification of the applicant for not addressing/not submitting preclinical data that are required and whether the explanation/justification/motivation can be regarded as reasonable and be accepted.
· Provide an explanation/reasons and indicate what preclinical issues should be further addressed by the applicant.

	Committee review
	Agree
	
	Disagree
	

	



2. EVALUATION OF CLINICAL STUDIES

i) Introduction of the clinical studies
· clinical studies were done to support the application for registration of ____ for indication _______ 
· Provide information on the medicine, i.e., pharmaceutical/biological, pure or a complex mixture, and whether it is a new entity or belongs to a known class of medicines.
· Where a comparator is used, comment on the comparator’s similarity and place in therapy for the intended indication.
· Preclinical studies have demonstrated a favourable risk-benefit which enable testing of the medicine in target species. 

ii) List the clinical documentation/data/studies submitted
· List the clinical studies, PI & LABEL, and other relevant data submitted (better to attach the relevant table). If not all the documents/information was used, indicate the documents/studies you used for this review 

	Committee
	Agree
	
	Disagree
	

	



iii) Presentation of clinical evidence:
Clinical evidence is illustrated by relevant clinical studies in healthy or patient subjects, and is usually presented in three major sections:
a) Clinical pharmacology studies 
b) Clinical efficacy studies
c) Clinical safety studies

a) Clinical pharmacology studies:
· These include Phase I and phase II studies
· Phase 1 studies aim at demonstrating the pharmacodynamics, pharmacokinetics, and safety in heathy subjects after single and repeated/ multiple doses of the medicine.
· Phase II studies aim at demonstrating the pharmacodynamics (and/or efficacy), pharmacokinetics and safety in a small group of patients. Phase II studies may also include studies in special populations such as aged/young animals or renal failure, depending on the drug characteristics. Phase II studies are usually open-Label, non-comparative, of short duration and dose ranging, and are also intended to determine the likely optimum therapeutic dose (or dose range) to be used in the phase III studies. An active comparator group and/or a placebo group are included
· Pharmacodynamics: Appropriate biomarkers in health animals and patients are used to assess dose response and/or potential for efficacy. This will include studies aimed at demonstrating the mode of action, the intended (therapeutic) and unintended pharmacological effects, tolerance to the product, duration of the effect, the appropriate dosage intervals and whether there is a dose-related response. Also, dose-ranging studies reflecting the minimum effective dose (ED50), a safe starting dose and the proposed maintenance dose.  
· Pharmacokinetics: These studies are aimed at demonstrating pharmacokinetics of the drug after single and repeat dose administration, and to illustrate a basis for dose selection, potential for drug accumulation, as well as safety.  Therefore, pharmacokinetics will include:
· Studies on the absorption, distribution, metabolism and excretion of the medicine and its metabolites. These studies will also show the percentage of oral dose absorbed relative to IV administration (the absolute bioavailability), the Cmax Tmax AUC, half-life, Cmin and Vd, after single and multiple dose administration (accumulation), and relevancy to the intended route(s) of administration. Where applicable, studies on pharmacokinetics of the active metabolites, should illustrate the plasma levels associated with the therapeutic effects and adverse effects including first pass effects.
· Studies of the pharmacokinetic profiles in healthy animals and in the intended patients and, where applicable, in special populations with confounding factors such as in the aged/young animals and patients with impaired hepatic or renal function etc. 
· Studies on the potential pharmacokinetic interactions with other commonly used medicines. These are studies in special populations that include patients for whom the intended medicine is to be added on to existing chronic therapy.

· These findings are compared to the preclinical observations:

	Committee to comment
	Agree
	
	Disagree
	

	



b) Clinical efficacy studies
· This section consists of mainly phase III studies
· Phase III studies aim at demonstrating efficacy and safety for the proposed indication, at the proposed dose, in the proposed target population for the duration of the treatment. 
· There may be several phase III studies, but only 1-2 studies will be identified by the applicant as the “pivotal study” used for demonstration of efficacy and safety. The others are thus termed as supportive studies. 

	Committee to comment
	Agree
	
	Disagree
	

	



c) Clinical safety studies
· This is an analysis of the safety observations of each study, and the pooled data of all studies, all subjects exposed to the drug.
· Phase IV studies: These are post marketing studies, with a focus mainly on safety

	Committee review
	Agree
	
	Disagree
	

	



iv) Guide to the Reviewer 
· Studies for clinical efficacy and safety must demonstrate that the study was conducted in an environment in which there was full control and/or elimination of any potential confounding factors to ensure that all consequent observations are mainly due to the therapeutic intervention. These include, among other things, crafting of a clear and measurable objective, use of appropriate study design and patient selection/enrollment methods, addressing variations in patient characteristics and demographics (patient subgroups), using measurable outcomes/endpoints and appropriate statistical methods for determination of sample size and data analysis. As such, the guide below is to enable the reviewer to illustrate in his report whether or how these critical issues were addressed.
· Since the review process within the NRA’s  involves use of this primary reviewer’s report by a secondary or other reviewers to make an opinion on the final decision, it is more appropriate to demonstrate what was done by summarizing each relevant clinical study in ‘a brief report’ than merely stating your opinions. This will enable you not only to focus your report (opinion) on issues of concern (negative), but also provide adequate information to the subsequent reviewers to assess the application independently.
· The reviewer should provide a ‘brief report’ on each clinical study that he/she considers relevant to the ultimate decision making, i.e., studies that fulfill the specific requirements for testing of medicines in the three phases of clinical trials.  Pivotal/key study/studies and support study/studies should be identified in the report. 
· Regarding the use of experts’ summary reviews in PART 2E/M2, versus the use of the full study reports in PART 5/M5,  NRA reviewers must evaluate information in both modules. Given that the summary reviews were done by the applicant’s nominated and paid experts, the NRAreviewer must use the full study report in M5 to rigorously interrogate the claims in the experts’ reviews. For this matter, unless otherwise, the most appropriate (and original) information and illustrations (Tables and figures) for your report should be from the main study report in PART 5/M5.
· Below is an overview of the template for a ‘brief report’ on a clinical study for testing efficacy. This is followed by a detailed explanation of the expected information for each section of the ‘brief report’. 

1. Study/protocol number and Title of the study (indicate whether it is a pivotal study)
1. Objective: main and secondary objectives
1. Method
· Study design*, dosing schedule, samples and parameters analysed
· Efficacy end points: Primary and secondary, and how they were measured 
· Statistics: sample size selection and patient enrolment, and comparative tests used
1. Results: General: Subject/Patient demography*
· Subject/Patient disposition*
· Number in ITT, PP & FSA populations, dropout rate and why
Efficacy
· Outcomes: Primary* and secondary endpoints
· Other
Safety profile: AEs*

1. Conclusion

1. Reviewer concerns: raise problems in any section that may impact on the study 

Note: 
· Attach relevant tables/figures, preferably from the full study report in M5 
·  * => it is mandatory to attach a table/figure in efficacy studies






















	Committee review
	Agree
	
	Disagree
	

	




v) Expectations of the reviewer’s “Brief report” on a clinical study:
Note: Your ‘brief report’ expresses the study as reported by the applicant. Your opinions on the study must be written under ‘the Reviewer’s concerns”. Do not write your opinions in the body of the “brief report”.

a) Study/protocol number and Title of the study (indicate whether it is a pivotal study)
· The brief report should be identified by the study/protocol number and study title. In case of published studies/references, the publication/journal, title of study/article, first author, and year of publication should suffice

b) Objective: 
· State the main and secondary objectives of the study

c) Methods
· Describe the study design and indicate whether it is phase I, phase II, phase III or phase IV study, as well as the methods for patient selection and stratification (e.g. Randomized (R), Double blind (DB), Open Label (OL), Placebo controlled (PC), Multi-Centre (MC), Observational study (OS)) and the inclusion and exclusion criteria.
· Identify the medicine used in the study, the dosage form and dosing schedule, and the study setting and the duration of study. 
· Describe the primary and secondary outcomes/endpoints, and relevant justifications. Where applicable, indicate when primary and interim analysis were planned to be done.
· Statistical analysis: Describe sample size selection and the statistical methods/tests used to analyse the results. For comparative studies, indicate whether non-inferiority or superiority study, and the respective comparative statistical tests used.
· For studies where a comparator is used, reviewer should explain the appropriateness of the comparator(s) and comparator dosing regimens used in the study. Indicate whether the comparator is a registered medicine and whether the indication, dosage and direction of use of the comparator was according to the approved indication(s). 
· Clinical safety: indicate how this was monitored and/or assessed and reported. 

c) Results
· Describe the basic characteristics of the participants (attach appropriate table)
· Provide a summary of the participants’ basic characteristics before the beginning of the study to illustrate similarities between the study groups, e.g., age, weight, sex, disease staging, history of treatment with specific drugs/regimens, resistance pattern, etc. 
· Describe the patient disposition (i.e., general outcomes) after the study (attach appropriate table). 
· Indicate whether this was an interim or final (end of study) result analysis. Indicate the number of patients in the Intent-to-Treat (ITT) Population (all patients who were randomized irrespective of whether or not they actually received medication:, Per Protocol (PP) Population (all patients in the Intent-to-Treat Population who had met the major inclusion, Safety Population or final analysis set (FAS: all patients who were randomized and who received at least a partial dose of study treatment, Response Evaluable (RE) Population (all patients with measurable disease, e.g., for solid tumors, it is defined as the presence of at least one measurable lesion, per response evaluation criteria in solid tumors by independent review.
· Indicate the reasons for discontinuation/withdrawal (e.g. side effects/adverse effects, lack of efficacy) and, in each case (treatment arm), the number of patients discontinued, the stage of the study. 
· Indicate survival/viability status. Comment on patient compliance to treatment and number of patients remaining in the study until completion
· Describe patient demographics (subgroup analysis) of the ITT population (attach appropriate table) 
· Stratified by age, gender, weight, species, breed, target population (s), numbers per group, co-morbidities, subsets of patients, special populations (e.g. hepatic disease, renal disease, genetic differences), and by concomitant medicines to be taken by patients for underlying conditions. 
· Efficacy results:
· Report the results of the primary endpoint in the ITT group, followed by the secondary endpoint (s), attach appropriate table and/or figure, including statistical evaluations by the applicant. 
· Safety results
· For each study group, indicate: the most common AE and their prevalence; AEs leading to discontinuation of treatment; SAEs and number of deaths 
Conclusion
· Indicate whether the study met the primary/secondary objectives based on the endpoints target-responses as pre-set versus the safety profile (benefit risk).

	Committee comments
	Agree
	
	Disagree
	

	




The Reviewer’s concerns:
· Indicate the deficiencies of the study or whether you agree with the applicant’s conclusion
· Indicate whether the results of the study substantiated the contribution of each active ingredient/component to efficacy of the combination, irrespective of whether a fixed dose combination or a combination of medicines given as separate medicines concomitantly, was used.

End of evaluation of the clinical study or “brief report”
----------------------------------------------------------------------------------------------

vi) Clinical safety evaluation (pooled analysis)
· Here, the AEs from all subjects in the different clinical studies that were exposed to the medicine are pooled and analysed.
· Describe the treatment related safety issues/side effects/adverse events that were reported for the duration of the study. Include the side effect frequency, incidence, and severity/seriousness and whether any life-threatening side effects were reported. (attach appropriate table)
· Describe the early onset (acute and sub-acute onset) side effects and delayed onset side effects. Frequency/incidence of side effects (absolute numbers and percentages). Any life-threatening side effects? (attach appropriate table)
· Describe, where applicable, the reversibility of side effects. Any irreversible/partially reversible side effects? Indicate whether permanent/semi-permanent sequelae were reported associated with partially reversibility/irreversibility of side effects

	Committee comments

	



vii) Risk management plan (RMP)
· Provide a brief overview if the RMP is presented by the applicant.
· In the context of antibiotics, comment on the possibility of antimicrobial resistance and possible mitigation factors.

	Committee comments
	Agree
	
	Disagree
	

	



viii) Post registration study
· When a phase IV post registration study is submitted, the medicine is usually registered by a Regulator with which  NRA 
·  aligns itself as well and a PSUR will be available. Comment on the safety issues reflected in PSUR, or changes in benefit/risk ratio, RMP and risk minimisation measures. 

	Committee comments
	Agree
	
	Disagree
	

	



ix) Reviewer’s summary of the clinical studies’ review 
Clinical Pharmacology studies
· Indicate whether the clinical pharmacology study results support a dose response relationship in terms of efficacy. Indicate the minimum effective dose and the maximum effective dose used in the study, and whether the benefit/harm balance (benefit/risk ratio) at maximum dose, was acceptable 

· Were pre-clinical safety findings or concerns with relevance to target species, considered in the clinical studies? 
Clinical efficacy and safety
· Indicate whether the efficacy results of the pivotal and supportive studies are adequately robust to substantiate the intended use/indications at the proposed dosages for the proposed duration of treatment in the proposed target populations. 
· Identify studies where the results cannot be used to support the intended use (Indicate whether the safety results of the pivotal and supportive studies, are adequate to substantiate an acceptable safety profile and benefit/harm balance in context of the intended use (indication) of the medicine. If not, give details
· Indicate whether the RMP and risk minimisation measures address the safety issues exposed with the benefit/risk analysis of the safety information of the study and how the RMP will be implemented. Or comment on the reasons why an RMP and risk minimisation measures were regarded as unnecessary, and whether the explanation can be accepted.

	Committee comments
	Agree
	
	Disagree
	

	



3. EVALUATION OF THE PI & LABEL

a) Evaluation of the PI
The proposed PI is used as the resultant document for the evidence provided in the preclinical and clinical data reports. The factual information in the various sections of the proposed PI should be in accordance to, and substantiated by, the relevant data submitted by the applicant. As such, the aims of the NRA reviewer is to ensure (effect corrections) and certify that the final information provided in the PI is accurate and correlates with the evidence presented by the applicant in the different preclinical and clinical studies. This includes evaluating:
· Identifying preclinical information in the proposed PI is of relevance to the target species use that is substantiated by the preclinical information submitted
· Descriptions of the relevant pharmacology of the medicine, its mechanism of action, absorption, metabolism, active and inactive metabolites, plasma protein binding, their excretion/clearance and pharmacokinetic properties. Also, the percentage of a dose that is absorbed from the relevant administration routes relative to IV administration (absolute bioavailability). 
· Descriptions of the following pharmacokinetic parameters for each formulation, strength, and route of administration to be registered: Cmax, Cmin, Tmax, T1/2, AUC, absorption, metabolism, metabolites, distribution, volume of distribution, clearance, excretion, and accumulation both after single and repeated dosing.
· The relationship between blood plasma concentrations and therapeutic effect as well as the relationship between plasma concentrations and development of side effects

The clinical information should:
· Describe, where relevant, the dosage regimen/dosage range, dose strength, dose titration (minimum and maximum effective and safe dose), starting dose, maintenance dose, repeated doses, duration of effect, dosing intervals, route of administration, and for the oral route whether administration was with or without food/meals, duration of treatment and the target population(s) in the study/studies. 
· Indicate whether the proposed indication(s) were supported by studies with appropriate study designs and statistical analysis for the intended primary and secondary outcomes. This includes information on patient numbers, selection, stratification and the phase of clinical trials, and any discrepancies and/or similarities between the various treatment arms/ extension phases of the study, as well as outcome relating to follow up of patients after completion of the study.
· Ensure that the use of the medicine as described in the proposed PI relates to (or was proven in) a clinical study setting and period of treatment by duration of study 
· Indicate whether, in view of the intended use of the medicine, the relevant sections of the proposed PI such as the contraindications and the warnings and special precautions adequately address issues of the inclusion and exclusion criteria, and other requirement for patient population selection. Also confirm the withdrawal periods in food producing animals.
Indicate how the different patient demographics relate to/affect the intended use (indication, safety and efficacy) of the medicine. This includes age, gender, weight

· species, breeds, target population (s), numbers per group, co-morbidities, subsets of patients, special populations (e.g. hepatic disease, renal disease), and by concomitant medicines to be taken by patients for underlying chronic conditions. 
· Indicate whether the issues of special populations were adequately addressed in the PI, i.e., the pharmacokinetics of the medicine in special populations, or treatment of special populations with the medicine (e.g. young animals, hepatic impairment, renal impairment and the aged population) and whether any dosage adjustments were suggested appropriately.
· Describe the treatment related safety issues/side effects/adverse events, including the side effect frequency, incidence, and severity/seriousness and any life-threatening side effects as reported in the clinical studies.  
· Indicate whether the safety profile in the proposed PI (contraindications, warnings and special precautions, and the side effect sections) adequately reflect the reported side effect profile observed in clinical studies
· Indicate whether the results of laboratory/imaging, and other investigations done or outcomes of monitoring of certain parameters (e.g. ECG) during the study, of particular safety concerns are reflected in the PI

b) Evaluation of the Label
· The major requirement for the Label is a very brief communication of scientific information and use of the product in language that an end user can understand to enable appropriate use of the medicine and ensure safety of the patient.

	Committee comments
	Agree
	
	Disagree
	

	



4. FINAL RECOMMENDATION OPTIONS BY THE REVIEWER

A. Registration of the medicine is recommended. Efficacy and safety were adequately addressed to substantiate the proposed indications, treated with the proposed dosages in the proposed target population(s). The PI and Label should be further amended as indicated on the attached copies.

B. Registration is not recommended as the deficiencies identified do not allow for an objective and robust review of the evidence in support of efficacy and safety to substantiate the use of the medicine for the proposed indication(s), at the proposed dose (s) in the proposed target species.

Give details of the deficiencies or omissions or shortcomings or uncertainties that were detected, unanswered questions, or unacceptable justifications or reasons given by the applicant, for certain deficiencies or omissions or shortcomings that were identified and which the applicant should adequately address, before registration of the medicine can be re-considered. In view of the recommendation, the PI and Label were not attended to.

C. Registration with conditions. List the conditions in detail that need to be addressed by the applicant. 
The PI and Label should be further amended as indicated on the attached copies thereof.


	Final Committee comments
	Agree
	
	Disagree
	

	The Committee will give input and discuss any deviations from the recommendations of the reviewer



	NRA
	Agree
	
	Disagree
	

	Provide a brief summary of the final outcome on the technical basis for approval or reasons for non-recommendation for registration or rejection if applicable.





	Report details

	Reviewer (Full name)
	

	Signature
	

	Date received
	DD/MM/YYYY

	Review date
	DD/MM/YYYY

	Committee meeting date
	DD/MM/YYYY
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