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ANNEX I

APPLICATION FORM

 CERTIFICATION FOR MEDICINE BIOAVAILABILITY/BIOEQUIVALENCE CENTERS 
  TYPE OF PETITION

 (    ) Concession



(    ) Alteration in field      

 (    ) Cancellation



(    ) Inclusion of operational unit      



Registration Information:

	01 – CENTER IDENTIFICATION

	Corporate Name

     
	CNPJ

     

	Denomination

     

	Nº Operation License
     
	Period

     
	

	Legal Representative

     

	Coordinator of the Center

     


	02 – ADDRESS

	Street / Avenue / Nº / Complement
      

	Federate Unit
     
	Municipality 
     

	Country

     
	City District

     

	ZIP
     
	Area Code

     
	Telephone

     
	Area Code

     
	Fax

     

	E-mail

     


Filling instructions:  fields  01 and 02 refer  to information regarding the headquarters of the Center.
	03 - ACTIVITIES  CARRIED OUT / OUTSOURCED

	CLINICAL PHASE
	ANALYTICAL PHASE
	STATISTICAL PHASE

	O
	C
	
	O
	C
	
	O
	C
	

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	Clinical Analysis Laboratory
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	Analytical Assays
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	Statistical Analyses

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	Hospitals/Clinics
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	Pharmacokinetic Analyses
	
	
	


O – OUTSOURCED


C – CARRIED OUT
Filling instructions: the fields in item  03 refer to the phases carried out by the Center, units and outsourced parties.  Concession Application, fill with ( X ).  Alteration Application, fill with ( I ) Inclusion and/or ( E ) Exclusion of Phase.

3.1- CLINICAL PHASE ( Hospitals/Clinics for hospitalization  )

	Corporate Name

     
	CNPJ 

     

	Street / Avenue / Nº / Complement
      

	City District
     

	Municipality

     
	ZIP

     

	Federate Unit
     
	Area Code

     
	Telephone

     
	Area Code

     
	Fax

     

	E-mail

     

	Nº Operation License

     
	Period

     
	

	Coordinator/Responsible for the phase 

     


3.2- CLINICAL PHASE (Clinical Analysis Laboratory )

	Corporate Name

     
	CNPJ 

     

	Street / Avenue / Nº / Complement
      

	City District
     

	Municipality

      
	ZIP

     

	Federate Unit
     
	Area Code

     
	Telephone

     
	Area Code

     
	Fax

     

	E-mail

     

	Operation License Number

     
	Period

     
	

	Legal Representative

     

	Technician in Charge

      
	Regional Council / Federate Unit / Registration Number

     


3.3- ANALYTICAL PHASE ( Analytical Assays )

	Street / Avenue / Nº / Complement
      

	City District
     

	Municipality

     
	ZIP

     

	Federate Unit
     
	Area Code

     
	Telephone

     
	Area Code      
	Fax

     

	E-mail

     

	Coordinator/Responsible for the phase

     


3.4- STATISTICAL PHASE ( Statistical Analyses )

	Street / Avenue / Nº / Complement
      

	City District
     

	Municipality

     
	ZIP

     

	Federate Unit
     
	Area Code

     
	Telephone

     
	Area Code

     
	Fax

     

	E-mail

     

	Coordinator/Responsible for the phase

     


Filling instructions: for the fields in item 03, if there is more than one unit per stage, add information according to item 6.

	 04 – GENERAL INFORMATION

	Total area of the Center :      

	Operational capacity (studies/month) :      

	Total area of the analytical laboratory :      

	Total area of the Clinical Analyses laboratory :      

	Number of technicians per unit of the Clinical Analysis Laboratory ( Hematology, Biochemistry, etc.) :      

	Average number of tests carried out per month by the clinical analysis laboratory :      

	Area available for hospitalization of subjects :      

	Number of beds available for hospitalization of  subjects :      

	Number of technicians involved in the clinical phase :      

	Number of technicians involved in the analytical phase :      

	Filling instructions:  the fields in  item 04 refer to information regarding the various phases, regardless of the phases to be carried out by the  Center itself or by third parties.


 05-  DOCUMENTS TO BE CHECKED UPON INSPECTION
5.1 – Clinical Phase:

  (   )   Guide for Quality Guarantee; 

  (   )   SOP for recruiting and selecting subjects;

  (   )   SOP for collecting samples;

  (   )   SOP for identification and preparation of samples;

  (   )   SOP for storage and transport of samples;

  (   )   SOP for hospitalization of subjects;

  (   )   SOP for emergency care of subjects;

  (   )   SOP for cleaning and preparation of areas for hospitalization of subjects;

  (   )   SOP for disposal of biological and non-biological material;

  (   )   SOP for reception and control of medicines under study.  

5.2 – Clinical Analysis Laboratory:

(   )   Guide for Quality Guarantee;

(   )   SOP for use and maintenance of instruments;

(   )   SOP for use and maintenance of equipment;

(   )   SOP for disinfection of reusable utensils;  

(   )   SOP for washing glassware;

(   )   SOP for cleaning rooms;

(   )   SOP for collecting biological material;

(   )   SOP for external transport of samples;

(   )   SOP for disinfection and disposal of biological and non-biological material;

 5.3 – Analytical Phase:

  (   )   Guide for Quality Guarantee;
  (   )   SOP for transport and reception of samples;
  (   )   SOP for sample storage ( pre and post study);

  (   )   SOP for identification of samples;  

  (   )   SOP for washing glassware;

  (   )   SOP for validation of the analytical method;

  (   )   SOP for use, maintenance and validation chromatographic systems;

  (   )   SOP for stability studies of the drugs in biological liquids;

  (   )   SOP for use and maintenance of pH meter; 

  (   )   SOP for use and maintenance of refrigeration systems;  

  (   )   SOP for use and maintenance of scales;

  (   )   SOP for use and maintenance of water system;

  (   )   SOP for the sequence of analytical runs;

  (   )   SOP for use and maintenance of pipettes;

  (   )   SOP for disinfection and disposal of biological and non-biological material;

  (   )   SOP for quality assessment of the chromatograms;

  (   )   SOP setting forth criteria for re-analysis of samples;

  (   )   SOP for preparation of solutions and standards of use;

  (   )   SOP for pharmacokinetic analysis of the data obtained;

  (   )   SOP for storage of documentation of the studies

    Filling instructions:  during inspection the documents mentioned above will be checked. For our information, indicate the documents that the unit currently has.  The Center may organize its own SOPs individually according to the topics mentioned above, or group them under the same SOP, if it is convenient.
I HEREBY DECLARE UNDER PENALTY OF LAW THAT ALL THE INFORMATION PROVIDED HERE IS TRUE,

__________________________   
           ____/____/______

_________________________________

Place



         Date


Legal Representative /

Main Researcher do Center
	06-OTHER OPERATIONAL UNITS

	Phase

     

	 Activity Carried Out  FORMCHECKBOX 
  / Outsourced  FORMCHECKBOX 

     

	Corporate Name

     

	CNPJ 

     

	Street / Avenue / Nº / Complement

     

	City District

     

	Municipality

     
	ZIP

     

	Federate Unit

     
	Area Code

     
	Telephone

     
	Area Code

     
	Fax

     

	E-mail

     

	Legal Representative

     

	Coordinator/Responsible for the phase

     


Filling instructions: the purpose of this annex is to contemplate the other units or outsourced units not mentioned previously, which will act in the Clinical, Analytical and/or Statistical phases of the study carried out by the Bioequivalence Center. One annex should be filled out for each unit, indicating respective activity carried out or outsourced. 

I HEREBY DECLARE UNDER PENALTY OF LAW THAT ALL THE INFORMATION PROVIDED HERE IS TRUE,

__________________________   
           ____/____/______

_________________________________

Place



         Date


Legal Representative /

Main Researcher do Center
NECESSARY DOCUMENTS 

	07 – DOCUMENTS TO BE SENT TO ANVISA

	A – OF THE CENTER:

Document 01 - Application Form adopted by the Brazilian Sanitary Surveillance Agency/Ministry of Health in 02 (two) copies;

Document  02 – Form for collection of the Sanitary Surveillance  Inspection, in two copies (original and copy), together with Declaration to  ANVISA/MS, registered at Notary  of Titles and Documents, or certified copy, requesting discount  regarding the fee referred to, if appropriate;

Document  03 - Power of attorney of the Legal Representative, when appropriate;

Document 04- Copy of the Articles of Incorporation, registered at the Board of Trade, including as object the activities that the study center proposes to undertake (only for national Centers);
Document 05 - Copy of the document of registration at the National Legal Entity Register/CNPJ ;

Document 06 - Copy  of the Operation License and/or Sanitary License issued by the State Sanitary Surveillance;

Document 07 - Copy of the Contract(s)  of Leasing of the Clinical Unit and of the Rendering of Services of Laboratory Analyses, when appropriate;
Document 08 - Training schedule of the employees;

Document 09 - Curriculum of the main researcher and the people responsible for the clinical, analytical and statistical phases;

Document 10 - Center’s Organization Chart  and study Flowchart;

Document 11 – Background of the Bioequivalence Center (Site, Master file), including total number of studies concluded and list of those submitted to medicine registration in Brazil (only for international Centers).

B – OF THE CLINICAL PHASE:

Documents: 06 e 08; when appropriate;  
Document 12 - Copy of the document of constitution of the CCIH – Commission for Control of Hospital Infection;

when appropriate; 

Document 13 - List of equipment and instruments used.

C – OF THE CLINICAL ANALYSIS LABORATORY:

Documents: 06 e 08; when appropriate;  
Document  14 - List of equipment and instruments;

Document 15 - List of technicians of the area with technical qualification of each professional;

Document 16 - Models of the control files / control records used (temperature of the refrigerators and freezers, room temperature, room humidity, calibration of pipettes, reagents and standards, etc.);

Document   17 – Bio-safety Program;

Document  18 - Copy of document attesting participation in Quality Program organized by respective societies (proficiency assays).

D – OF THE ANALYTICAL PHASE:

Documents: 06 e 08; when appropriate;  
Document 19 -List of equipment and instruments;

Document  20 - List of technicians of the area with technical qualification of each professional;

Document 21 - Models of the control files / control records used (temperature of the refrigerators and freezers, room temperature, room humidity, calibration of pipettes, reagents and standards, etc.).

E – OF THE STATISTICAL PHASE:

Document 22 – Standard Operational Procedures, contemplating the following points:

· Data entry : tabulation,  verification of transcribed data,  software used;

· Data Treatment and Statistical Analysis: calculation of pharmacokinetic parameters, methods for outliers detection, analysis of variance and calculation of confidence interval, software used.
   Document 23 – Document proving employment contract between the Center and the person responsible for the Statistical Phase.



Instruction : The  documents contemplated in item 07 are needed by the  Center, Units and Outsourced Parties, as appropriate, if the phases are to be carried out/outsourced in different places.
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