
 

 
 
 
 
DATE:  July 31, 2007           BY EMAIL ONLY 
 
TO:  Dr. Amr Abdel Kader, A19.1 
 
RE:  RPC 2007-1041 
 
APPROVAL PERIOD:  07/31/2007 through 07/31/2008    
 
 
Congratulations, your research project was approved on July 17, 2007 with a total 
budget of $24,198.  The Research Programs Committees RPC is awarding you funding 
in the amount of $12,099 and your department is providing matching funds in the 
amount of $12,099. 
 
Your Research Activity Account with your spending budget will be initiated by the RPC 
office, once the following documents are received in the RPC office by mail to Desk 
M51 or by fax to 216-636-3329.  If these documents are not received within 90 days 
(October 31, 2007), your project will be terminated. 
 
 ● ARC Approval Letter  
 
Projects are approved and funded for one year. If more time is needed, “no-cost 
extensions” may be requested through the Renewal process in the on-line system near 
the one-year point. Extensions (renewal) may be granted after a review of the project’s 
status at one year. We wish you success in initiating and completing your project. 
 
If you have any questions, please contact the Research Program Committees office at 
(216) 444-2295 or by e-mail to kearnej@ccf.org. 
 
 
Thank you. 
 
Research Program Committees (RPC)/M51 
Telephone: (216) 444-2295 
Fax: (216) 636-3329 
 
 
Attachment:  E-mailed Review Comments document 
 
 
 



RPC #  2007-1041 
RPC Project Title: Evaluation of Orthotopic Autologus Transplantation of Cryopreserved Isolated 
Primordial Follicles  
 
RPC Review Criteria and Reviewer’s Comments: 
1.  Significance: This study may have great significance for the preservation of 
fertility in women who have undergone cancer therapy. 
 
2.  Approach: Researchers wish to use female sheep as experimental animals with 
hopes of finding an application that can be used in the preservation of fertility in women 
who have undergone cancer therapy.  They wish to show that autotransplantation of 
cryopreserved primordial ovarian follicles may produce a better outcome than 
autotransplantation of cryopreserved ovarian tissue with vascular anastomosis.  This is 
a preliminary study to investigate the survivability of autologous cryopreserved ovarian 
follicles reintroduced into the medullary remnants of ovarian tissue.  This is a well 
thought out study of limited extent that involves a small number of animals to answer a 
basic question prior to developing a larger more comprehensive investigation.  
Investigators recognize the limitations of their study and have incorporated the means to 
assess the possibility that residual ovarian cortex may compromise their study 
  
3. Innovation: The approach is innovative in that it incorporates cryopreserved 

primordial ovarian follicles injected into the medullary segment of ovaries that have 
been stripped of their cortexes.  From previous work, Investigators have found that 
cryopreserved ovaries having vascular reanastomosis show less than optimal 
hormonal profiles and tissue viability.  Since this is a preliminary study, investigators 
wish to use only six female sheep.  Three will be placed into group 1 that will 
undergo bilateral stripping of ovarian cortexes followed by injection of cryopreserved 
primordial follicles into the medullary ovarian remnant.  Three will go into group 2 
that will undergo bilateral oophorectomy followed by injection of cryopreserved 
primordial follicle into peritoneal windows.  Investigators will study the long term 
survival of follicles by estimation of the number of follicle injected and determination 
of the number of primordial and primary follicles found in histologic sections at the 
time of tissue harvest.  This is a novel technique that can be used for fertility 
preservation if shown successful. 
 
Reviewers, however, would like a better explanation of the purpose of the group 2 
experiments involving injection of follicle into peritoneal windows.  Is this a control 
group? Is 2 weeks of observation provides sufficient time to monitor the absence of 
ovarian function? Is the peritoneal window a repository of follicles for subsequent 
harvest?  What sort of comparisons are to be made between groups 1 and 2?  Are 6 
animals sufficient for statistically significant data analysis?  
 
Reviewers also wonder if the histologic assessment should include variables other 
than number of surviving follicles that may also influence fertility including extent of 
fibrosis, inflammation, granulation tissue, etc. 

 
4.  Investigator: Research will be performed by a highly skilled team having a level 
of experience and knowledge appropriate for study 



 
 
5.  Environment: The environment is appropriate for success of the study. 
 
 
OVERALL EVALUATION: This is a good study, focusing on a very important topic. 
The investigators have answered many of the previous questions but the investigators 
need to address the additional questions and concerns of the reviewers stated above. 
 
 
Budget – Budget should be more detailed 
 



RPC # 2007-1041 
RPC Project Title: Evaluation of Orthotopic Autologus Transplantation of Cryopreserved Isolated 
Primordial Follicles  
 
RPC Review Criteria and Reviewer’s Comments: 
1.  Significance:  
 
            The objective of this study is to assess the feasibility and efficacy of a technique for the isolation, 
cryopreservation, thawing and orthotopic transplantation of ovarian tissue in a sheep model. 
 
2.  Approach:  
 
            The approach is to 1) assess if cryo-thawed primordial follicles can survive transplantation into an 
ovarian remnant or a peritoneal window and 2) to determine is transplanted primordial follicles with graft 
resume ovarian function. Two groups of 3 sheep will be utilized subject to either of the two treatment sites 
for a period of 1 year. 
 
3.  Innovation 
            The study as noted by the authors is one of simple observation and recording of group differences 
with a focus on technique feasibility, and viability of the implant with the goal of fertility preservation.  This 
proposal has been markedly revised to indicate that transplantation of only the essential primordial 
follicles into the vascularized orthotopic sites will increase the longevity of ovarian function in a sheep 
model.  
 
4.  Investigator:  
 
            Dr. A. Abdel Kader is a Research Fellow in the Department of Obstetrics  & Gynecology and 
currently working on projects related to the isolation and identification of primordial follicles.  The other 
investigators are familiar with fertility preservation and histological assessment. 
 
5.  Environment:  
 
            As noted in the revised RPC application the following items were addressed: the appropriate 
forms will be submitted to the ARC; the housing fees include transportation to the farm and surgery 
facility; the cryopreservation protocol; timing of the study; the cost of hormonal measurements were 
included as budget items and the timeframe of the estrous cycles in the timeline of the study. 
 
OVERALL EVALUATION:  
 
            The proposal continues ongoing work on the surgical procedures and techniques to increase the 
viability of transplanted isolated primordial follicles in a sheep model. 6 ewes will be divided into Group A 
and Group B undergoing two different procedures for a period of 13 months. 

 Controls for the absence of ovarian function – animals in-Group B would serve as internal 
controls for a period of 2 weeks until they are scheduled for transplantation (Fig 1).  Is this sufficient time 
to monitor the absence of ovarian function? 
             Animals would be moved from Group A to Group B treatment if ovarian functions exist - The 
authors state that based on their previous results the use of 6 sheep should provide enough data. Please 
provide the evidence to support the number of animals needed for statistical data analysis.  The authors 
plan on expanding this study with a future NIH grant, which further emphasizes the need for accuracy in 
the number of animals in the experimental design.  
 


