


Supplemental File 2: Sensitivity of Completion Rate Estimates to Varying Active Tuberculosis Exclusion Logic
	Individuals diagnosed with active TB in the 12 months after the date that the first isoniazid prescription was filled were excluded from the latent tuberculosis infection (LTBI) treatment completion analyses (Figure 1 Cell 13). These people likely had active TB but were initially misdiagnosed with LTBI or they had LTBI which developed into active TB during their course of treatment. The 12 month time period was selected because people who initiate LTBI treatment with isoniazid are given 12 months to complete a 9 month course of treatment.1
	However, due to the limitations of claims data there is a degree of uncertainty about when the active TB developed, and changes in assumptions would result in changes in the inclusion or exclusion of a subset of these individuals who have an active tuberculosis diagnosis in this 12 month period.  This appendix explores how the inclusion and exclusion of various groups based on different assumptions affects the obtained completion rates.  The groups of interest are as follows:
· Groups A1 & A2: Individuals who did not complete 6 or 9 months of treatment, respectively, who have a diagnosis of active tuberculosis after their last day of isoniazid medication (i.e., the prescription fill date plus the days supply of isoniazid obtained on that date) but before the end of the 12 month period. These people might be included in the completion analyses if one assumes that 1) the active tuberculosis did not develop until after the treatment was discontinued, and 2) tuberculosis might have been prevented had the treatment not been discontinued. Including these individuals would decrease the obtained completion rate.

· Groups B1 & B2: Individuals who completed 6 or 9 months of treatment, respectively, who have a diagnosis of active tuberculosis after their last day of isoniazid medication but before the end of the 12 month period. These people might be included in completion analyses if one assumes that active tuberculosis did not develop until after the treatment was completed. Including these individuals would increase the obtained completion rate.
In order to determine the magnitude of the change in the completion rate estimates under these different assumptions, we recalculated the completion rates a number of different ways. The results are shown in the table below.
Supplement 2 Table: Exploration of varying latent tuberculosis infection (LTBI) treatment completion rate estimates under different assumptions about tuberculosis diagnosed after the initiation of LTBI treatment.
	
	# in Denominator
	# Completing 6 Months of Isoniazid
	6 Month Completion Rate & 95% Confidence Interval
	# Completing 9 Months of Isoniazid
	9 Month Completion Rate & 95% Confidence Interval

	No change to logic. 
	1,074
	497
	46.3%
(43.3, 49.3)
	243
	22.6%
(20.2, 25.2)

	Group A1* not excluded
	1,085
	497
	45.8%
(42.8, 48.8)
	243
	22.4%
(20.0, 25.0)

	Group A2** not excluded 
	1,087
	499
	45.9%
(43.0, 48.9)
	243
	22.3%
(20.0, 24.9)

	Group B1† not excluded
	1,077
	500
	46.4%
(43.5, 49.4)
	244
	22.7%
(20.2, 25.3)

	Group B2‡ not excluded
	1,075
	498
	46.3%
(43.4, 49.3)
	244
	22.7%
(20.3, 25.3)

	Groups A1-B2 not excluded
	1,088
	500
	45.9%
(43.0, 48.9)
	244
	22.4%
(20.0, 25.0)


* Group A1: Individuals who did not complete 6 months of treatment and who have a diagnosis of active tuberculosis after their last day of isoniazid medication but before the end of the 12 month period. 
** Group A2: Individuals who did not complete 9 months of treatment and who have a diagnosis of active tuberculosis after their last day of isoniazid medication but before the end of the 12 month period. 
† Group B1: Individuals completed 6 months of treatment and who have a diagnosis of active tuberculosis after their last day of isoniazid medication but before the end of the 12 month period. 
‡ Group B2: Individuals completed 9 months of treatment and who have a diagnosis of active tuberculosis after their last day of isoniazid medication but before the end of the 12 month period. 

The 6 and 9 month completion rates calculated with varying logic differ less than 1% from the completion rates obtained with no change to the logic. These results indicate that the completion rates based on our algorithm are robust to excluding or including certain patients who have a TB diagnosis given after the initiation of isoniazid treatment for LTBI. Given these findings, and given the added complexity of the alternative options which would affect future users of the algorithm, the original logic was retained.
1.	Horsburgh CR, Jr., Goldberg S, Bethel J, et al. Latent TB infection treatment acceptance and completion in the United States and Canada. Chest. 2010;137(2):401-409.
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