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Project Overview and Specific Aims

The advent of renal transplantation and cysteamine therapy have served to extend the lifespan of individuals with cystinosis into adulthood, but they do not prevent the ultimate progression of the disease.  For this reason, it is important to learn about the longer-term effects of cystinosis on quality of life in adults with the disease, as well as the final illnesses and causes of death in this population.  This knowledge can then be used in the planning of and/or justification for emerging therapies and treatments for adults living with cystinosis.  

Aim #1:  The first aim of the proposed study is to provide vital information on patient-reported outcome and quality of life in the expanding population of adults living with cystinosis. 
Aim #2:  Although treatment is serving to extend the lifespan of patients with cystinosis, there is currently no available cure and the disease and/or its complications are fatal.  A second aim of this study is to gather information on the final illnesses and specific causes of death in adults who had cystinosis and passed away during the past 10 years.  

Progress in Meeting Aims of Study
Development, Programming, and Launching of the Online Questionnaire
During the study period, we created two separate online studies.  One is for adults over 18 years of age living with cystinosis, and the other is for the parents or nearest living relatives of adults who had cystinosis and passed away during the past 10 years.  Each online study addresses one of the specific aims of this research, and yields detailed information on quality of life and outcome in adults with cystinosis.  We obtained IRB Approval from the Human Research Protections Program at UCSD for online informed consent for each study group. 
The development of the online studies was time intensive in that we supplemented the PROMIS standard modules with several other cystinosis- and study-specific questionnaires (e.g., complete demographic information, as well as information about diagnosed medical conditions), which involved developing and manually entering over 200 questions.  Other items that already existed within the PROMIS item banks needed to be revised to suit the needs of the study.  For example, the PROMIS item banks include questions about how a patient felt before and after becoming ill.  This needed to be modified for cystinosis patients, since it is a life-long disease.  This development phase required that we be in close contact with the site administrator for the NIH PROMIS, so that all programming and technical issues could be resolved.  The online studies were launched in July 2012.  
Identification and Recruitment of Participants

Our recruitment efforts for this study have been intensive.   In terms of outreach for potential participants, we have established alliances with numerous cystinosis and related groups or organizations, both nationally and internationally.  These include the Cystinosis Research Foundation (CRF), Cystinosis Research Network (CRN), Cystinosis Foundation, Cure Cystinosis International Registry (CCIR), NYU Emerging Adulthood Study, AIRG France, Cystinosis Australia (support group & Facebook page), German support group, and the Mexican Association of Cystinosis.   Our approved recruitment advertisement has been sent to these groups and organizations for posting/distribution, thereby reaching large audiences within the cystinosis population.   
In terms of recruitment of individuals we know to be eligible, we have identified potential participants through cystinosis meetings and cystinosis media, including publicly available websites and magazines/newsletters.  We have also solicited participation from individuals who indicated in advance that they would be interested in participating in this new study, and from individuals in our research records from previous studies.  
The outcome thus far of these recruitment efforts is shown below:

	Broad Advertising w/ Recruitment Ad
	9 groups/organizations

	Recruitment of Adults with Cystinosis
	

	Number of cystinosis individuals who we have personally contacted or attempted to contact
	80 adults with cystinosis

	Number of cystinosis individuals who have completed PROMIS
	22 (plus 2 incomplete)

	Number of cystinosis individuals who indicated intention of participating but who have not yet done so 
	19 adults with cystinosis

	Recruitment of Parents/Relatives
	

	Number of parents/relatives we have personally contacted or attempted to contact
	5 parents/relatives

	Number of parents/relatives who have completed PROMIS
	2 parents/relatives

	Number of parents/relatives who indicated intention of participating but who have not yet done so
	1 parent/relative

	Number of parents/relatives who indicated participation would be too difficult/painful, so they will not be completing the PROMIS study
	1 parent/relative


Of the individuals who intend to complete the PROMIS questionnaire but who have not yet done so, the most prevalent reason is that they are unable due to personal/medical demands at this time.  We would like to continue to follow-up with these individuals so that when their circumstances change, participation can be accomplished. 
It is also notable that there are many adults with cystinosis who have chosen not to respond to the recruitment ad or our individual solicitation to participate.  The specific reasons for this are unknown, but may include busy schedules, medical issues, and/or personal choice to not participate in the study.   
We proposed to have all study enrollment and data collection completed by the end of the 9th month of the 12-month grant period.  However, the launch of the study was delayed due to the   development and addition of cystinosis- and study-specific questionnaires within the PROMIS study (as described above).  Moreover, despite the intensive and widespread recruitment efforts described above, the number of adult cystinosis participants who have completed the study to date is approximately 50% of our projected subject accrual.   For the ancillary study of parents (or nearest living relative) of individuals with cystinosis who passed away within the past 10 years, our enrollment is far short of the projected goal of 20 parents/relatives.  There are still 20 identified participants who we have contact with and who intend to complete the study when their circumstances will allow them to do so.  For these reasons, we would like to request a 12-month extension of this study.   We would keep the study open for enrollment for an additional 10 months, during which time we would continue to advertise and solicit participation so that we will more closely attain our proposed subject numbers.  This would also enable us to attend cystinosis meetings with a laptop computer and schedule time-slots for adults who would like to participate.  The final 2 months would remain unchanged, and would be a period for analyzing and interpreting results, and preparing a manuscript for publication. 
