
 

 
 
 
 
DATE:   August 15, 2008              BY EMAIL ONLY 
 
TO:  Dr. Amr Kader 
 
RE:  RPC 2008-1032 
 
APPROVAL PERIOD:  08/15/2008 through 08/15/2009    
 
 
Congratulations, your research project was approved on August 15, 2008 with a total 
budget of $24,997.  The Research Programs Committees RPC is awarding you funding 
in the amount of $12,498, and your department is providing matching funds in the 
amount of $12,499. 
 
Your Research Activity Account with your spending budget will be initiated by the RPC 
office, once the following documents re received in the RPC office by mail to Desk M51 
or by fax to 216-636-3329: 
  
 ●  IACUC approval letter (must be received within 3 months of 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 #   2008-1032 
RPC Project Title:  Hormonal Maintenance and Stimulation of Autotransplanted Vitrified Ovaria 
Tissue  
 
 
A.  Scientific Reviewer’s Comments: 
1.  Significance: Does this study address an important problem? If the aims of the application are achieved, how will 
scientific knowledge or clinical practice be advanced? What will be the effect of these studies on the concepts, methods, 
technologies, treatments, services, or preventative interventions that drive this field? 
Reviewer Comments: This study addresses the important problem of trying to maintain fertility 
in women of child-bearing age who may undergo fertility threating therapy for a variety of 
diseases including cancer. To date there are not many options for preservation of fertility in this 
setting. Orthotopic autotransplantation of ovarian tissue has been tried in experimental 
situations but graft survival has always been a problem primarily due to posttransplant ischemic 
injury. This team of investigators wishes to cryopreserve ovarian tissue using a unique 
apparatus that allows them to quick freeze finely minced follicle-containing tissue. The thawed 
tissue will then be injected into the ovarian remnant left following laparoscopic oophorectomy. 
The researchers hope that the transplant will survive better than previous attempts due to the 
relatively small volume of the individual tissue fragments and the rapid acquisition of of blood 
supply in the richly vascularized transplantation site. Also by introducing the grafted tissue to an 
antagonist to gonadotropin releasing hormone , researchers hope to potentiate the graft survival 
by providing a hormonal milieu that reduces follicular depletion due to an abnormal endocrine 
and paracrine environment. This type of research, if proven successful, could revelolutionize 
fertility preservation in therapudically jeopardized women.   
 
 
2a.  Approach: Are the conceptual or clinical framework, design, methods, and analyses adequately developed, well 
integrated, well reasoned, and appropriate to the aims of the project? Does the applicant acknowledge potential problem areas and 
consider alternative tactics? Is there a reasonable timeline for completion? 

Reviewer Comments: The investigators have two specific aims: 1) they wish to evaluate the 
effect of antagonizing the post-castration rise of endogenous gonadotropins on the viability and 
functionality of unstimulated vitrified-warmed ovarian tissue graft, and 2) study the hormonal 
stimulation of grafted ovarian tissue with incorporation of antigonadotropins to antagonize the 
endogenous high gonadotropin levels.  Their expected outcomes are that both the follicular 
content of the ovarian graft and the graft response to stimulation will be quantitatively and 
qualitatively better after administration of gonadotropin antagonists. Teverelix will be used as 
the gonadotropin antagonist and progesterone will be used a the synchronization stimulant. 
 
Researchers will monitor hormone levels for both stimulated and unstimulated graft using 
radioimmunoassay for FSH and estrogen and ELISA for antimullerian hormone at different time 
points appropriate to the normal estrous cycle. Ultrasonography will be used to evaluate the size 
and number of follicles at the beginning and throughout the post transplantation period. At 
termination the graft will be histologically assesed and scored for primordial, preantral, and 
antral follicles.  The quality of the follicles will be determined by DNA fragmentation and 
proliferating cell nuclear antigen (PCNA) assays.  Two different ewes will serve as unstimulated 
and stimulated controls. Controls also include current transplanted ewes that were not given 
gonadotropin antagonists. 
 



The overall approach is good but several questions and concerns remain to be addressed: 
1) Control animals are not well defined.  Will the "two different ewes" serving as stimulated and 
unstimulated controls receive hormonal antagonists?  This is not specifically spelled out. 
2) How will the "currently transplanted ewes" also serve as controls if they have if they have or 
have not received any of the special treatments in a time frame that were afforded the 
experimental animals? 
3) How long are tissues kept frozen following vitrification before thawing?  Does prolonged 
exposure to freezing temperatures reduce the viability of recovered follicles? 
4) How was the dosages of the antagonist and the synchronization progesterone determined?  
Will the amounts given to each ewe vary according to weight? 
5) Does the age of each aminal influence the results? Should all the animals be age matched? 
6) A lot of effort will be put into this "observational study".  I think it needs to be looked at by a 
biostatistician. 
7)The scientific protocol for most analyses are well spelled out in the Experimental Methods 
section except for the hormone profile monitoring section.  Eventhough samples are being sent 
to Colorado State University for analysis, the protocol should be detailed in the proposal.  
 
 
2b. Budget – Is the budget reasonable to accomplish the project goals? 
Reviewer Comments: The budget seems reasonable. Is it possible to do a similar study 
on a smaller, less expensive amimal?  
 
 
3.  Innovation: Is the project original and innovative? For example: Does the project challenge existing paradigms or clinical 
practice; address an innovative hypothesis or critical barrier to progress in the field? Does the project develop or employ novel 
concepts, approaches, methodologies, tools, or technologies for this area? 

Reviewer Comments: This is a very inovative study   
 
 
4.  Investigator: Are the investigators appropriately trained and well suited to carry out this work? Is the work proposed 
appropriate to the experience level of the principal investigator and other researchers? Does the investigative team bring 
complementary and integrated expertise to the project (if applicable)? 
Reviewer Comments: Amr Kader is a very maticulous investigator working in a well trained, 
knowledgeable environment.  In addition to his favorable biography, I have talked to several 
staff about his abilities and have received excellent comments.   
 
5.  Environment: Does the scientific environment in which the work will be done contribute to the probability of success? 
Do the proposed studies benefit from unique features of the scientific environment, or subject populations, or employ useful 
collaborative arrangements? Is there evidence of institutional support? If the PI is a trainee, is there sufficient mentoring to ensure 
the project can be carried out?  
Reviewer Comments:         
 
 
SUMMARY OF CRITIQUE:  Briefly summarize the most important points that would permit 
determination to fund or revise this proposal. 
Reviewer Comments:                   



RPC #   2008-1032 
RPC Project Title:  Hormonal Maintenance and Stimulation of Autotransplanted Vitrified Ovaria 
Tissue  
 
 
A.  Scientific Reviewer’s Comments: 
1.  Significance: Does this study address an important problem? If the aims of the application are achieved, how will 
scientific knowledge or clinical practice be advanced? What will be the effect of these studies on the concepts, methods, 
technologies, treatments, services, or preventative interventions that drive this field? 
Reviewer Comments: Fertility preservation is studied for cancer patients undergoing various 
therapies. Ovarian graft cryopreservation and transplantation encounters an abnormal paracrine 
and endocrine environment leading to a loss of the graft pool of primordial follicle. This study will 
focus on the salvage and stimulation of the survived ovarain graft.   
 
 
2a.  Approach: Are the conceptual or clinical framework, design, methods, and analyses adequately developed, well 
integrated, well reasoned, and appropriate to the aims of the project? Does the applicant acknowledge potential problem areas and 
consider alternative tactics? Is there a reasonable timeline for completion? 

Reviewer Comments: Primordial follicles are lost due to transplantation and ischemic damage. 
The study proposes to antagonize the endogenous gonadotropins by using Gnrh antagonist 
administration to help both salvage and stimulate the surviving ovarian graft. Hormonal profile 
monoitoring will follow in six ewes autotransplanted with vitrified thawed ovarian tissue. Post 
sacrifice evaulation of the graft includes histology of the ovarain graft for evidence of 
degeneration, apoptosis and proliferation activity in granulosa cells.    
 
 
2b. Budget – Is the budget reasonable to accomplish the project goals? 
Reviewer Comments: The budget appears reasonable.  
 
 
3.  Innovation: Is the project original and innovative? For example: Does the project challenge existing paradigms or clinical 
practice; address an innovative hypothesis or critical barrier to progress in the field? Does the project develop or employ novel 
concepts, approaches, methodologies, tools, or technologies for this area? 

Reviewer Comments: The ongoing research of this group has led to development of the 
technique of laparoscopic assisted injection of transplantation of processed ovarian tissue called 
Ocvarian Sand and the prototype to preserve ovarian sand by vitrification called the Ohio-Cryo. 
With this in mind, the study proposes to examine the patho-physiology of the grafted ovarian 
tissue based on the depletion of the ovarian graft as a result of high gonadotropin levels   
 
 
4.  Investigator: Are the investigators appropriately trained and well suited to carry out this work? Is the work proposed 
appropriate to the experience level of the principal investigator and other researchers? Does the investigative team bring 
complementary and integrated expertise to the project (if applicable)? 

Reviewer Comments: The investigators are appropriate for the study.   
 
5.  Environment: Does the scientific environment in which the work will be done contribute to the probability of success? 
Do the proposed studies benefit from unique features of the scientific environment, or subject populations, or employ useful 



collaborative arrangements? Is there evidence of institutional support? If the PI is a trainee, is there sufficient mentoring to ensure 
the project can be carried out?  
Reviewer Comments: The study will use the facilities of the Biological Resources Unit (BRU) 
for surgery and the Dept of Anatomic Pathology for the histological evaluations.  Samples for 
the hormonal profiling will be sent to the Colorado State University.   
 
 
SUMMARY OF CRITIQUE:  Briefly summarize the most important points that would permit 
determination to fund or revise this proposal. 
Reviewer Comments: The processes of transplantation of ovarian tissue and preservation of 
the ovarian sand have been developed.  The study  now focuses on identifying molecular 
parameters that influence the salvage and stimulation of the survived ovarain graft.    Table 1 
and figure 1 are missing.                                                            
 
 
 


