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	DRUG NAME

clinical indication

(Report to the Pharmacy and Therapeutics Committee of the
xxxxxxxxxx)

Date xx / xx / xx


CONTENTS:

Glossary: 

How to cite this report:

	1.- DRUG IDENTIFICATION AND AUTHORS OF REPORT


Drug: 

Clinical indication: 

Authors / Reviewers: 

Type of report:
Conflict of Interests (Authors): see declaration annexed to the final report.
	2.- APPLICATION AND EVALUATION PROCESS


Requested by:

Service/Department:

Justification of Request:

Suggested place in therapy:

The application was received on (date):

Request as:
	3.- DESCRIPTIVE AREA OF MEDICINE AND HEALTH PROBLEM


3.1 Medicine information

Generic name:

Trade name:

Company:

Therapeutic group. Name: 
                                                    ATC Code:
Route of administration:

Dispensing type:

Licensing Information:

	Pharmaceutical forms and price  

	Pharmaceutical  form
	Units per package
	Code
	Cost per unit: Retail price + VAT (1) (2)
	Cost per unit: Exfactory price + VAT (2) 

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	


(1) Section to be completed only for drugs with a significant impact in the area of ​​primary care.

(2) Indicate the price financed for the NHS
3.2 Health problem

3.2.a Structured description of the health problem 

Bibliographic search: Criteria and results. Address the search strategy for the different report sections and describe it in an appendix. 

	Health problem


	Definition
	

	Signs and symptoms
	

	Incidence and prevalence
	

	Course of the disease / Prognosis
	

	Severity / Stages
	

	Burden of the disease*
	


* hospitalisations, visits to the emergency department, disability, need of a carer…

3.2.b Current treatment of the disease: evidence 

Structured summary and algorithm that includes:

- Summary of current treatment in CPGs and reference texts (include local practice).

- Purposes: What is the purpose of the treatment: preventive / curative / palliative?

- Effectiveness of current treatment: A brief narrative statement

3.3 Features compared to similar alternatives

Alternatives available in the hospital for the same indication. 

	Features compared to similar alternatives

	Name
	XXXX
	XXXXX
	XXXXX

	Dosage form
	
	
	

	Posology
	
	
	

	Therapeutic indication
	
	
	

	Adverse reactions
	
	
	

	Resources consumption
	
	
	

	Convenience
	
	
	

	Other
	
	
	


	4.- PHARMACOLOGICAL ACTION AREA


4.1 Mechanism of action. 

4.2 Therapeutic indications and date of approval.

AEMPS: 







[Date of approval]

EMA:








[Date of approval]          

FDA:








[Date of approval]
4.3 Posology, preparation and administration. 

4.4 Uses in Special Populations.

Pediatrics:

Over 65 years:

Renal impairment:

Hepatic impairment:
4.5 Pharmacokinetics. 

	5.- EVALUATION OF THE EFFICACY.


5.1.a Clinical trials available for the indication under assessment

Bibliographic search: criteria and results. 

5.1.b Endpoints used in clinical trials 

Table including definition of the endpoints used in the clinical trial

Relationship between intermediate and final endpoints provided: discuss the robustness of the relationship.

5.2.a Results of clinical trials  

The aim of this section is to present the results of the trials in an understandable and summarized way for the reader progresses in the analysis. It displays only the essential information, with the possibility of extending this information in annexes to the final report. Two strategies are established for the presentation of the results:

A Drugs recently authorised and with few clinical trials. In general, follow the format of data in Table 1 using a table for each trial. Whenever possible the results are expressed using final measures, if they are dichotomous use RAR and NNT with 95% CI, but the overall model must adapt to variable type (see instructions). Secondary outcomes and subgroup data are presented only if they are relevant to the assessment. The complete data can be presented in an appendix at the end of the report

B Drugs long authorised and many trials available. Summarize all information in a single table
	Table 1.  General template for efficacy results:
Reference:

	Brief description of the trial, stating the most relevant aspects:
- Number of patients:
- Design: Phase of the trial, randomization, blind or open, etc:
- Active group and control group treatment:
- Inclusion criteria:
- Exclusion criteria:
- Dropouts:
- Type of analysis:
- Sample size calculation:

	Results  

	Endpoint
	Active group
N (n pts)
	Control group 

N (n pts)
	
	
	

	Primary endpoint
           -Variable description
	
	
	
	
	

	Secondary endpoints (relevant)
          -Variable  description
Results by subgroup
        - Variable description
	
	
	
	
	

	-Calculators for binary: RAR and NNT and 95% CI. CASPe, SIGN.
-Calculator for continuous variables: R.Saracho. 
-Other calculators / programs GENESIS Page http://gruposdetrabajo.sefh.es/genesis/genesis/Enlaces/Calculadoras.htm


5.2.b Evaluation of the validity and practical utility of the results

This section of the report will include a summary of the most important critical aspects of each of the three points: internal validity, applicability and clinical relevance.
A. Internal validity. Limitations of design and/or comments:

Apply the risk of bias assessment tool of the Cochrane Collaboration. The questionnaire and the rating scale described in the instructions are applied and presented as Annex at the end of the evaluation report.

B. Applicability of the trials to hospital practice

The questionnaire and the rating scale described in the instructions
C. Clinical relevance of the results

C.1 Magnitude of the treatment effect. 

Assess the magnitude of the effect, if there is evidence of superiority and if it is of clinical relevance. 

C.2 Evidence of therapeutic equivalence. 

Assess whether there is evidence of therapeutic equivalence, according to published studies 
C.3 Equivalent Therapeutic Equivalents (ETAs)  

Assess wheter they can be considered as Equivalent Therapeutic Equivalents (ETAs), according to the assessment itself or equivalence published studies
5.2.c Assessment screening tests used 
This section of the report will include a summary of the critical aspects to be taken into account assessing the utility/validity of a screening test (pharmacogenetic tests, biomarkers ...).

- Analytical validity of the test (diagnostic accuracy)
- Clinical validity of the test
- Clinical utility in routine practice

5.3 Published systematic reviews, indirect comparisons and conclusions 

For drugs long authorized, systematic reviews and meta-analysis will support the  basis of evaluation.

5.3.a Published systematic reviews
              

Bibliographic search: criteria and results. 

If meta-analysis is available, the reported results will be similar to those presented in single trials. To interpret results is critical to consider the heterogeneity and consistency.

5.3.b Indirect Comparisons (IC)
5.3.b.1 Published Indirect Comparisons
Generally, report data as shown in the following table (see table examples shown in instructions):

	Table 5.3.b.1 

RESULTS PUBLISHED INDIRECT COMPARISONS

	Primary endpoint
	Treatment A / control
	Treatment B/ control
	RR/OR/HR/DM/RAR (CI 95%)
	P



	
	
	
	
	

	RESULTS from DIRECT COMPARISONS (if available)

	Primary endpoint
	Treatment A / control
	Treatment B/ control
	RR/OR/HR/DM/DR (CI 95%)
	p

	
	
	
	
	

	INTERPRETATIÓN OF THE RESULTS OF PUBLISHED INDIRECT COMPARISONS
Are interpreted correctly?                YES  
[image: image1]           NO   
[image: image2]           Doubtful 
[image: image3]

	How they were interpreted:

Heterogeneity was discussed              YES  
[image: image4]               NO 
[image: image5]              Doubtful 
[image: image6]
Sensitivity analysis                               YES  
[image: image7]               NO 
[image: image8]              

	Comments:



	Is the indirect comparison justified:  YES  
[image: image9]               NO 
[image: image10]              Doubtful 
[image: image11] 

	Author:               Industry 
[image: image12]      Funded by Industry 
[image: image13]   Independent organization 
[image: image14]    

Name:


A Table (5.3.b.1.1) is shown in order to obtain the information needed to assess the clinical trials compared similarity as an assessing  basic aspect of a published  IC 
The validity and applicability of the IC should be assessed to interpretate the results appropriately. There are checklists (see instructions) to be included in the appendix at the end of the report (internal validity Table IC and Table of applicability of the IC).
5.3.b.2 Other indirect comparisons 
   

We recommend using the Bucher method for adjusted IC. Generally report data according to the table below:
	Table 

INDIRECT COMPARISONS (Bucher Method, Wells Indirect Treatment Comparison Calculator 2009)

	
	Treattment events / Nº of subjects (n1/N)
	Control Events/ Nº of subjects (n2/N)
	RR/OR/HR/MD/RD (CI 95%)
	p

	REFERENCE 1.

Endpoint

Treatment 1 vs Control
	
	
	
	

	REFERENCE 2.

Endpoint

Treatment 2 vs Control
	
	
	
	

	ADJUSTED INDIRECT COMPARISON

	
	RR/OR/MD/RD/HR (CI 95%)
	p

	Endpoint
Teatment 1 vs Treatment  2
	
	

	-Software ITC Wells GA, Sultan SA, Chen L, Khan M, Coyle D.Indirect treatment comparison [computer program]. Version 1.0. Ottawa: Canadian Agency for Drugs and Technologies in Health; 2009. 
-Joaquín Primo Calculator  


Properly assess the internal validity and applicability of the results. See checklists above.

5.4 Evaluation of secondary sources 
5.4.1 Clinical Practice Guidelines
5.4.2 Previous evaluations by independent organizations
 National

 International
5.4.3 Expert opinions
5.4.4 Other sources.

	6. SAFETY ASSESSMENT. 


6.1.a Bibliographic search description
Bibliographic search description: Strategy and obtained results.

6.1.b Description of significant adverse events
In studies prior to marketing authorization, the most common adverse events are xxxx. and the most serious xxxxx.
The following table outlines the comparative incidence of adverse events. The data described in the table reflects drug exposure in patients for xxx months (or years) in controlled studies. There were significant differences in the following cases: xxxxx

	Reference:



	Brief description of the trial and design

	Safety results

	Safety endpoint evaluated in the study
	Treatment studied
N (pt)
	Control treatment
N (pt) 
	RAR (CI 95%) Absolute Risk Difference*
	P
	NNH (CI95%)

	 -Variable description

 -Variable description

 -Variable description 

-Variable description
 -Variable description
	%

%

%

%

%
	%

%

%

%

%
	% (CI95 : x% to x%)

% (CI95 : x% to x%)


% (CI95 : x% to x%)


% (CI95 : x% to x%)


% (CI95 : x% to x%)
	
	X ( x to x)

X ( x to x)

X ( x to x)

X ( x to x)

X ( x to x)

	(*) CI 95% included  only if p<0,05
Calculator ARR and NNH and CI 95 %  from CASPe.   Click here.
-Calculators/programs in GENESIS web: http://gruposdetrabajo.sefh.es/genesis/genesis/Enlaces/Calculadoras.htm


6.2 Comparative clinical trials. 

Same structure than 5.2.

The results of the total population of the studies included are  therefore presented below to assess the possible  harm (main safety endpoint) of  the evaluated drug in comparison with the control treatment. The overall results and  subgroup analyses for the relevant subpopulations of patients are shown in Table, which include xxxx

	Reference:



	Brief description of the trial and design

	Safety results

	Safety endpoint evaluated in the study
	Treatment studied

N (nº pt)
	Control treatment

N (nº pt) 
	ARR (CI 95%) Absolute Risk Difference*
	P
	NNH (CI 95%)

	Main safety endpoint
           -Variable description
	% ( N)
	% (N)
	% (CI95 : x% to x%)
	
	X (x to x)

	Safety results by subgroups 

-Subgroup 1 

-Subgorup 2

-Subgroup 3

etc
	%(n1)

%(n2)

%(n3)
	% (n1)

% (n2)

% (n3
	% (CI95 : x% to %)

% (CI95 : x% to x%)

% (CI95 : x% to x%)
	
	X (x to x)

X (x to x)

X (x to x)


(*) CI 95% included in the Table only if p<0,05 (**). n1, n2, n3 sample size for each subgroup
Calculator ARR and NNH and CI 95 %  from CASPe.   Click here.
6.3 Secondary safety sources 
-Previous evaluations by independent organizations

National
International
-Expert opinions
-Other sources: Pharmacovigilance
6.4  Warnings and precautions for use 
warnings in pediatrics, pregnancy, elderly, kidney failure, etc..
Contraindications
Interactions
Monitoring of adverse effects: tests to be performed, frequency of check-3ups, etc…

	7. ECONOMIC AREA


7.1 Treatment cost. Incremental cost
	Comparison of treatment costs evaluated against other/s alternative/s

	
	

	
	Drug A 

Dosage form
	Drug B

Dosage form
	Drug C

Dosage form

	Unit price (+VAT) *
	
	
	

	Posology
	
	
	

	Daily Cost
	
	
	

	Single course treatment cost 

or annual cost
	
	
	

	Direct costs associated  **
	
	
	

	Global cost  ***
or annual global cost
	
	
	

	Incremental cost **** versus reference treatment
	
	
	

	* Refers to the cost of the pharmaceutical form (vial, syringe, tablet ...). In case  it is a report of  a hospital, use drug price according to whole adquisition cost, tender agreement, centralized competition, etc..

**Direct costs associated: These are costs that can be considered in addition to the cost of the studied drug. Such as other drugs required, additional testing, monitoring and laboratory, screening tests (pharmacogenetics, biomarkers ...), infusion devices or complications. Be taken into account where relevant.

*** Full treatment cost + direct costs. In oncology, the overall cost is calculated as the average number of cycles received (median if average not available) until progression with each drug.

**** Overall cost difference compared to the drug tested


As alternatives, non-pharmacological interventions may be included in additional columns when relevant. If necessary add more rows ( i.e.; add a row of the cost per time unit, i.e. the cost per cycle in cancer chemotherapy. It is recommended to add this line of cost to the cost per day and the cost of full treatment.)
7.2.a Incremental cost effectiveness ratio (ICER). Studies published
Describe published pharmacoeconomic studies comparing the drug xx with placebo and/or drug yy. i.e, xx are cost-utility studies (ref ...) and xx other studies, specify (ref ...)

Use one table per study

	Reference 

	-Type of study:

- Source of data: clinical trial, observational study Markov model ...

- Perspective:

- Population of the base case:

- Main outcome:

- Time horizon:

- Costs included in the study:

- Costing (DRGs, e-Health, ...):

- Discount rate applied to costs and health outcomes.:

- Utility values ​​considered:

- Sensitivity analysis:

-Conflict of Interest:

	COSTS (1)
	Drug A
	Drug B
	Incremental costs (2) 

	Treatment cost (3) 
	xx €
	xx €
	Incremental cost of treatment   xx€

	Patient cost (4)
	xx €
	xx €
	Incremental cost by patient       xx €

	EFFECTS (1) 
	Drug A
	Drug B
	Incremental effects (2)

	LYGs gained
	 xx LYGs
	xx LYGs
	Incremental LYGs by patient          xx LYGs

	QALYs gained
	xx QALYs
	xx QALYs
	Incremental QALYs by patient       xx QALYs

	Calculated utility (5) 
	xx
	xx
	--

	INCREMENTAL COST EFFECTIVENESS RATIO (1) 
	ICER 

	Base case
	€ / LYG  ó  € / QALY

	Other scenarios of interest
	€ / LYG  ó  € / QALY

	(1) Present the data from the publication. If publications are available other results or evaluations, the table will suit them.

(2) Difference between drug A and drug B

(3) Cost of treatment with the study drug and the drug presented in the reference study 

(4) Overall resource cost of each option presented in the study

(5) Relationship QALYs / LYGs


Describe any other published studies: critical review and applicability of published pharmacoeconomic studies.

Make brief narrative summary of the base case results and present the main results of the sensitivity analysis.
7.2.b Incremental cost effectiveness ratio (ICER). Own data
	Incremental Cost Effectiveness
Continuous variables

	
	
	Endpoint
	Efficacy A
	Efficacy B
	Difference (CI95%)
	Incremental cost
	ICER (CI95%)

	Reference  x


	Main population
	
	Ef A  units
	Ef B units
	Ef A – Ef B = 

D  (D inf-D sup)
	A-B
	(A-B) / D

(A-B) / D inf

(A-B) / D sup

	
	Subgroup 1
	
	
	
	
	
	

	
	Subgroup 2
	
	
	
	
	
	

	Reference  y
	Main population
	
	
	
	
	
	

	
	Subgroup 1
	
	
	
	
	
	

	
	Subgroup 2
	
	
	
	
	
	

	Efficacy data are taken from section 4.1 and the incremental or differential cost of section 7.1


Interpretation: According to the study data and the cost of treatment (etc.), the additional cost per  year of life gained estimated is € xx, but is also compatible with an ICER between xx and xx € € ...

	Incremental Cost Effectiveness Ratio (ICER)

Binary variables

	Reference

	Study type

	Endpoint
	Comparator 
	NNT (CI 95%) 
	Incremental Cost (A-B)
	ICER (CI95%)

	Reference  x


	Main population
	xxxx
	xxxx
	N (Ninf-Nsup)
	(A-B)
	(A-B) x N

(A-B) x N inf

(A-B) x N sup

	
	Subgroup 1
	
	
	
	
	

	
	Subgroup 2
	
	
	
	
	

	Reference  y
	Main population
	
	
	
	
	

	
	Subgroup 1
	
	
	
	
	

	
	Subgroup 2
	
	
	
	
	

	It presents the results of the base ICE according to the NNT calculated in section 5.2 and the incremental or differential cost of section 7.1


Interpretation: According to the study data and the treatment cost, the additional cost estimated per each additional patient to heal/live is € xx, but also supports an ICER between xx and xx €€.

Sensitivity analysis which tests the impact on the ICER of the variables for which there is uncertainty in the initial estimate
	Incremental Cost Effectiveness (ICER)

Sensitivity analysis

	Variable
	Range
	Maximum ICER
	Minimum ICER

	 Main result IC95% 
	
	
	

	Treatment cost 
	
	
	

	Treatment duration
	
	
	

	Average (or median) number of cycles (Oncology)
	
	
	

	Monitoring costs
	
	
	


You can delete rows from the table if not relevant and introduce as many factors as it deems appropriate, especially those in which there is greater uncertainty (see instructions).
7.3 Estimated number of patients eligible for treatment at the hospital 
In case of continuous variables:

	Estimated number of patients considered for treatment in the hospital every year, annual estimated cost and annual efficacy units

	Annual number of patients
	Incremental cost per patient
	Efficacy difference between drugs studied
	Annual budget impact
	Efficacy units per year

	A
	B
	D units
	A x B
	A x D

	Note: more rows can be added to express the results by subgroups of patients or restrict the terms of use. In this case the annual number of patients, the difference in efficacy and therefore the annual budget impact and the efficacy units gained annually will be different.


In case of binary variables:

	Estimated number of patients considered for treatment in the hospital every year, annual estimated cost and annual efficacy units

	Annual number of patients
	Incremental cost per patient
	NNT
	Annual budget impact
	Efficacy units per year

	A
	B
	C
	A x B
	A/C

	Note: more rows can be added to express the results by subgroups of patients or restrict the terms of use. In this case the annual number of patients, NNT and therefore the annual budget impact and the efficacy units gained annually will be different.


Interpretation: It is estimated that within a year period there will be a total of xx treated patients with the new drug. The additional annual cost to the hospital will be xxxx euros. The estimated number of patients who will benefit during the period of one year will be xx (define endpoint evaluated in the pivotal trial)


Additional annual cost to the hospital: Estimated impact on the budget of the services. 

Service xxxx:


 Global Impact and budget%: xxxx


Calculate the budgetary impact with different scenarios for different positionings.

7.4 Estimated budget impact on Primary Care prescribing
7.5 Estimation of the regional/national budgetary impact

Just fill in for GENESIS reports 

	 8. CONVENIENCE ASSESSMENT . 


Develop especially this section in case the efficacy, safety and/or efficiency are comparable, if there is evidence of differences between efficacy and effectiveness, and convenience aspects are clearly differential between assessed drugs and alternatives.

8.1 Description of convenience 
8.2 Influence of convenience in treatment effectiveness 
	9. CONCLUSIONS AREA.


9.1 Overview of the most significant aspects versus alternatives AND proposals  
A) Clinical and therapeutic aspects

- Compared clinical benefit: Efficacy / effectiveness, safety / tolerability, drawbacks of current treatment and unmet needs.
- Subgroups of patients with differential risk / benefit compared to the average 
- If benefits and risks are quantifiable, calculate the LHH = (1/NNT) / (1/NNH)
- Another possibility is to calculate benefits and risks per 1000 patients treated.

B) Cost, Cost Effectiveness and budget impact
9.2 Decision

-The proposal of the authors of the report is to be classified as: View GUIDE GINF
Identify whether the proposal includes the removal of other drugs from the formulary

9.3 Conditions of use (Following the classification of GINF)  
9.4 Monitoritng plan
Identify systems restricted definition through prescription systems, validation and dispensing.

10. REFERENCES
Include references used in the evaluation report, in order of appearance in the text and following the rules of Vancouver

Form to disclosure of conflicts of interest

Potential conflicts of interest in preparing evaluation reports are considered when they exceed the amount of 2,000 euros per year (last three years).

- Name:

- Institution where you work:

- An institution that relates to the report. Eg: scientific societies, group work, etc... (Answer only if different from above):

Participation in the evaluation report as:

1- Author
2- Tutor
3- External Reviewer

After having read and understood the information provided on the declaration of conflicts for this report, make the following statement:

A- Personal interests (please specify)




(YES

(NO 
	
	Activity
	Institution
	Date

	Funding for meetings and conferences, attending courses (registration, travel bags, accommodation ...)
	
	
	

	Fees as a speaker (conferences, courses ...)
	
	
	

	Funding of educational programs or courses (staffing, facility rental ...)
	
	
	

	Funding for participating in an investigation
	
	
	

	Consulting for a pharmaceutical company
	
	
	

	Shareholder or business interests in a company
	
	
	

	Economic interest in a private company related to health (owner, employee, shareholder, private consultation ...), which can be significant in relation to the authorship of the report
	
	
	

	Conflicts of interest of non-economic nature that may be significant in relation to authorship in the report
	
	
	

	


B- Non-personal interests (please specify)



(YES

(NO 
	Activity
Institution

Date
Funding or financial assistance for the unit or service

Contracting or financial aid to recruit in the unit or service

Financial support for research funding

Funding of educational programs or courses for the unit




C- Other potential conflicts of interest not mentioned in previous sections (specify) 

DATE









SIGNATURE
Presentation of results by type of measure, see instructions for assistance







































































 




















