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Biostatistics Core Meeting 
October 15, Cape Town, South Africa, Vineyard Hotel & Spa
This document mainly serves to remind us of our topics of discussion, more than to document decisions made. 

Baobab Room

In Attendance: Crawford, Dodd, Fielding, Godfrey-Faussett, Kasese, Lawrence, Lewis, Moulton, Pan, Schaap, Sismanidis.  

Wednesday October 14    

19:00  Biostatistics/Modeling Blowout dinner at Barristers (in Cardiff Castle) 
Thursday October 15
New challenges for the Biostatistics Core
We discussed possibilities for latent variable modeling (LVM) approaches to TB diagnostics, where the latent variable is the true status of an individual, and there is no gold standard, or an imperfect one.  Peter Dodd and colleagues have a manuscript looking at improving TST cutoff determination using ELISpot data.  Babis thought symptoms could be added in as well.  SOCS cohort data could be useful for LVM approchaes, to combine information from different tests.  TBevidence.org is a major source of information on diagnostics.  Kwame of ZAMBART is doing a relevant PhD thesis. Check out articles by Bakeer (sp?), and Pai (in gray journal).  Bill Pan and Larry Moulton sent around sheaves of articles after the meeting dealing with LVM approaches.

The fried egg design that wasn’t
Ab Schaap and Babis Sismanidis presented ZAMSTAR considerations regarding where to focus the sampling of the final prevalence survey.  Within the randomization unit is the intervention area, and the yolk-like sampling area lies within the intervention area.  Kathy Lawrence noted that in South Africa, some informal settlements have changed, some sites have been relocated, some communities have been moved outside of the fried egg.

There are differing ratios of white-to-yolk, not clear whether this makes a difference.  There are tradeoffs regarding where to do the sampling, but the magnitudes and even directions of the tradeoffs are not known. If sample the yolk highly, then there may be less prevalence, with households being very near the central clinic; if sample in the periphery, there may be less prevalence, due to lower population density and mixing; also, the intervention may not have been carried out as much there.
Progress on GIS data collection and analysis
The Trimble, a magnificent GPS-enabled data collection instrument, was unveiled.

Nkatya-Chanda Kasese presented the rationale and methods for collection of TB notification rate data.  Issues relating to the sometimes complex relationship between the various geographic boundary layers were discussed.  There are some holes in the data, but can be recovered as per Zamstar plans for documentation work.  Google Earth could be used to count number of houses to estimate population in catchment and intervention areas.  Some problems with figuring out denominator, which structures are houses or stores, 2 stories, size/household are known from the prevalence survey.  

Need 33,000 USD to do fill in all the gaps.
Other notes:

Can use a process measure, to see if testing being done.

May use data for stratification afterwards, subgroup analyses.

Used for burden of disease.  But there is dropoff, and sometimes changes in where people go for their clinic workups.

Are data good enough to publish on their own (incidence data)?  Or use just to inform the results of the prevalence survey?

Much data has been entered; there are missing data, can retrieve some outcomes from treatment cards.  Sometimes, there are two registers, and duplication.  Locations need to be determined, and entered.

SOCS and the prevalence survey can obtain data on household structure.

There are about 50,000 notification records for Zambia, 30,000 for South Africa.

Can use 2000 census, then make assumptions on denominators and migration etc.

Might be sufficient to look at numerators before and after intervention, and forget the denominator.  

Part of the intervention was standard of care upgrading of registers everywhere.

South Africa—have TB registers, with variable information on residence --but changed system over time.

Reproducible research and main CREATE analyses
Bamako code of conduct draft with respect to data sharing was distributed, and two types of sharing were discussed:
1. Putting a very lean data set and analysis program, with documentation, on a website (probably the publishing journal), that would enable someone to reproduce the primary analysis or analyses of an article.

2. Putting together larger, public use data sets, possibly requiring some kind of registration or vetting to get access to them.

The first is fairly straightforward, and even required by some journals, although takes perhaps 10 hours of time to do so.  The primary articles from the CREATE studies should be able to put this together.
The second is more complicated, and involves investigators’ rights to publish their own data before others, North-South imbalances in opportunities to work with the data, etc.

13:30-14:00     Changes/Remaining problems for analyses:  Thibela TB  (Fielding, Lewis)
Katherine Fielding explained the estimation of TB incidence for the primary outcome, and the four overlapping cohorts for which analyses (per protocol and otherwise) will be made.  Secondary endpoints including INH-resistant TB were also discussed.
James Lewis went over the baseline survey data, and posed challenging questions regarding the meaning of effect modification of risk factor/TB relationship by prior history of TB, and of missing data.
14:00-14:30     Changes/Remaining problems for analyses:  THRio  (Moulton)
Moulton explained changes in the analyses to focus on ‘eligibles’ and delineation of control and intervention phases; patients need to have evidence of visits (CD4 determination) to be counted in each phase.
14:30-15:00     Changes/Remaining problems for analyses:  ZAMSTAR  (Sismanidis)
The main challenge is that our dear Babis is departing for Geneva.
For all three studies: statistical analysis plans need to be finalized.

Data archiving and post-study data accessibility
Moulton showed an example of an archiving approach used in a 3-country vitamin A study of 10,000 infants: how data were organized onto a final CD with raw data files, analysis files, SAS programs, some documentation.  The goal here will be to make sure CREATE data continue to be accessible to CREATE investigators; this is not a matter of creating public-use data sets, as discussed earlier.
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