
 

   

 
 

 
 
 
 

                                            
 
 
 
 

 Antigua, Guatemala 
28 - 30 April, 2004 



 2

DRAFT  Minutes of the Meeting 
 
 
PARTICIPANTS: 

Members 
• Justina Molzon FDA, Coordinator 
• Ricardo Bolaños, ANMAT/Argentina 
• Salomon Stavchansky, Univ. Texas 
• Irene Goncalves, INH Venezuela 
• Regina Pezoa, ISP-Chile  
• John Gordon, In liú of Conrad Pereira, Health Canada 
• Silvia Storpitis, ANVISA/Brazil 
• Silvia Giarcovich, ALIFAR 
• Loreta Marquez, FIFARMA 
• Lidiette Fonseca, University /MOH  Costa Rica  
• Margareth Marques, In liú of Roger Williams, USP  

 
Secretariat (PAHO/WHO):  
Sabine Koop, WHO (unable to attend) 
Juanita Mejía de Rodríguez, PAHO-Guatemala 
 
Technical Resource:  
Aida Sanchez (FDA) 
 
Observer: 
Marta de Alvarez,Drug Regulatory Authority, Guatemala 
 
 

 1.The Working Group (WG) was welcomed to Guatemala and Antigua by 
Juanita Mejía de Rodríguez, PAHO-Guatemala. Members of the WG thanked 
her for selecting such a beautiful and historic venue for its meeting.  

  
2. Justina Molzon provided an up date on the meeting of the PANDRH Steering 

Committee (SC) taking place in Madrid, prior to WHO’s 11th ICDRA in 
February 2004. She reported that Argentina was selected to represent 
PANDRH in ICH’s Global Cooperation Group and provided the group with the 
report she gave to the SC detailing the BE WG’s activities since the last SC 
meeting in Mexico, August 2003.  

 
3. As recommend by the WG at its last meeting, August of 2003, the PANDRH 

Secretariate consolidated the documents created by Salomon Stavchansky 
and Ricardo Bolaños.  The WG spent most of the first day of the meeting 
reviewing the consolidated document, Version 4.  

 
Salomon presented the portion of the document pertaining to the science 
based criteria for products requiring in vitro and/or in vivo BE studies and 
those not requiring BE studies that included recommendations by the WG 
during its last meeting. 
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Ricardo presented the portion of the document pertaining to the strategy for 
countries to harmonize the list of products requiring BE studies, based upon 
the prioritized list (core nucleus and recommended) of pharmaceutical 
products where in vivo BE are necessary that included comments from the 
WG during its last meeting.  
 
During their presentations, Salomon and Ricardo stressed important concepts 
that still needed to be clarified and elaborated upon.  Areas of concern 
included BCS, dissolution studies, definitions of multisource (generic)  
additional definitions to be included in the glossary, and suggestions for 
selection of a reference product if  innovator doesn’t exist in the market.  

 
The WG provided suggestions for revisions and rearrangement of text to 
clarify the concepts contained in the consolidated document. Based on these 
discussions, Salomon and Ricardo will make the recommended changes.  
 
The WG also recommended changing the title of the consolidated document 
to: Science based criteria for bioequivalence testing and Bio- waivers 
AND Strategic framework for Implementation.  
 
The WG  also discussed the need for specific information on BE studies for 
antiretrovirals. Ricardo expressed ANMAT’s concerns about the high 
variability of antiretrovirals.  Justina mentioned the work currently under way 
by WHO, UNAIDS, SADC and HHS (spell out and footnote) on a principles 
document that addresses issues related to fixed dose combination products 
for HIV, TB and malaria. She provided the web address for the current draft of 
the document which has a comment period until May 20, 2004. She also 
suggested that the WG evaluate the document and assess the possibility of 
using the principles described in addressing concerns related to 
antiretrovirals. 
 
Salomon and Ricardo were thanked for their efforts in drafting the document.  
They will be recognized in the document as to their efforts.  Both agreed that 
the document could be characterized as coming from the WG when it is 
posted for comment and presented to the IV Pan American Conference. 

 
The group will have one last opportunity to review the document for additional 
comments to reflect discussions with their DRA/MOH. Comments should be 
sent to Salomon, Ricardo AND Rosario for consideration and incorporation 
into the document.   

 
The resulting draft will be posted on the PANDRH portion of the PAHO 
website for comment by drug regulatory authorities of the region and other 
interested parties. A technical editor will review the document for formatting to 
make sure the document is as clear as possible for posting on the web. 
Comments received from the web will be circulated to the working group and 
the document finalized before the conference in November. 

 
The WG determined and agreed that the resulting version should be 
presented for approval to the IV Pan American Conference.   
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Details of the process and timeframes for finalizing the document: 
 
 1. Solomon and Ricardo to create Version 5 of the document based on 

comments from the Working Group Meeting by the end of May 
 

2. The document will be translated into English and Spanish and distributed 
to the working group for one last opportunity to review Version 5 for 
additional comments.  This will allow time for discussion within WG 
member’s DRA/ MOH. Deadline mid June  

 
3. All comments should be sent to Salomon, Ricardo AND Rosario for 

consideration and incorporation into the document. Deadline end of June 
 
4. Technical writer/editor to improve formatting and readability to make sure 

the document is as clear as possible for posting on the web. Deadline  
mid July 

 
5. The PANDRH Secretariate will provide the document to the PANDRH SC 

and PANDRH WG and country contacts to promote discussion amongst 
Drug Regulatory Authorities 

 
6. The reformatted DRAFT will be posted on the PANDRH portion of the 

PAHO website for comment by drug regulatory authorities of the region 
and other interested parties.  PANDRH Secretariate will inform PAHO 
contacts in countries, PANDRH SC and WG Experts. Deadline end of 
July--Length of comment period --end of August  

 
7. Comments received will be circulated to the working group and the 

document finalized before the conference.  
 

Deadline for incorporating comments into the document end of 
September 

 
8. The document will be sent to countries of the region prior to the 

conference in November. 
 

 
4. Classification of orally administered drugs on the WHO model List of 

Essential Medicines according to the BCS. Sabine Kopp, WHO 
 
Since Dr. Kopp was unable to attend the meeting this topic was not discussed 
in detail.  However, Salomon noted that the differences between the article 
published in Molecular Pharmaceuticals, Molecular Properties of WHO 
Essential Drugs and Provisional Biopharmaceutical Classification (web 
release date December 17, 2003) by Nehal A. Kasiem, et al. and the WHO 
documents would need to be justified before the WHO documents are 
finalized. Comments from WG members are welcomed and WHO will be 
asked to extend the comment period. (Clarify with Sabine and Rosario.) 
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5. Regional comparator  
 

As requested by WG in previous meetings (Feb 2003 Brasilia and August 
2003 Mexico) a sub-group met in WDC in January 2004 to discuss the issue. 
Results from that meeting and discussions with the SC meeting in Madrid 
were presented by Loreta Marquez, Salomon Stavchansky (presenting Roger 
Williams’ concept) and Silvia Giarcovich.  Based upon the WHO decision tree, 
the documents presented by ALIFAR, FIFARMA, and Roger Williams were 
considered. 
 
The WG decided that assessment of the unique situation of similars 
(multisource pharmaceutical products) in Latin America should continue. 
 
The WG thanked Silvia G. for her document detailing the background and 
history of discussions on the topic.   
 
Retrospective analysis should allow the Drug Regulatory Authorities the 
prerogative to select the RLD for older products considering the realities of 
their country’s current situation. This is particularly important as the markets 
are so different throughout the region and don’t lend themselves to a 
harmonized approach at this time. 
  
The group discussed two options for presenting the concept of a regional 
RLD.    
 

1. Document to include section on RLD as Section 3 (Risk of having 
whole document rejected) 

  
2. Stand alone document on RLD (Justina volunteered to draft a 

document   and distribute it to WG for comment.) 
 
Recommendations: 
 
1. WHO DECISION TREE should be used to retrospectively 

(Further discussion is still needed on second step of WHO decision tree—
what to do when innovator product is not the same in countries of region 
[locally manufactured or imported from a third country].)  

  
2. Roger’s concept was recommended to be used prospectively   
   (Regional comparator pharmaceutical product) 
 
3. WG noted that it is important for DRAs to request summary basis of 

approval for safety and efficacy of innovator’s submission (this information 
is generally publicly available). 

 
4. WG discussed the next steps and recommended that a stand alone 

document on RLD should be presented to the IV Conference for 
information and consideration.  

 
5. The WG recommended that the letter regarding comparators will be set 

aside for the time being as well as the list of comparator drug products for 
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use it the American Region until the group completes its discussion on the 
topic of RLD.  

 
6. Implementation of Technical seminars Aida Sanchez and Justina Molzon 
 

a) Date for BE basic seminar in Argentina (for MERCOSUR) and the 
CARIBBEAN 

 
b) Plan of implementation of Modules III & IV: Materials, speakers, dates   

 
• Notes from the III meeting (Brasilia Feb 2003): Modules 3&4: 

 
o Assistance from senior staff from the FDA will be required to organize 

Modules 3&4.  The modules will only be given in English and, 
therefore, translation to Spanish will be necessary.  

 
o Module 3 in English at the regional level could possibly be worked out 

with DIA.   
 
o Module 4 will need to be more practical with hands on experience.    
 
o It can be programmed in English only. The people selected could be 

train in data analysis in a central location. For example, Pharsight 
software sessions gratis—output more user friendly; FDA then focuses 
on regulatory decisions in training. Module 4 should be offered in a 
location where computers are available.  Spread sheets for pk data and 
ANOVA. The training should focus to those with good PK and PCOL 
background and good math skills. Could use help from others.  
Perhaps Canada could help with the training since the system is similar 
to FDA.   

 
Discussion of the modules proposed in September of 2000, during the WG first 
meeting indicated the following: 
 
a. The topics of the modules were still on the right track but could be modified to    

be made more relevant to the current situation. 
 
b.  The WG  recommended that the materials on Module 1 and Module 2, used 

in the courses already offered, be posted on the PANDRH website. It also 
emphasized the use of video conference on other methods of distance 
learning to help conserve resources and costs for future training.  

 
c.  The WG indicated the need to shift from the basics of BE to an integrated   

approach as there is now experience in more countries than when the 
training modules were initially developed in 2000.   

 
d. As a result of increased experience among the DRA from the region,  

representatives from academia and regulatory authorities should assist FDA 
staff in providing future training.  For example, Regina Pezoa, ISP-Chile, 
provided inforrmation on a program being offered at the end of June on 
biopharmaceutics.   
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e. The WG also recommended that training emphasize the concepts discussed 
in the consolidated document and also the presentation and analysis of data. 
To promote implementation of the guidance training should focus on training 
and conduct of studies, reporting of results and  comparison of dissolution 
profiles. To promote harmonizaton efforts, formatting of reports in the region  
should be the same. FDA volunteered to provide a copy of the template used 
by the Office of Generic Drugs and CTD format for generic applications 

 
f. It was noted that future training may need to include information on the CMC 

information necssary to determine BE. 
 
g. USP volunteered to assist in dissolution training as it has training programs 

already established. 
 
 
7. Update of the questionnaire on BE situation in the Americas. Silvia 

(ALIFAR)  
 
After the questionnaire was prepared by Silvia, the Secretariat sent it to all 
countries of the Americas. The Secretariat consolidated the responses and Sylvia 
presented the preliminary results to the WG for comment and discussion. The 
Working Group discussed what should be presented to the IV Conference and 
areas to be emphasized.  
 
 The WG recommended that the final version be presented at the IV Conference. 

 
The discussion focused on specific questions of the survey to present to the IV 
Conference.  The presentation to the Conference should highlight current 
situation of BE in the region, the WG’s efforts to improve the situation, issues of 
BE still to be resolved and training needs.  
 
The survey will be resent to countries that did not respond the first time. Survey 
responses will also be sent to countries that responded to the survery for review 
and edits if necessary.  The PAHO Secretariate will revise the statistics based on 
responses received.  The conclusions will incorporate the numbers of countries 
replying and percentage of population of the region involved to illustrate the 
impact of the BE WG efforts.   
 
Specifics as to presentation of survey to Conference 
 
 Topics of survey: 

Legal provisions GCP applying to BE studies 
Requirement for BE Studies 
National Resources to conduct BE Studies 
Capacity of the Health Authority 
Training 

 
 Possible comparison of trends to survey done in 2000 (Justina to find old 

presentation) 
 
 Recommendations for WG activities based on Survey 
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The WG noted that the presentation should highlight the relationship of GCP, 
GMP and BE and the importance of advancing the three topics at the same time. 
 
The WG recommended that the GCP, GMP and BE WGs meet simultaneously to 
promote interaction and coordination of the topics.  The possibility of combined 
training efforts should be considered. 
 
 
8. Role of the WG in the implementation of the harmonized proposals 

approved by the PANDRH. Justina Molzon 
 

 Recommendations from the WG/BE to be submitted the IV Pan American 
Conference: 

 
a. The BE WG recommends that the Conference approves the document, 

Science Based Criteria for Bioequivalence Testing and Bio-waivers and 
Strategic Framework for Implementation, as it is presented for use in the 
American Region as reference document in the implementation of BE 
studies; 

 
b. The BE WG recommends that Drug Regulatory Authorities should 

adopt, in their national/regional legislation, regulations or agreements, the 
criteria for BE studies developed by the WG and provide for sufficient 
scientific staff to implement these concepts. 

 
c. The BE WG recommends that National Regulatory Authorities should 

advance in harmonizing the process of prioritizing active ingredients 
requiring BE studies by referring to the WG’s strategic framework for 
implementation of bioequivalence studies taking into account  health risk 
and realities in their country;  

 
d. The BE WG notes that ideally MOH, educational institutions and the 

pharmaceutical industry should include BE Criteria developed by PANDRH 
in their educational programs on bioequivalence and that MOHs should 
establish continuing education programs and seminars on the topic.  

 
e.  National Drug Regulatory Authorities should continue to monitor and 

contribute to the region’s efforts in implementing BE requirements. 
Training programs should be developed towards this end with an 
emphasis on long distance learning and increased outreach to DRA to 
encourage their participation.   

 
 
9. Next meeting of the WG/BE: Issues & date (during the IV     

Conference?)  Justina Molzon  
 

The WG will meet in November in conjunction with the Conference to prepare 
and discuss any remaining issues to be presented to the Conference.  It  
should also attend the conference to be available for discussion of the 
document and WG activities. Dates of the meeting will be verified with the 
PANDRH Secretariate. 


