Supplemental Methods
Exclusions: 

Low startle reactivity/non responders:  Subjects with average startle during the 114-dB pulse-alone trials in block 2 less than 4 times the baseline EMG signal (i.e., no-stimulus response; <4 signal/noise ratio) were removed due to potential floor effects of low startle reactivity and/or excessively high noise confounding measurement of prepulse inhibition (PPI).  Hearing:  Subjects were tested for detection of a 35-dB pulse across both ears at a range of frequencies (500, 1000, 3000) to determine what detection level was associated with reduced PPI and required exclusion.  “Detection” was measured as the sum of a total of 6 possible tones detected (3 tones at each ear).  Analyses of PPI sessions at baseline indicated that only those subjects who detected fewer than 3 of 6 tones exhibited reduced PPI compared to all other groups, although this effect was not significant.  At the pre-deployment visit that had the largest sample, there was no significant correlation between number of probes detected and PPI (Pearson’s R=-.009, NS; Figure S1).  Based on these results, we excluded data from visits in which the subject could not hear at least 3 of the 6 tones presented.  
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Figure S1.  Association of 35 dB tone detection with %Prepulse Inhibition at pre-deployment visit (Total N=2101).  Data are mean+/-SEM with N of each group displayed on respective bar. 
Possible Covariates:  Tobacco and Caffeine use:  Subjects were not asked to refrain from tobacco or caffeine before PPI testing.  In order to evaluate if tobacco and caffeine use were possible moderators of PPI performance in our sample, we conducted correlation analysis with a number of tobacco and caffeine use measures in our baseline (pre-deployment) sample.  As covariates were examined at pre-deployment and prior to exclusions, the sample sizes vary from those in the final analyses.
Initial examination of tobacco use revealed no relationship between PPI and either 30-day tobacco-use status, frequency of tobacco use, or hours since last use of tobacco within the 24-hour period before testing (Table S1).  Similarly, hours since last use of caffeinated beverage (1-12 hr range) had no relationship with PPI.  Thus we did not incorporate caffeine or tobacco use variables in our final models.
Table S1.  Relationship of PPI with Nicotine and Caffeine Use in the MRS sample at the pre-deployment visit (N=2090, comprised of participants removed for exclusions and have full data on nicotine and caffeine use).
	Substance
	Variable 
	N
	Statistic
	P value

	Nicotine
	
	
	
	

	
	Has used tobacco in lifetime?a
	No: 801

Yes: 1282
	F<1 
	NS

	
	Used tobacco in the last 30 days?
	No: 913
Yes: 1170
	F<1
	NS

	
	Frequency of useb
	0=914, 1=343, 2=80, 3=473, 4=273
	F<1 or Spearman’s rho=-.018
	NS

	
	Hrs since last usec
	0=914, 1=343, 2=80, 3=473, 4=273
	Pearson’s Rs=

-0.13-0.066
	NS

	Caffeine
	Hrs since consumption of caffeinated beveraged
	1=547, 2=275, 3=85, 4=49, 5=1135
	F<1 or Pearson’s R= -0.033
	NS


a“Lifetime use” was defined as at least 100 lifetime cigarettes and/or at least 20 uses of pipe/cigar/snuff/chewing tobacco.

bFrequency defined as:  0=none; 1= non-daily light use; 2=non-daily heavy use; 3=daily light use; 4=daily heavy use.  Heavy use is defined as >=11 cigarettes, > 1 cigar or pipeful, OR > 2 dips or chews on average per day and Light use is defined as < 11 cigarettes, <= 1 cigar or pipeful, OR <= 2 dips or chews on average per day.

cCorrelations conducted within each “frequency of use” group.
dConsumption of caffeinated beverage:  1= within 3 hrs before test, 2= 4-6 hrs of test, 3= 7-9 hours before test, 4= 10-12 hrs before test, 5= >12 hrs before testing or no caffeinated beverage consumed.  Pearson’s correlation conducted only within the group reporting drinking a beverage within the last 12 hrs before testing.
Race/Ethnicity:  To control for the association of PPI with race/ethnicity we used a method of ancestry identification using genetic markers as previously described [41] and compared the 4 ancestry groups for differential PPI during the baseline visit (N=2090).  In brief, genotypes of 1,783 ancestry-informative markers (AIMs) were used to determine a participant's ancestry at the continental level for the 7 geographic regions Africa, Middle East, Europe, Central/South Asia, East Asia, Americas, and Oceania. Ancestry estimates were determined using STRUCTURE v2.3.2.1. at K=7, including prior population information of the HGDP reference set. Based on these ancestry estimates, participants were placed into 4 groups: participants with >95% European ancestry were grouped with European-Americans (N=1361); participants with >5% African ancestry and <5% each Native American, Central Asian, East Asian, and Oceanic ancestry as African-American (N=93), participants with >5% Native American and <10% African, and <5% each Central Asian, East Asian and Oceanic ancestry as Hispanic and Native Americans (N=382), and all others, including 43 East Asians with >95% East Asian ancestry as Others (N=254).  There was a trend for a main effect of ancestry (F(3,2089)=2.177, p=0.089; Mean %PPI+/-SEM:  European=39.5+/-0.8; African-American=34.8+/-3.2, Hispanic/Native American=42.1+/-1.3; Asian/Other=37.7+/-1.8).  

Battalions Tested:  Because this is a naturalistic prospective study, the battalions (1-4) tested differed in terms of deployment experience (training, time deployed, region, mission, leadership, season etc.) that cannot all be accounted for but may have affected PTSD prevalence. Indeed, prevalence of PTSD ranged from 2-6% depending on the battalion.  To control for these influences we thus included Battalion as a covariate.  
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