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A. Protocol Title 10 

1. Full Protocol Title: Reducing the Burden of Depression on Employment: Improving 11 
Function and Work 12 

 13 

2. Date of Protocol Summary and Version#: Date 1/7/2014; Version# 2 14 

 15 
B. Principal Investigator's Full Name and Degree: David W. Oslin, MD 16 

 17 
C. Co-Investigator's Full Name and Degree: N/A 18 

19 
20 

D. Financial Sponsor (Provide the name of the agency, organization,  company  or person providing funds 21 
for the research study.) Dept. of Veterans Affairs, Rehabilitation Research & Development 22 

 23 

E. Grant (Provide the name of individual who holds the grant and the grant number, if applicable.) 24 
David Oslin 101 RX001132-01A1 25 

 26 
F. Protocol Number (Provide the financial sponsor's protocol number, if applicable.) 27 

 28 
G. lnstitution(s) responsible for the project: 29 

1. For single-site studies - PVAMC is the only institution involved. Yes No D 30 
2. For multi-center studies. 31 

2.1. PVAMC is the Coordinating Center in which the Pl is the lead investigator. Yes C No D 32 
NIA 33 

2.2. Provide the name of the Coordinating Center. Yes D No D N/A D 34 
2.3. List the name of the other sites involved. 35 
2.4. Provide the FWA numbers for each of the other sites involved. 36 

3. 37 
 38 

THE FOLLOWING INFORMATION MUST BE PVAMC-SPECIFIC, THAT IS, SPECIFIC TO WHAT 39 
WILL BE DONE WITH PVAMC-RECRUITED VETERANS. 40 

 41 

 42 
H. Background and Significance: (Describe succinctly and clearly the past findings which justify the 43 

plan for this project. A summary of the relevant literature in the area of interest and reports  of previous 44 
studies should be included.) 45 

 46 
Background 47 

 48 
There is increasing concern about high unemployment and underemployment among the 49 

men and women who have served this country and the threat that the absence of gainful 50 
employment poses for the health, quality of life and economic security of veterans and their 51 
families.(13) The VA, the White House, and other public and private sector institutions l1ave 52 
responded to this urgent crisis by committing time, energy and resources to help veterans 53 
and their spouses find adequate jobs.(14)  Yet, while unemployment and underemployment 54 
are significant problems for far too many veterans, another group of veterans faces significant 55 
employment problems but receives little assistance. This is the large group of veterans who 56 
are employed but, because of their depression, are encountering formidable obstacles 1o 57 
remaining engaged and productive in their work. Existing mental health and vocational 58 
services do not address this issue directly. The proposed study will test a new mental 59 
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 60 

health/vocational intervention, the Veterans Work and Health Initiative (V-WHI), aimed at 61 
reducing the harmful impact of depression on veterans who are already in the labor market. 62 

Depression is a highly prevalent, chronic and recurrent condition that frequently interferes 63 
with working. In the United States (US), depression is estimated to cost billions of dollars 64 
annually in lost work productivity principally as a  result  of  job  loss,  premature  retirement, 65 
work disability, at-work performance limitations (known as "presenteeism") and time lost from 66 
work (absenteeism).(6;7;15) The large cost of lost productivity  is  related  both to  the 67 
prevalence of depression in the working-age population  (6.4%  of  employed  US workers)(7) 68 
and the specific manner in which it  interferes  with working. Since Wells  and  colleagues(16) 69 
first reported on the disabling impact of depression in the 1980's, evidence of its human and 70 
economic burdens has continued to accumulate.(17-20) 71 

A large study conducted by the Tufts research team screened 14,000 primary care 72 
patients, enrolling a sample of employed adults-286 of whom had depression and another 73 
196 depression-free healthy controls. Subjects were observed for 18 months.(21;22) Though 74 
equivalent demographically and occupationally at baseline, depressed workers were found to 75 
be limited in their ability to perform basic job tasks at levels that were four times worsu than 76 
the control groups' and they had triple the mean number absences. In addition, within six 77 
months after enrolling in the study, 15% of the depression group became unemployed; five 78 
times higher than the control group's job loss rate.(23) Moreover, the impact of depre ;sion on 79 
employment did not improve significantly over time. 80 

The picture is bleaker for our newest veterans. In a recent study of employed OIF/OEF 81 
veterans seen in the Philadelphia VAMC's Behavioral Health Lab (BHL) program, multiple 82 
dimensions of job performance were impaired by depression. Work limitations were 83 
responsible for average at-work productivity losses of between 9 and 10%; equivalent to the 84 
losses seen in civilian employed populations with moderate to severe major depressiv1 85 
disorder (MDD).(3) 86 

 87 

Service Delivery Options. To our knowledge, there are no programs tailored specifically to 88 
employed veterans with depression who are having trouble at work. Various services exist 89 
that address facets of the problem, but care is fragmented and spread among a range of 90 
different programs, providers and sectors. 91 

For example, within the Veterans Health Administration (VHA), physicians (psychiatrists 92 
and primary care providers) deliver the majority of the care that adults with depression 93 
receive. While there have been important gains such as improved access to higher quality 94 
diagnosis and treatment, especially in PACT or primary care settings, many physicians 95 
(already pressed for time) tend to focus on their patients' symptoms and treatment, not on 96 
their work problems. Ultimately, many physicians become involved in their patients' wc,rk 97 
problems around the time a disability claim is involved-which is sometimes too late to prevent 98 
it. 99 

The VHA also has the largest and most comprehensive behavioral health services of any 100 
healthcare system. Behavioral health services are extensive but separate and include a range 101 
of acute inpatient, outpatient, emergency and consultation services, services and support for 102 
homeless veterans and intensive case management for veterans with severe mental illness 103 
(SMI). Included under behavioral health is the capacity for outpatient psychotherapy, but few 104 
psychotherapists are trained in addressing employment issues. Also within the behavioral 105 
health programs are comprehensive work training and supported employment services (e.g., 106 
for veterans with SMI). However, these do not target veterans who are gainfully employed. 107 
Vocational rehabilitation is available to veterans with a service-connected disability under the 108 
VetSuccess program (http://www.vba.va.gov/bln/vre/). Conceivably this program could help 109 
the portion of veterans with depression who have qualified for VA disability benefits and still 110 
work. Additionally, an array of job training, placement and employment support service:; are 111 
available to veterans (and in some cases their spouses) through the White House Joining 112 
Forces lnitiative (25) (which links to the federal OneStop Employment programs), the 113 

http://www.vba.va.gov/bln/vre/)
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 114 

Wounded Warriors program and others. These programs are aimed at reducing the high 115 
unemployment rate(26) and underemployment among veterans and their families. 116 

Finally, some adults with depression qualify for non-VA programs such as those offered in 117 
the workplace and/or the community. Many workers have access to Employee Assistance 118 
Programs (EAPs) through their employers, but seldom use them for depression 119 
assistance.(27) Community-based job training programs also could provide an option for 120 
some veterans. The Ticket to Work program is one example of an intervention to assif,t 121 
persons with disabilities with job preparation and job placement. Historically, this pro! ram 122 
rarely has been involved with helping people who are already employed. State and federal 123 
vocational rehabilitation programs also provide employment support to persons with 124 
disabilities but their services are available mainly to adults with the most severe healtl1 125 
problems, most of whom have little or no work experience. Insurance programs, such as the 126 
US Social Security disability programs and private disability carriers, provide income 127 
replacement. Finally, The Americans with Disabilities Act(28), while potentially helping with 128 
job accommodations, has generally helped more with hiring than retention. 129 

Taken as a whole, the V-WHI has the potential to fill a void in existing services while 130 
offering a paradigm shift for traditional mental health services from its historical focus on 131 
symptom-based pathology to a new emphasis  on recovery,  rehabilitation and functioning. 132 
This shift is consistent with the emerging policies from the Office of Mental Health Services 133 
and veterans' preferences. If successful, the V-WHI could be offered both to veterans i 1 VHA 134 
care and the large group of veterans who are eligible for services but choose to access care 135 
outside of the VA system. 136 

 137 
 138 

Significance of the Research 139 
 140 

Employed veterans with depression are vulnerable to a wide range of employment 141 
problems but a gap in their care still exists. Typically, health and work problems are 142 
addressed in separate silos and even systems. And, many interventions are geared for 143 
populations with work problems that are less intense (depressed with no work problems) or 144 
more intense (veterans with SMI). 145 

Moreover, research has been surprisingly limited in its conceptualization of the 146 
mechanisms linking depression to poor work outcomes. Almost completely missing is a 147 
discussion of functional performance. Over a decade of research, the Tufts team has 148 
established that depression is related to a range of functional difficulties and these lead to 149 
worse employment and economic outcomes. 150 

New care models that integrate psychological and work-focused interventions to achieve 151 
functional improvements may offer a solution. This study will test a new multi-modal cue 152 
program that is aimed at filling the gap. It will test whether the V-WHI will be effective in 153 
helping veterans to function effectively and productively at work. It is the first program to 154 
integrate mental health and vocational care for working veterans with depression who are 155 
already employed. If the V-WHI is effective, the proposed research will make a significant 156 
contribution to the science of functional improvement and work disability prevention. 157 
Eventually, this program could have a major impact on the health, quality of life and economic 158 
security of veterans and their families and save the VA and the nation millions of dollar::; in 159 
lost productivity. 160 

 161 
 162 

Preliminary Studies 163 
 164 

Preliminary Research Related to V-WHI Program Development. As discussed above, 165 
despite the secondary work benefits of high-quality  treatment,  research  has shown that it is 166 
not enough to overcome the significant work disruption that depression often causes. Taking 167 
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 168 

cues from the care of problems such as musculoskeletal pain, in which return to effective 169 
functioning is regarded as an important goal, the Tufts research team concluded that 170 
employees with depression may also benefit from work-focused care addressing the medical, 171 
psychosocial and vocational dimensions of functioning. Prior research by the Tufts team and 172 
others has suggested several strategies.(29) For instance, studies of collaborative care for 173 
depression(30-35) have shown that patient clinical outcomes are better when care is 174 
organized to support provider-patient teams with care manager involvement.(33;36) Similarly, 175 
occupational medicine and disability research has shown that work-injury or disability 176 
claimants return to work more quickly when medical providers, workplace managers, and the 177 
employee collaborate.(29;37) These results imply that coordinated care involving mental 178 
health care providers, the employee, and other professionals familiar with the work situation 179 
may bridge the gap between the medical and work domains. In addition, an extensive 180 
literature demonstrates the effectiveness of cognitive-behavioral therapy (CST) in improving 181 
mental health and functioning. CST is also flexible and can be provided as a brief intervention 182 
through in-person, telephonic,(38-40) or electronic modalities.(41-45) Finally, studies of 183 
supported employment for severely and chronically adults with mental illness and oth1 r 184 
persons with disabilities offer insights into the importance of achieving a "fit" between the 185 
person and the work environment. Methods of enhancing this fit have included job coaching, 186 
providing social supports, and/or instituting modifications at work (e.g., flexible 187 
scheduling).(9;10) 188 

 189 

V-WHI Work Coaching and Modification Component. The aim is to identify specific job 190 
performance difficulties related to depression and guide the veteran towards changing 191 
modifiable aspects of his or her work methods and/or work conditions. Conceptually, it draws 192 
upon principles articulated in research on return to work programs for work-injured 193 
employees and work disability claimants,(46) employment support for severely and 194 
chronically mentally ill populations(9;10;47;48) and disability theory(49)  which consider 195 
social role performance to result from a complex person and environmental interaction.(10;50) 196 
In this WHI component, the counselor focuses initially on obtaining an accurate assessment 197 
of the participant's job and work limitations using both the WLQ and probing techniques. The 198 
counselor then elicits information from the participant regarding individual and environmental 199 
barriers that may be interfering with effective functioning. This step is followed by effo11s to 200 
guide the participant towards initiating changes aimed at improving functioning. The 201 
recommended changes are designed to be normative and safe but do not involve formal job 202 
accommodations. The recommended approaches are behavioral and/or environmental 203 
depending on the nature of the problem and the person's preferences. For example, a veteran 204 
may be having difficulty working because he feels disorganized and/or distracted. After 205 
careful assessment of his work limitations, work conditions (demands, control, supports and 206 
environmental factors) and preferences, the V-WHI counselor may suggest strategies such as 207 
using organizing tools, asking coworkers for feedback and advice and/or periodically turning 208 
off email and telephones. If disorganization and/or distraction are related to 209 
cognitive/emotional issues such as ruminating and wandering thoughts, the counselor may 210 
suggest a CST strategy. 211 

 212 

Work-Focused Cognitive Behavioral Therapy (CST) Component. Depression  is associated 213 
with maladaptive cognitions behaviors and interpersonal functioning that may interfere with 214 
work functioning. Thus, individuals with the disorder  will,  conceivably,  benefit  from 215 
developing a new repertoire of more adaptive behavioral and cognitive strategies and c::>ping 216 
skills. The WHI incorporates CST strategies originally developed by Beck;(51-53) Lewinsohn 217 
and Antonuccio, Steinmetz and Teri;(54) and adapted by others.(38-40;42-45;55)  CST 218 
involves identifying and changing negative cognitions (e.g., negative self-talk, cognitive 219 
distortions, negative patterns of attribution) and maladaptive behaviors (e.g., avoidance, 220 
procrastination) that contribute to functional limitations. Studies report that CST is an 221 
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 222 

effective, time-limited alternative to more traditional therapeutic approaches to depression 223 
treatment,(56) and that it improves patients' symptoms and functional outcomes.(18;!,7) 224 
Treatment trials of enhanced primary  care have shown that CBT interventions  reduce social 225 
role disability.(43;58-61) CBT has also been studied within employee populations showing 226 
moderate positive effects on mental health, quality of working life, and absenteeism.(24;62-65) 227 
Recent studies using telephone-based CBT strategies have demonstrated efficacy.(66-68) 228 
These strategies are educational, goal-oriented, and time-limited collaborative endeavors that 229 
attempt to help individuals learn skills that enable more adaptive coping and functioning. The V-230 
WHI is based on similar CBT approaches and is supported by a manual, named Creating a 231 
Balance.(69) Prior studies using telephonic CBT and Creating a Balance have demonstrated 232 
improvements in depressive symptomatology. The V-WHI has adapted Creating a Balance to 233 
emphasize the program's work focus. 234 

 235 

WHI Tests. Two studies of the WHI have been completed to date and a third national study will 236 
be completed in 2013. The WHI studies were sponsored by the CDC (R01 DP000101), NIMH 237 
(R34 MH072735) and the NIA (R01 AG 033125-01A1), respectively. 238 

The first WHI pilot test was conducted in a national aeronautics manufacturing firm. It 239 
used a quasi-experimental, pretest-posttest design with an external comparator. In that initial 240 
study, employees in the WHI program had statistically significant improvements in at-work 241 
performance and productivity based on the WLQ (described below).(8) 242 

The second study was an RCT comparing the WHI to usual care for depression conducted 243 
in Maine State Government; Maine's largest employer. The RCT enrolled 59 employees in the 244 
WHI group and 27 non-depressed controls. Employees with other major psychiatric or 245 
physical co-morbidities were excluded. The groups were equivalent at baseline 246 
demographically, clinically and occupationally. As in the proposed study, the Maine study's 247 
primary endpoints were the WLQ at-work performance and productivity scores and health 248 
related work absences and productivity loss based on the WLQ Time Loss Module. PHGl-9 249 
depression severity was also assessed. The results were impressive. Although there were no 250 
baseline differences between the WHI treatment group and the usual care group (p 0.05), by 251 
follow-up the WHI treatment group had significantly better scores on every outcome and 252 
differences in the longitudinal changes were all statistically significant (p= 0.027 to 0.000). The 253 
new program was superior to usual care and resulted in an estimated annualized productivity 254 
cost savings of $6000 per participant. 255 

The third and ongoing study of the WHI is an RCT testing its effectiveness and economic 256 
impact for middle-aged and older workers with depression. The study includes 23 employers 257 
and organizations (e.g., AARP). WHI care is provided by OptumHealth EAP counselors, under 258 
the supervision of the Tufts team. This complex field trial will end enrollment in 2012. It has 259 
enrolled over 410 employed adults with depression. As seen in the two  prior trials, the burden 260 
of depression is large. The frequency of  work  limitations  is indicated by the WLQ  scale 261 
scores. 262 

Each WLQ score indicates the mean percentage of time in the 2 weeks prior to baseline 263 
that health problems limited ability to perform each category of work tasks: time 264 
management, physical tasks, mental and interpersonal tasks and output tasks (related 10 265 
quality, quantity and timeliness of work). For example, among employees with mild 266 
depression symptom severity, work limitation scores range from being limited 19% of the time 267 
to 28% of the time. For those with moderate symptom severity, the range is 20% of the time to 268 
42% of the time. For employees with severe symptoms, limitations range in frequency from 269 
32% of the time to 61% of the time. The associated at-work productivity loss was between 7 to 270 
14% on average in the three respective severity groups. Mean absences due to health or 271 
medical care in the prior two weeks ranged from just under 1 day to 2.4 days. Missed days 272 
translate into productivity losses between 7% and 22%. The burden of depression is also 273 
reflected by diagnosis. Functioning is poorest in the double depression group. Finally, the 274 
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 275 

number of co-morbid conditions, which in this study are primarily physical, was important 276 
only for performance of physical job tasks. 277 

 278 
I. Purpose of the Project: (Clearly provide the purpose of this research project.) This study's goal is 279 

to enable employed veterans with a depression disorder to remain functionally independent 280 
and participate fully in the labor market. Its Aim 1 objective is to test the effectiveness of an 281 
innovative telephonic counseling program for employed veterans with depression, thE! 282 
Veterans Work and Health Initiative (V-WHI), which uses both psychological and voca1ional 283 
interventions. The Aim 2 objective, which is contingent on the effectiveness of the V-WHI, is to 284 
quantify its return on investment (ROI). 285 

 286 
J. Describe the Research Questions or Hypotheses (that is, what questions are you trying to 287 

address by conducting the research.) The effectiveness of the V-WHI approach will be tested in 288 
the context of a randomized controlled trial (RCT). The following hypothesis will be tested: 289 
veterans receiving V-WHI will have better work outcomes at time 1 (T1) than the usual care 290 
group (BHL only) as measured by at-work productivity loss known as presenteeism. A sub 291 
hypothesis for Aim 1 is that the V-WHI effect at T1 will be sustained at least until the final follow-292 
up (T2). Secondary T1 outcome measures expected to improve include absenteeism, 293 
depression symptoms and health-related quality of life (HRQOL). Hypothesis 2 is  that the 294 
return on investment (ROI in the V-WHI at time T1 will be positive, exceeding 1). Analysis of 295 
ROI will be contingent upon confirmation of Hypothesis 1. ROI will be estimated based on the 296 
marginal group difference in productivity (presenteeism  and absenteeism  combined)  relative 297 
to the marginal V-WHI program costs. 298 

 299 
K. Primary Outcome Variable(s): (Define the primary outcome variable(s) used to support the study 300 

objectives (e.g. if the objective is to show that treatment A is superior to treatment B in the treatment 301 
of subjects with essential hypertension, the primary outcome variable is blood pressure 302 
measurement.) The main variables for outcomes  analysis quantify health-related decrements  303 
in work performance and productivity (presenteeism). In  addition,  we will assess  work  loss 304 
and work retention based on employment status and other work outcomes such as weekly 305 
hours. To help us interpret the scores, we have extensive comparative data from clinic and 306 
population-based samples for the Work Limitations Questionnaire (WLQ), the WLQ Time Loss 307 
Absence Module,(11;12) and other employment status items (e.g., job loss). 308 

 309 
L. Secondary Outcome Variable(s): (Define the secondary outcome variables. Such measured 310 

variables should also include the timing of measurement.) The study will also measure 311 
secondary outcomes related to work including work absences related to health and/or 312 
treatment, depressive symptoms and health-related quality of life (HRQOL). Additional study 313 
endpoints will include loss of employment vs. retention of employment, new disability c:laims 314 
and change in job hours. While relevant, they occur infrequently. Depression symptom 315 

severity is measured with the PHQ-9. The HRQOL is measured with the VR-12 which generates 316 
a physical component score and a mental component score. 317 

 318 
M. Study Design and Methods: 319 

1. Is this a clinical trial? [g]YES ONO 320 
1.1. If yes, what type? Check all that apply. N/A (no medications used) 321 

0 Phase I O Phase II O   Phase Ill O Phase IV 322 
1.2. If yes, this study must be registered on Clinicaltrials.gov. 323 

 324 
2. Design 325 

  2.1. What research methods will be used?  Check  all that a I .  326 

cg] Surve  s/Questionnaires cg] Interviews D Audio Taping 327 

  D Behavioral Observations cg] Chart Reviews D Video Tapin  328 
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 329 
D Focus Groups 0 Randomization 0 Double-Blind 

0 Control Group D Placebo D Withhold/Delav Treatment 

D Specimen Collection D Deception 0 Telephone Survev 

D Other (Describe)   

 330 

2.2. Describe how randomization or other treatment assignment will be made. 331 
The RCT will involve random assignment of 250 consenting subjects. For 332 
practical reasons, neither subjects nor the intervention providers will be blinded 333 
to subject assignment. Subject assignment will be a 50/50 ratio to V-WHI care or 334 

BHL usual care (no V-WHI care). Participants are not required to engage in BHL 335 

clinical care. Both groups are permitted to use other services through their  own 336 

VA or other insurance coverage or out-of-pocket expenditures. With attrition, we 337 
expect 225 at initial follow-up (month 4 to 5) and 200 at final follow-up (month 9); 338 
attrition rates of 10% and, in total, 20%. 339 

The randomization procedure will be automated within full/part-time group 340 
using a block randomization technique within group, where part-time is defined 341 
as less than 30 hours per week. Each block of 4 will contain 2 V-WHI and .2 BHL, 342 
randomly ordered. The small block sizes assure an even flow of new cases to the 343 
counselors. 344 

2.3. For retrospective research studies, provide the "look-back" period. (e.g., December 1, 345 

1999through December 31, 2008.) NIA 346 

 347 
3. Study Duration 348 

3.1. Provide the estimated length of time to enroll all subjects and complete the stud: . 44 349 

months will complete subject data collection; 48 months will complete analysis, 350 
reporting, and dissemination. 351 

3.2. Explain the expected duration of subject participation including any follow-up. Each V 352 
WHI subject requires 4 months of intervention. A booster session for V-WHI 353 
subjects will be provided at 8 months post-baseline. At the end of the first 354 

intervention period, which is month 4 to 5, all subjects will be invited to complete 355 

the first follow-up survey (T1). At month 9 (T2), all subjects will be invited to 356 
complete a final follow-up survey. 357 

3.3. Specify the projected date of completion of the proposed study. 11/30/2017 358 

 359 
4. Drug Information (If not applicable state, "Not Applicable.") N/A 360 

4.1. Specify if the drug or biological agent is: 361 
4.1.1. FDA approved 362 
4.1.2. Used for off-label purposes 363 
4.1.3. Not yet FDA approved. 364 

4.2. Include the FDA lnvestigational New Drug (IND) number for all non-FDA approved and 365 

off-label drugs, biological agents or nutritional supplements. If not applicable state, "Not 366 

Applicable." 367 
4.3. Provide all relevant information about the drug 368 
4.4. Explain any wash-out periods, rescue medications permitted and any type of 369 

medications not permitted while enrolled in the study. 370 
4.5. Describe blinding and un-blinding procedures. 371 
4.6. Include the dosage, route of administration, previous use, and the safety and effi,::acy 372 

information on any drug used for research purposes. 373 
4.7. Describe rationale for the dosage in this study. 374 
4.8. Justify why the risks are reasonable in relation to anticipated benefits and/or knowledge. 375 

 376 
4.9. Describe where drug preparation will be done. 377 
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 378 

4.10. All drugs for PVAMC subjects must be dispensed through the VA investigational 379 
pharmacy. 380 

4.11. Describe where the study treatment will be administered. 381 

4.12. Describe plan for tracking a non-compliant treatment study subject. 382 
4.13. Summarize any pre-clinical data. 383 

4.14. Describe the process for the storage, security, dispensing and return of an 384 
investigational drug. 385 

 386 
5. lnvestigational Device (If not applicable state, "Not Applicable.") N/A 387 

5.1. The lnvestigational Device Exemption (IDE) number must be submitted for all significant 388 
risk devices and if an IDE exists for a non-significant device. 389 

5.2. Significant Risk or Non-significant Risk - If a device is not approved by the FDA specify 390 
whether or not the sponsor has determined this device to be a "significant risk" or "non 391 
significant risk" as defined by the FDA. 392 

5.3. Provide all relevant information about the device. 393 

5.4. Describe blinding and un-blinding procedures. 394 

5.5. Specify if device is: 395 
5.5.1. FDA approved 396 
5.5.2. Used for off-label purposes 397 

5.5.3. Not yet FDA approved. 398 
5.6. Explain if the investigational device will be delivered and/or stored by the Principal 399 

Investigator or Pharmacy Services. 400 

5.7. Describe the process for the storage, security, dispensing and return of an 401 
investigational device. 402 

5.8. For research involving an investigational device, describe the SOP or plan for device 403 
control. 404 

5.9. Address how the device will be stored in such a way that only research staff associated 405 
with the protocol will have access to the device. 406 

5.10. Describe measures that will be put into place to ensure that the device will only be used 407 
in participants of this research protocol. 408 

 409 
N. Does this project involve international research? DYES [8JNO 410 

1. For further instructions refer to VHA Directive 2005-050, Requirements for Conducting VA 411 
Approved International Research Involving Human Subjects, Human Biological Specimens, or 412 
Human Data 413 

2. VHA Handbook 1200.05 definition of international research - VA international research is any 414 
VA-approved research conducted at international sites (not within the United States (U.S.), its 415 
territories, or Commonwealths); any VA-approved research using either human biological 416 
specimens (identified, de-identified, or coded) or human data (identified, de-identified, O( 417 
coded) originating from international sites; or any VA-approved research sending such 418 
specimens or data out of the U.S. (see par. 56). NOTE: For the purposes of this Handbook, 419 
research conducted at U.S. military bases, ships, or embassies is not considered international 420 
research. 421 

 422 
0. Study Procedure 423 

1. Study Procedures 424 
1.1. Outline all study procedures - (If necessary, include a table or flow chart, showing the 425 

schedule of the procedures and interactions. Distinguish between interventions that are 426 
experimental and carried out for research purposes vs. those that are considered 427 
standard of care. Routine procedures that are performed solely for research purposes 428 
should also be identified.) 429 

Recruitment for this project will be through the BHL, the PVAMC's integrated 430 
care program. Based on the routine standardized BHL clinical interview, 431 
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 432 

potentially eligible veterans will be invited by the BHL staff to be referred to the 433 
study staff to hear more about the study. Potentially eligible and interested 434 
veterans will be contacted by the study staff and invited to come in to meet with 435 
the study coordinator or research assistant to sign an informed consent 436 
document and to complete a Baseline visit. Veterans will be encouraged to 437 
complete the informed consent process in-person within two weeks (if more than 438 
two weeks, the PHQ9 will be repeated). A diagnostician will meet with the patient 439 
to determine a diagnosis of depression and/or persistent depressive disorder 440 
using the DSM-5 version of the SCIO. Moderate to severe work limitations will be 441 
confirmed by the validated Work Limitations Questionnaire (WLQ) Productivity 442 
Loss score of 5% or more. The impact of health problems on at-work performance 443 
and productivity (presenteeism) will be measured using the WLQ 8-item short · 444 
form, taken from the BHL clinical assessment. 445 

Consenting and eligible veterans will be enrolled and then asked to complete 446 
study  baseline (pre-treatment) questionnaires.  We will request the BHL 447 
assessment data from the BHL for these Veterans. In addition to the WLQ 8-item 448 
short form, the BHL assessment includes the MINI International Neuropsychiatric 449 
lnterview(5) modules for mania, psychosis, panic disorder, generalized anxiety 450 
disorder (GAD), and alcohol abuse/dependence; the PTSD Checklist(4); alcohol use 451 
using a 7-day time line follow-back method(71); use of Illicit Substanc,3s; the 5-item 452 
Paykel scale for suicide ideation(72); and the Veterans  RAND 12 Item Health 453 
Survey (VR-12). 454 

Eligible veterans will be randomized at the baseline visit. The veteran will be 455 
informed of his/her group assignment and instructed how to proceed. For those 456 
patients assigned to the V-WHI intervention, the study therapist will have c:.ccess 457 
to both the clinical and study baseline assessment data. The assigned counselor 458 
may view the data and begin the process of scheduling the first telephone 459 
session. 460 

The assigned V-WHI therapists will attempt to begin treatment within ·r days 461 
after assignment. The V-WHI treatment period will last for 4 months. At month 8, 462 
the V-WHI will provide a booster session. V-WHI care is entirely telephonic. 463 

 464 

The BHL Program - Usual Care 465 
Usual care will consist of standard behavioral health care at the Philadelphia 466 
VAMC, as offered by standard operating procedures within the BHL program. The 467 
BHL program triages Primary Care patients and engages patients with 468 
appropriate behavioral health services based on patient symptoms and patient 469 
preference. Patients are triaged to care with a BHL provider or to specialty Mental 470 
Health (MH) care. Those referred to specialty MH are enrolled in the BHL's 471 
Referral Management program, an intervention designed to enhance engagement 472 
into MH care. Treatment with a BHL provider is brief and focused and may 473 
i nclude pharmacotherapy support using psycho-education; symptom, 474 
adherence, and side effect monitoring; and problem focused advice or action 475 
plans. Typically, care delivered within the BHL consists of one or two 30-minute 476 
sessions per month for up to 6 months. These brief and focused sessions can 477 
either be by telephone or in-person. The therapy provided as part of BHL is built 478 
upon problem-solving therapy principles, motivational interviewing principles, 479 
and the development of action plans. Finally, the BHL clinical staff are 480 
continuously assessing patients for the need for a higher level of care and 481 
facilitating the transition to more specialized services as needed. It does not 482 
duplicate any of the V-WHI components and is assumed to be complementary to 483 
them. Patients who choose to refuse clinical behavioral health care are not 484 
excluded from participating in the study. 485 
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 486 
 487 

Description of the V-WHI 488 

The original WHI ordinarily consists of three components: 1) medical care 489 
coordination; 2) work modification and coaching interventions; and 3) work 490 
focused cognitive behavioral therapy (CBT) strategies. For this study, medical 491 
care coordination will be provided by the VHA's BHL program. Thus, the V-WHI 492 
will consist of WHI components 2 and 3 only. In this section, we describe the V 493 
WHI contrasting it with the BHL program. 494 

V-WHI will consist of both work modification and coaching interventions and 495 
work-focused cognitive behavioral therapy (CBT). The V-WHI is intended 10 496 
address barriers to recovery and functioning that occur among employed adults 497 
with depression. Barriers may occur at the individual-level and consist of 498 
cognitive, emotional and/or behavioral issues that interfere with functioning in the 499 
work context. Barriers may also occur at the environmental level and consist of 500 
psychosocial and/or physical characteristics of the workplace, job role and 501 
community. In addition, there may be supports and resources available to the 502 
person through the workplace and/or community, which potentially can contribute 503 
to achieving a positive outcome. 504 

 505 

The Work Coaching and Modification Component of V-WHI 506 
Depression's work impact can be manifest in a variety of ways. For example, 507 

symptoms (e.g., difficulty concentrating) can make it difficult for a person  to 508 
perform specific work tasks (e.g., filing papers). Depression can impair coping 509 
strategies and diminish a person's ability  to  adapt  to  psychosocial  and/or 510 
physical job demands and job stressors (e.g., variations in deadlines). It can also 511 
lead to pervasive psychological disengagement from work. Over time, the ;e 512 
problems can significantly  erode  a person's  work  performance  and productivity. 513 
If unaddressed, depression may result in further damage to the worker's  career, 514 
job security and quality of life. 515 

Treatment with antidepressants and/or psychotherapy can reduce symptoms 516 
but functional deficits often persist. Thus, the approach we use is to supplement 517 
high quality medical and/or psychiatric treatment for depression with 518 
interventions aimed at changing work behavior and/or psychosocial and/01· 519 
physical work conditions. The care process involves: 1) increasing the client's 520 
awareness of depression and its impact on his or her ability to function at work; 521 
2) identifying strategies for improving functioning that are appropriate to the 522 
problem, the person and his or her work situation; 3) providing  social support 523 

while strategies are being implemented; and 4) monitoring progress and making 524 

adjustments as necessary (including referral to other available resources). 525 
The counselors have several tools to support their efforts. These include the 526 
PHQ-9 and WLQ, which provide detailed information about the nature and 527 
severity of the client's depression symptoms and work limitations, respectively. 528 
Both assessments are repeated every four weeks. In addition, in a web-based 529 
Tools and Tips section of the study website, the counselors are provided with 530 
many examples of strategies for improving work functioning, which can be 531 
customized to the client and the job. The strategies clients are encouraged to try 532 
are not formal job accommodations. Counselors do not contact the workplace. 533 
The approach involves providing the depressed worker with a repertoire of self 534 
help strategies aimed at functional improvement, many of which can be used 535 
even after the program ends. 536 

 537 

The Cognitive-Behavioral Therapy (CBT) Component of V-WHI 538 
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 539 

Depression frequently involves maladaptive cognitions and behaviors that 540 
may interfere with working and contribute to depressive symptoms. Veterans, 541 
therefore, may benefit from developing a new repertoire of more positive, 542 
adaptive coping strategies. In this V-WHI component, counselors provide psycho 543 
education to veterans about CST concepts such as the positive impact of being 544 
active and socially connected and ways in which negative self-talk can make 545 
depression worse and impair functioning. After discussing the CST concepts and 546 
how they apply to the veteran, he or she will engage in exercises to practice more 547 
positive, adaptive behavioral and cognitive strategies in everyday life. Veterans 548 
then discuss the effectiveness and impact of these new strategies with th, ir 549 
counselors. The veteran and counselor will engage in an ongoing, collaborative 550 
process of identifying maladaptive coping strategies, practicing new ones and 551 
monitoring progress. The V-WHI uses an adapted work-focused version 0 ·1 the 552 
manual, Creating a Balance(69). 553 

To obtain the V-WHI, each veteran will be assigned to a study counselor who 554 
will provide the experimental treatment by telephone for 4 months. The V-WHI 555 
study counselors will not be involved in other aspects of the veteran's care. The 556 
initial 4-month period is designed to coincide with the acute phase of depression 557 
treatment. In order to support the gains made in V-WHI treatment, a booster 558 
session will be provided at 8 months post-baseline. During the initial intervention 559 
period, the veteran will have a SO-minute phone session with his or her assigned 560 
counselor every 2 weeks (for an 8-visit total). Between visits, the veteran will be 561 
asked to perform specific activities in support of treatment goals (i.e., homework). 562 
Because both V-WHI treatment components require the veteran to do homework 563 
and depression can undermine motivation, specific techniques are used to 564 
promote adherence to the care. In the V-WHI model, the counselors use 565 
Motivational Interviewing techniques to facilitate cognitive and/or behavioral 566 
change.(70) At the end of the initial intervention period, the counselor and 567 
veteran will co-write a customized self-care plan designed to maintain and extend 568 
progress. At month 8, the counselor and veteran will meet by phone to review 569 
progress (including administering the PHQ-9 and WLQ) and make any necessary 570 
adjustments in the self-care plan. 571 

The V-WHI may also involve referring clients to appropriate sources of care 572 

and resources within the VA. For example, in the course of providing the V-WHI 573 
interventions, the counselor may become aware of concurrent health, mental 574 
health (e.g., PTSD) and/or treatment issues (e.g., an evolving substance abuse 575 
disorder) that require separate attention. Should any indication of suicide risk 576 
arise it is addressed with appropriate clinical interventions. In such cases, the 577 
counselor may elect to notify the BHL or MH provider who can coordinate the 578 
necessary care. Finally, subjects in the V-WHI do not have to be taking an 579 
antidepressant and/or participating in psychotherapy. All subjects, regardless of 580 
group, are free to participate in any care they wish to use. 581 

1.2. Explain if and how the follow-up of subjects will occur. 582 
Research follow-up visits can be completed over the telephone or in person. At 583 
the end of the first intervention period, which is month 4 to 5, all subjects will be 584 
invited to complete the first follow-up survey (T1). At month 9 (T2), all subjects 585 
will be invited to complete a final follow-up survey. To encourage subjects to 586 
complete each questionnaire on time, we will offer a $25 incentive for baseline 587 
and T1 assessment points, and a $45 incentive for completing the T2 assessment 588 
point. Additionally, reminder letters are mailed out shortly before each 589 
questionnaire is due and, if the person is late in responding, reminder calls will be 590 
made by the study research assistant. 591 

1.3. Describe where, how and who will be conducting study procedures. 592 
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 593 

The V-WHI will be provided by up to counselors who have successfully 594 
completed the training provided by the Tufts team. The baseline and follow-up 595 
surveys will be completed by a research assistant. V-WHI care is entirely 596 
telephonic. The research baseline and follow-ups can be telephonic and/or in 597 
person. 598 

 599 
1.4. If a survey study, specify the estimated amount of time that subjects will need to 600 

complete the questionnaires/tools. The baseline and follow-up research 601 
questionnaires will take approximately 45 minutes to complete. 602 

1.5. If a blood draw, specify the amount of blood to be drawn in milliliters and in teaspoonfuls 603 
or tablespoonfuls and specify how often and where the blood will be drawn. N/t1 604 

 605 
 606 

2. Data Collection (Include all questionnaires and survey tools with the submission.) 607 
2.1. Provide 608 

2.1.1. the mode of data collection, e.g. telephone, in-person, questionnaire, 609 
interviews, Study baseline, T1, and T2 follow-ups can take place in-person 610 
or over the telephone via  questionnaires. Some  data will  be  obtained 611 
from the electronic medical records and VINCI. Utilization of the V-WHI 612 
(visits, homework assignments completed) will be obtained from 1he V 613 
WHI counselor information system. V-WHI care is entirely telephonic. We 614 
will also request a data set from the BHL program for consented 615 
participants. 616 

2.1.2. the precise plan for how data is to be collected or acquired 617 

The data analyses principally will use self-report data obtained from 618 
study questionnaires. Data from these sources will be supplemented with 619 
selected variables from the BHL clinical assessment (data reques1ed 620 
from BHL), VINCI, and VA electronic health record data. Table 1 621 
illustrates the main study variable sources. Most of the embedded 622 
questionnaires and items have been validated and most have been used 623 
in prior and ongoing depression studies. 624 

The main variables for outcomes analysis quantify health-relat1 d 625 
decrements in work performance and productivity. In addition, wt will 626 
assess work loss and work retention based on employment status and 627 
other work outcomes such as weekly hours. To help us interpret the 628 
scores, we have extensive comparative data from clinic and population 629 
based samples for the WLQ, the WLQ Time Loss Absence Module,(11;12) 630 
and other employment status items (e.g., job loss). 631 

Secondary outcome variables will include depression  symptom 632 
severity and HRQOL. The former is measured with the PHQ-9 (1;2). The 633 
latter is measured with the VR-12 which generates a physical component 634 
score (PCS) and a mental component score (MCS)(73). 635 

To assist the study in determining the degree to which measured 636 
changes in WLQ and/or PHQ-9 scores are perceptible to the veteran we 637 
will have the VR-12 PCS and MCS scores. In a treatment study in which a 638 
new type of care is being evaluated, it is useful to measure the 639 
consumers' experience of care. It is important to know whether the 640 
veterans found the care to be of a high quality, a reasonable cost (in 641 
terms of personal time and effort), effective and satisfactory. To assist us 642 
in obtaining this information, we will use a modified version of the  643 
CAHPS survey for behavioral health programs (74). One of the issues we 644 
will probe specifically is veterans' preference for different types of 645 
interventions. For instance, we can evaluate perceptions of key parts of 646 
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 647 

the V-WHI such as the CBT workbook and the homework assignments. 648 
We can also probe to find out if veterans would be interested in an 649 
employer outreach component. This information can be helpful to future 650 
versions of the program. 651 

We will also collect a range of other variables which will facili1ate 652 
analysis of the baseline comparability of the treatment groups, the impact 653 
of any differential attrition that may occur (such as the need for 654 
adjustments in the outcomes analysis), and supply rich descriptive data 655 
about veterans with depression, their work and their care. The study will 656 
assess: veteran demographics; military history; work history; current job 657 
demands autonomy and supports at work; job earnings; physical and 658 
mental health; current and past treatment for mental health and/o, 659 
behavioral health problems; utilization of VA, workplace and community 660 
support services (e.g., EAPs and vocational training); and current and 661 
past disability claims and decisions.(75) 662 

Finally, to support the economic analysis, utilization and cost data will 663 
be collected from questions on the study's self-report surveys, the 664 
electronic health records maintained by the VHA  for  each veteran,  and, 665 
for the experimental treatment group, the V-WHI counselor data system. 666 
The costs of delivering the V-WHI will be determined mainly on th1 basis 667 
of counselor and clinical supervision hours, which are mostly captured 668 
by the study's counselor website. 669 

The study's surveys will contain standard open-ended questions for 670 
capturing industry and occupation. The latter will be coded according to 671 
the Bureau of the Census six-digit occupational codes. These codes give 672 
us the ability to link data to the US Bureau of Labor Statistics' O*NET 673 
system and then to impute multiple occupational characteristics 674 
regarding job demands, worker training and educational requirem,3nts and 675 
other contextual attributes of these occupations (e.g., environmental 676 
conditions). These data will also be valuable for determining the external 677 
validity of the study results. 678 

 679 

Table 1. 680 

Measurement Method 
TO 

(Baseline) 
T1 

(first Follow-up) 
T2 

(Final Follow-up) 

PC-SAD X   

Chronic Condition Checklist X    

·- 
SCIO X   

WLQ Full Form X X X 

WLQ Time Loss Module X X X 

VR-12 X X X 
PHQ-9 X X X  

·- 

.- 
Demographics X X X 

Employment questions X X X 

Utilization and Costs questions X X X  

Disability Status  X X  
 
 
 
 
 

 
     J 

Work Loss, Retention, Turnover, 
Work Hours questions 

 
X X 

CAHPS Managed Behavioral Health 

Survey 

 
X X 
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 681 

2.1.3. exact location where data will be collected, 8HL Clinic, MIRECC Room 8228; 682 
research assessments (baseline, T1, T2) will be entered electronically on 683 
the Data Management Unit (DMU), a secure electronic database with 684 
access restricted to approved research  staff members  which will  reside 685 
on a VA server at the PVAMC; clinical data will be entered on the web 686 
based counselor information system, a secure web-based study 687 
information system, which will reside on a server at the PVAMC. 688 

2.1.4. exact location where data entry will take place. 689 

8HL clinic, MIRECC Room 8228; research assessments (baseline, T1, T2) 690 
will be entered electronically on the Data Management Unit (DMU], a 691 
secure electronic database with access restricted to approved research 692 
staff members which will reside on a VA server at the PVAMC; clinical 693 
data will be entered on the web-based counselor information system, a 694 
secure web-based study information system, which will reside on a 695 
server at the PVAMC (VHAPHIMIRECC1). 696 

2.1.5. the "title" of individual(s) collecting the data and analyzing the data, e.g. 697 
principal investigator, research coordinator. Principal Investigator (PII, 698 
investigators at Tufts, Senior Research Coordinator, Coordinator, 699 
Research Assistant, Statisticians/Data Analysts, study 700 
therapists/clinicians. 701 

 702 
2.2. Provide a time line for each aspect of the study. 703 

 704 

Table 2. Project Timetable 705 

-• 706 

 707 
 708 
 709 

 710 

A 48-month long study is proposed (Table 2). Phase I. Study Start up. In 711 

Phase II, Counselor Preparation, 2 months (M4-M5) will be devoted to providing 712 
an orientation to the V-WHI study counselors The Tufts team (with WOC status) 713 
will plan and implement the V-WHI counselor training program. Training will 714 
involve performing pre/post counselor evaluations and filing documents to award 715 
counselors who successfully complete the program with continuing education 716 
credits. Phase Ill, RCT Recruitment, will allocate 30 months (M5-M35) for 717 
identifying and enrolling eligible, consenting veterans, administering the study 718 
baseline questionnaires and providing sufficient time for study subjects to 719 

complete the study intervention. During this phase, the V-WHI counselors will 720 

participate by tele-conference in refresher training sessions and weekly 721 
supervision. Throughout this phase, veteran recruitment and study participation 722 
metrics (including drop-out) will be closely monitored with corrective actions 723 
taken as necessary. In Phase IV, 1st Follow-up, involving 31 months (M9-M40), 724 
study subjects will complete follow-up questionnaires. In Phase V, 2nd Follow-up 725 
lasting 31 months (M13-M44) will complete subject data collection. 726 
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 727 

2.3. Phase V1, Data Analysis, will overlap with Phases 11-V and beyond (M5-M46). 728 

Phase VII, Write-Up and Reporting, will occur over 4 months (M45-48). 729 
Chart/Records/Data Review (retrospective and/or prospective) 730 

2.3.1. Provide the planned or approximate number of charts/records/data to Je 731 
accessed 732 
2.3.1.1. PVAMC NIA 733 

2.3.1.2. Other site NIA 734 
2.3.2. Does this protocol employ an Honest Broker? DYES NO 735 

2.3.2.1. If yes, provide name of individual. 736 

2.3.2.2. If no, explain who will access the charts/records. 737 

2.3.2.3. Describe from what database charts/records/data will be accessed. 738 
 739 

 740 
3. Future Use of Data and Re-Contact, if applicable. NIA 741 

3.1. If any of the participant's data are going to be retained after the study for future 742 
research, the following information must be provided to the participant: 743 
3.1.1. Where will the data be stored? 744 

3.1.2. Who will have access to the data? 745 

3.2. If the subject is going to be re-contacted in the future about participating in futur3 746 
research, this must be specified. Describe the circumstances under which the 747 
participant would be re-contacted whether within the VA or outside the VA. 748 

3.2.1. If subjects will receive aggregate study results at the end of the study, the 749 
informed consent document must contain this information. 750 

 751 
4. Specimen Collection: NIA 752 

4.1. Give the source of all specimens and whether they were collected for research, 753 
treatment or diagnosis. 754 

4.2. State where specimens will be stored, secured and when discarded. 755 
4.3. Explain how destruction of samples will be substantiated. 756 

 757 
P. Genetic Testing, if applicable: NIA 758 

1. Explain if the study is looking for an association between a genetic marker and a specific 759 
disease or condition, but at this point it is not clear if the genetic marker has predictive value. 760 

 761 
1.1. The uncertainty regarding the predictive value of the genetic marker is such that studies 762 

in this category will not involve participant counseling. 763 
1.2. Describe if the study is based on the premise that a link between a genetic mark:!r and 764 

a specific disease or condition is such that the marker is clinically useful in predicting 765 
the development of that specific disease or condition. 766 

1.3. Will the subject be notified of the results and the provision for genetic counseling? 767 

0 Yes O No ON/A 768 
1.3.1. If yes, explain further. 769 

1.4. If biological specimens are used in this protocol, please respond to the following 770 

questions b1y checking the appropriate box: 771 

□ □ 772 

□ □ 773 

 YES NO N,'A 

a. Does the project involve genetic testing?   [] 

b. Will specimens be kept for future, unspecified use?   [] 

C. Will samples be made anonymous to maintain confidentiality? 

(Instructions: Note: If there is a link, it is not anonymous. Coding 
□ □ [] 

is not anonymous. 

d.  Will specimens be destroyed after the project-specific use is 

completed? 
□ □ [] 
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□ □ □ 774 

□ □ □ 775 

 776 
 777 

 778 

 779 
 780 

1.5.  781 

 782 
 783 

1.6.  784 

785 

Will specimens be de-identified?  □YES □NO O  N/A 
□ □ 786 

1.5.1. If yes, please describe the procedures to be used. 787 
1.5.2. Include at what point in the process the specimens will be de-identified. 788 
Describe what measures will be taken to minimize the following risks from breaches of 789 
confidentiality and privacy resulting from participating in THIS aspect of the res:!arch 790 
project: 791 
1.6.1. physical 792 

1.6.2. psychological 793 
1.6.3. financial 794 

1.6.4. social 795 
1.6.5. legal harm 796 

 797 

Q. Banking of Collected Specimens 798 
1. Will collected specimens be banked? DYES ONO [g]N/A 799 

1.1. IF BANKING SPECIMENS, IT MUST BE AT AN APPROVED VA REPOSITORY. ,For 800 
additional information, refer to VHA Handbook 1200. 12, Use of Data and Data 801 
Repositories in VHA Research - March 9, 2009.) 802 

1.2. If yes, specify the location where specimens will be banked. 803 
1.2.1. If the location is a non-VA site, has the mandatory approval from the Chief 804 

Officer of Research and Development (CRADO) been obtained through 805 
submission of a tissue banking application (VA Form 10-0436 - Off-site 806 
Application  for an Off-site  Tissue  Banking Waiver)? DYES   ONO []NIA 807 

1.2.2. If applicable, attach a copy of the VA Form 10-0436 808 
1.3. Explain how destruction of banked samples will be substantiated. 809 

 810 
R. Subject Recruitment (characteristics of the study population) 811 

1. Provide the planned or targeted enrollment at: 812 

1.1. PVAMC - 250 813 
1.2. Other sites - N/A 814 
1.3. Not applicable; chart review or use of previously collected data - D 815 

 816 
2. Screening and/or Eligibility Requirements 817 

2.1. Describe and provide justification for: 818 
2.1.1. Inclusion criteria 819 

Veterans will be considered eligible  for study  participation  if the 820 
following criteria are met:  18  years  of age (no maximum  age is 821 
specified); working for pay 15 hours per week; employed in the j,:>b for 822 
6 months (to ensure that the veteran has sufficient familiarity with the 823 

position and organization); current major depression and/or persistent 824 
depressive disorder symptoms based on DSM-5 criteria; and current 825 
work limitations. We require a minimum of 15 hours of work in a job to 826 
ensure active participation in the labor market. 827 

2.1.2. Exclusion criteria: 828 
non-English speaking or reading; bipolar disorder; psychosis; and/or 829 
planning to take maternity leave at any point in the next nine months. 830 

e. Will specimens be sold in the future?    

f. Will subjects be paid for their specimens now or in the future?    

g.  Will subjects be informed of the results of the specimen 
testinq? 

□ □ □ 
h. Are there any implications for family members based on 

specimen testing results? (If yes, they may be participants.) 
□ □ □ 

i. Will subjects be informed of results obtained from their DNA?   [] 
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□ 
□ 

 831 

The study will not exclude for co-morbidities such as post-traumatic 832 
stress disorder (PTSD), other anxiety disorders, alcohol and substance 833 
abuse disorders and medical illnesses as these are frequently co 834 
occurring disorders in this population. 835 

2.2. List all screening and/or eligibility requirements. Veterans will be considered eligible 836 
for study participation if the following criteria are met: 18 years of age (no 837 
maximum age is specified); working for pay 15 hours per week; employed in the 838 
job for 6  months; current major depression and/or persistent depressive 839 
disorder symptoms based on DSM-5 criteria; and current work limitations. 840 
Veterans will be considered ineligible if any of these criteria are met: non-English 841 
speaking or reading; bipolar disorder; psychosis; and/or planning on taking 842 
maternity leave in the next nine months. The study will NOT exclude for co 843 
morbidities such as post-traumatic stress disorder (PTSD), other anxiety 844 
disorders, alcohol and substance abuse disorders, and medical illnesses as these 845 
are frequently co-occurring disorders in this population. After consentin£1, a 846 
diagnostician will meet with the patient to determine a diagnosis of depression 847 
and/or persistent depressive disorder using the DSM-5 version of the SCID. Prior 848 
to randomization, each participant will have to meet all study eligibility criteria.. 849 
After consenting and prior to beginning any intervention, the participant will be 850 
invited to complete the study's baseline questionnaires (TO). 851 

2.3. Explain any special test or evaluations potential subjects may have to undergo before 852 
they are actually determined to be eligible for the study. 853 

Potentially eligible participants will be referred by the BHL. Based on the 854 
routine standardized BHL clinical interview, veterans will be invited by the BHL 855 
staff to have their name and contact information given to the study staff, hear 856 
more about the project. Potentially eligible Veterans will be called by the study 857 
staff and invited to come in for a baseline visit. Interested veterans will meet with 858 
the study coordinator or research assistant to sign an informed consent 859 
document. Veterans will be encouraged to complete the informed consent 860 
process in-person within two weeks (if more than two weeks, the PHQ9 will be 861 
repeated). At this time, a diagnostician will meet with the patient to determine a 862 
diagnosis of depression and/or persistent depressive disorder using the DSM-5 863 
version of the SCIO. We will use diagnosticians from the MIRECC. 864 

Moderate to severe work limitations will be confirmed by the validated Work 865 
Limitations Questionnaire (WLQ) Productivity Loss score of 5% or more. The 866 
impact of health problems on at-work performance and productivity 867 
(presenteeism) will be measured using the WLQ 8-item short form, which is 868 
already part of the BHL clinical assessment. 869 

2.4. Not Applicable; subjects not recruited; chart review. D 870 

3. If applicable, indicate what populations will be targeted for recruitment as participants. 871 
Check all that appIy. 872 

 873 

□ 874 

□ 875 

□ 876 

□ 877 

Males  

Females  

Inpatients  

Outpatients  

VA Employees  

Non-English Speaking**  

Veteran Family members***  

Non-Veterans***  

Other (Specify)  
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□ 

□ 

□ 
□ 
□ 

I Not Applicable,  chart review   I D I 878 

3.1. **For non-English speaking subjects - If an investigator proposes to use a participant 879 
population that does not speak or read English, a copy of the translated document, as 880 
well as the English version, needs to be forwarded to the IRB for approval. Translator 881 
certification is also required. 882 

3.2. ***If non-veterans will be recruited for this study, explain why sufficient veterans are not 883 
available to participate in the project (VHA Handbook 1200.5, paragraph 16a]. Veteran's 884 
spouses/partners, caregivers, etc. are considered non-veterans for the purposes of this 885 
study. 886 

3.3. ***Has approval to recruit non-veterans been received from the ACOS/R&D and 887 
Medical Center Director? 888 
3.3.1. Not Applicable 889 

3.3.2. D Pending (Non-veteran forms should be used. /RB office will obtain 890 
approval from ACOSIR&D and Medical Center Director.) 891 

 892 

4. Does this project target a specific  race or ethnic  group as participants?   DYES  [g] NO   893 

If yes, check aII that apply. 894 

□ 895 

□ 896 

□ 897 

□ 898 

4.1. Provide justification why this/these group(s) was/were chosen. NIA 899 
 900 

5. What   the age range of participan ts.?   Check all;; that apply. 901 
 902 
 903 
 904 
 905 
 906 
 907 

□ 908 

6. Are there specific reasons why certain populations (i.e., age, gender or ethnic groups) 909 
are excluded  as participants?  DYES   ONO N/A 910 
6.1. If yes, specify reasons. 911 

7. Does the pr.oJect 912 
913 

 914 
require enrollment915 

 916 
of the foIIowig classes of participants? 917 

□ 918 

□ 919 

□ 920 

□ 921 

□ 

Race  

American Indian or Alaskan Native  

Asian  

Black or African American  

Native Hawaiian or other Pacific 

Islander 
□ 

Black, not of Hispanic origin  

White, not of Hispanic origin  

Other  

 

Ethnicity  

Hispanic or Latino  

Not Hispanic or Latino  

Other  

  

  

  

  

 

Children (Under 18) Reguires Waiver from CRADO {VHA □ 
Directive 2001-028 Research lnvolving Children) 

Young Adults (18-21)  

Adults (22-65)  

Seniors (Over 65)  

Over 89  

Not Applicable, chart review  

 

 YES NO 

a. Employees   

b. Individuals with impaired decision making capability   

C. Pregnant women   

d. Economically and/or educationally disadvantaged persons  [gJ 
e. Prisoners  [gJ 
f. Illiterate, limited, or no English language proficiency   

g, Terminally ill patients   
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 922 
 923 

7.1. If applicable, what is the justification for including any of the above classes of 924 
participants in the project? 925 

7.2. If the project requires enrolling any of the above classes of participants describe any 926 
project-specific measures or special considerations, steps, or safeguards to ensure that 927 
these individuals are adequately protected. 928 

 929 
8. Describe the exact plan how subjects will be identified and recruited for the study. 930 

8.1. Discuss methods, e.g., referrals from physician offices, clinics, programs, or through 931 
advertisements and brochures. Recruitment for this project will be done through 932 
referrals from the BHL. 933 

8.2. If using a clinic, be specific about who will identify the potential subject and how that 934 
information will be transmitted to the research staff. BHL conducts clinical 935 
assessments on all patients referred from primary care. At the completion of the 936 
clinical assessment, all patients potentially eligible for IRB approved and 'VIIRECC 937 
approved research will be informed of these projects and asked if they can be 938 
contacted by appropriate study personnel to discuss the particular study in 939 
accordance to that protocol's procedures. 940 

8.3. If snowball method will be used, discuss the process and how the first individuals will be 941 

recruited. NIA 942 
8.4. Describe how information will be disseminated to subjects, e.g. handouts, brochures, 943 

flyers and advertisements (include all recruitment materials with this submissior:). NIA - 944 
no recruitment materials for this project. 945 

 946 
9. Informed Consent 947 

9.1. Informed Consent will not be sought. D 948 
9.2. Written informed consent from participants (VA Form 10-1086 is attached). 949 

9.3. Written informed consent from participants' legally authorized representative (U,R) as 950 
required by VA policy and/or applicable state laws (VA Form 10-1086 is attached). D 951 

9.4. Request Waiver of Documentation of Informed Consent D 952 
9.5. List the title of the key personnel involved in the following activities: 953 

9.5.1. Person Obtaining Consent 954 
9.5.1.1. Provide the title(s) of individual(s) Principal investigator, study 955 

coordinator or research assistant 956 

9.5.1.2. Type of training received to perform this process Principal 957 
Investigator has completed appropriate trainings and has 958 
many years of experience in conducting research studies 959 
and providing informed consent. The project coordinator has 960 
worked in the MIRECC for 6 years as the Senior Coordinator 961 
of the research program. She has received appropriate 962 
trainings including Good Clinical Practice, Privacy and 963 
HIPAA Focused Training, VA Privacy and Information 964 
Security Awareness and Rules of Behavior, Research 965 
Compliance. It will also be assured that the research 966 
assistant has been trained appropriately as above. 967 

9.5.2. Pre-Recruitment Screening (the use of medical records and other data 968 
bases to determine populations and individuals eligible for the study), NIA 969 

9.5.3. Recruitment Process (the process in which individuals are contacted and 970 
first introduced to the study and to the possibility of participating as subjects), 971 
Referrals will come from the BHL. Based on the BHL standardized 972 
clinical interview, potentially eligible veterans will be asked if they would 973 
like their name to be given to the study staff by the BHL staff to 974 
participate in the study. Study staff will contact the Veteran, describe 975 
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 976 

the study briefly, answer any questions, and invite the Veteran to come 977 

in for the informed consent process and baseline visit. 978 

9.5.4. Informed Consent Process (the process by which recruited subjects are fully 979 
informed about participating in the study and then formally give their voluntary 980 
consent for participating), 981 

Potential participants will meet with the study coordinator or research 982 
assistant for the informed consent process. Veterans will be encouraged 983 

to complete the informed consent process in-person within two weeks 984 

of referral (if more than two weeks, the PHQ9 will be repeated). 985 
The consent form will ask the participant to list one family 986 

member/designated person who may be contacted if we have difficulty 987 
locating the participant for visits. We will only contact this person in the 988 
event that we lose contact with the participant. When contacting the 989 
family member/designated person, we will inform them that the 990 
participant provided us with their contact information. In order to 991 
confirm that we are speaking to the correct person, we will confirm their 992 
relationship to the participant. We will be only asking information about 993 
how to reach the participant and will not be disclosing any clinical 994 
information. If the contact chooses not to talk to the researchers, the 995 
participant's own study participation will not be effected in any way. 996 
Refusal to provide this information will not exclude anyone from 997 

participating in the study. 998 

 999 
9.5.5. Screening of Recruited Subjects (those activities in the protocol in which a 1000 

final determination of eligibility of prospective subjects is made during the 1001 
early phases of the study, using laboratory data, inclusion and exclusion 1002 
criteria, and other person-specific information), 1003 

After signing consent, a diagnostician will meet with the participant to 1004 
determine a diagnosis of depression and/or persistent depressive 1005 
disorder using the SCID based on the DSM-5. Moderate to severe work 1006 
limitations will be confirmed by the validated Work Limitations 1007 
Questionnaire (WLQ) Productivity Loss score of 5% or more. 1008 

 1009 
9.5.6. Include the breakdown of each individual's responsibilities: 1010 

9.5.6.1. Principal Investigator, - responsible for the overall conduct of 1011 
the study, primarily in providing scientific direction for the 1012 
project, coordinating activities between the PVAMC and 1013 
Tufts study team, ensuring adherence to best practices and 1014 
regulatory requirements, and monitoring the implementation 1015 
and progress of the project. 1016 

9.5.6.2. Co-Principal Investigator NIA 1017 
9.5.6.3. Research Coordinator(s) - responsible for day-to-day project 1018 

coordination including supervision of the research assistant 1019 
working under the supervision of the Principal lnvestiqator; 1020 
regulatory work, including IRB submissions and maintaining 1021 
study files and regulatory files. 1022 

9.5.6.4. Additional research staff by title, 1023 
 1024 

Research Assistant - consent participants and perform 1025 
baseline (TO) and follow-up assessments (T1 and T2). This 1026 
will include data entry and management. 1027 
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□ □ 

 1028 

Statistician(s) - data quality assessment and statistical 1029 
analysis; participate in manuscript and presentation 1030 
development. The PVAMC statistician works directly with 1031 
the Tuft's team statisticians to address all data integrity 1032 
questions. 1033 

 1034 

Local Clinical Supervisor - serve as the local supervisor to 1035 
the clinical staff and be the clinical liaison between the 1036 
BHL providers and V-WHI therapists. 1037 

 1038 

Investigators of Tufts Medical Center - responsible for 1039 
overseeing the Tufts team, preparing and implementing the 1040 
counselor training and supervision, consulting on the study 1041 
website and data collection; data analysis and preparing 1042 
reports, manuscripts and presentations; serve as liaison to 1043 
VA medical and psychiatric personnel. 1044 

 1045 

Study therapists/clinicians - provide the V-WHI clinical 1046 
portions of the study; responsible for collaborating/writing 1047 
notes in clinical charts 1048 

 1049 

 1050 
9.6. Will informed consent be obtained from potential subjects prior to determining eligibility? 1051 

YES NO NIA 1052 
9.6.1. If no, provide justification and a HIPAA Waiver of Individual Authorization for 1053 

Disclosure of Protected Health Information. 1054 

9.7. Define when a subject is enrolled into the study, e.g. after the subject signs the informed 1055 
consent or after randomized to treatment. After the subject signs the informed 1056 
consent 1057 

9.8. Describe: 1058 

9.8.1. The process when informed consent will be obtained and protecting patients' 1059 
privacy. The veteran will meet with the study coordinator or research 1060 
assistant to sign an informed consent document and HIPAA after being 1061 
referred from the BHL. Understanding of the study will be assessed 1062 
through a multiple choice consent mini quiz. Incorrect answers will be 1063 
corrected and gone over until the participant understands the correct 1064 
answer. 1065 

9.8.2. Any waiting period between informing the prospective participant and 1066 
obtaining consent. There is no waiting period. Referred patients will be 1067 
contacted and encouraged to come in for the informed consent process 1068 
in-person within two weeks 1069 

9.8.3. Steps taken to minimize the possibility of coercion or undue influence. The 1070 
voluntary nature of the study is underscored in the consent form. The 1071 
participant's understanding of the study will be assessed through the 1072 
use of a Mini Quiz during the consent process. If individuals respond 1073 
incorrectly to any of the questions, they will go over those sections of 1074 
the consent again, until they understand the correct answer. 1075 

9.9. Provide the language 1076 
9.9.1. used by those obtaining consent English 1077 
9.9.2 understood by the prospective participant or the legally authorized 1078 

representative English 1079 
9.10. Provide location where informed consent will be obtained. PVAMC, MIRECC Room 1080 

8228 1081 
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 1082 
 1083 

10. Waiver or Alteration of Informed Consent Requirements/Waiver of Requirement to 1084 
Obtain Documentation of Informed Consent 1085 

10.1. Are you requesting a waiver or alteration of informed consent? (Check all that apply) 1086 
10.1.1. No 1087 
10.1.2. Yes; provide justification. 0 1088 

10.1.3. Yes; for recruitment purposes only. 0 1089 
10.1.3.1. An IRS may approve a consent procedure which does not 1090 

include, or which alters, some or all of the elements of informed 1091 
consent set forth in this section, or waive the requirements to 1092 
obtain informed consent provided the IRS finds and documents 1093 
that: 1094 

• 0 1. The research involves no more than minimal risf; to the 1095 
subjects; 1096 

• 0 2. The waiver or alteration will not adversely affect the 1097 
rights and welfare of the subjects; 1098 

• 0 3. The research could not practicably be carried OL. t without 1099 
the waiver or alteration; and 1100 

• 0 4. Whenever appropriate, the subjects will be provided 1101 
with additional pertinent information after participation 1102 

• 0 5. The research or demonstration project is to be 1103 

conducted by or subject to the approval of state or local 1104 
government officials and is designed to study, evaluate, or 1105 
otherwise examine: 1106 

a. Public benefit or service programs; 1107 
b. Procedures for obtaining benefits or services under 1108 

those programs; 1109 
c. Possible changes in or alternatives to those programs or 1110 

procedures; or 1111 
d. Possible changes in methods or levels of payme1t for 1112 

benefits or services under those programs. 1113 
10.2. Are you requesting a waiver to obtain documentation of informed consent? 1114 

10.2.1. No 1115 

10.2.2. Yes; provide justification. 0 1116 
10.2.2.1. An IRS may waive the requirement for the investigator to 1117 

obtain a signed consent form for some or all subjects if it finds 1118 
either: 1119 

• 0 1. That the only record linking the subject and the research 1120 
would be the consent document and the principal risk would 1121 
be potential harm resulting from a breach of confidenti.:1lity. 1122 
Each subject will be asked whether the subject wants 1123 
documentation linking the subject with the research, and the 1124 
subject's wishes will govern; or 1125 

• 0 2. That the research presents no more than minimal risk of 1126 
harm to subjects and involves no procedures for which written 1127 
consent is normally required outside of the research context. 1128 

• NOTE: In cases in which the documentation requirements 1129 

waived, the !RB mav require the investigator to 1130 

provide subiects with a written statement regarding the 1131 
research. 1132 

 1133 

S. Compensation (The amount of compensation mav not constitute an undue inducement to participate in 1134 
the research.) 1135 
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 1136 

1. Summarize any financial compensation that will be offered to subjects. To encourage subjects 1137 
to complete each questionnaire on time, we will offer incentives for each assessment 1138 
point as outlined below 1139 

2. Provide the schedule for compensation. $25 each time for completing: Baseline and T1 1140 

assessments; $45 for completing T2 assessments 1141 
2.1. Per study visit or session. $25 for Baseline, $25 for T1, $45 for T2 1142 
2.2. Total amount for entire participation. $95 1143 

3. Explain how compensation will be provided via cash, voucher, gift card, etc. Voucher which can 1144 
be redeemed in-person at the agent cashier for cash or  participants may ask the study 1145 
staff to submit the voucher to the agent cashier so that a check may be mailed to tl1em, We 1146 
are offering this second option as some visits may be completed over the telephone and so 1147 
it may be more convenient for the patient to have the check mailed. 1148 

4. If financial compensation will be prorated, explain the process. NIA 1149 

5. Not Applicable - 0 1150 

T. Withdrawal/Early Withdrawal 1151 

1. Describe how and when a subject may withdrawal from the study. The subject may choose to 1152 
discontinue the study at any time. We would ask that if they wish to withdraw their 1153 

consent, that they do so in writing addressed to the Pl. 1154 
There should be no circumstances in which participation in the study needs. to be 1155 

terminated by the Principal Investigator. If a participant is hospitalized or otherwise not 1156 
capable of participating in sessions, when they are able to, we will restart the sessions. 1157 

Participants who elect to discontinue from the study for any reason will be given 1158 
appropriate treatment referrals. The reason the participants are discontinued from the 1159 
study and any referrals made will be documented. Participants will be informed that they 1160 
will be contacted for follow-up whether or not they complete the trial but that they can 1161 
refuse at any point. 1162 

2. Provide procedures for the orderly termination of participation by the participant and if any 1163 
consequences would result from early withdrawal from the study. The subject may choose to 1164 
discontinue the study at any time. We would ask that if they wish to withdraw  their 1165 
consent, that they do so in writing addressed to the Pl. No consequences  to the  1166 
participant will result from early withdrawal. 1167 

3. Explain if survival data is required. If so, clarify how data will be obtained. NIA 1168 

4. Not Applicable; subjects not recruited; chart review. D 1169 

U. Risk/Benefit Assessment 1170 
1. Potential Study Risks 1171 

1.1. Describe and assess all of the following risks that may be associated with the research: 1172 
1.1.1. Physical None 1173 
1.1.2. Psychological - 1174 

The psychological assessments are completed by experienced research 1175 
staff. The psychological assessment involves discussing the 1176 
participants' psychiatric symptoms and history of past psychological and 1177 
psychiatric difficulties and treatments.  Some participants may 1178 
experience distress or discomfort when discussing these issues. High 1179 
levels of distress during these assessments are uncommon and our staff 1180 
members are well-trained in dealing with such occurrences. We have 1181 
specific operating procedures that our staff follows for high risk or 1182 
patients expressing suicidal ideation. 1183 

1.1.3. Social None 1184 
1.1.4. Economic None 1185 
1.1.5. Monetary None 1186 
1.1.6. Legal None 1187 
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 1188 

1.1.7. Loss of confidentiality -There is the possible risk of loss of confidentiality. 1189 
However, a number of protections will be put in place to maintain the 1190 
confidentiality of records and reduce risks to privacy, such as training 1191 
staff on privacy. Data will be stored on a secure server and will bu 1192 
restricted to appropriate staff. Procedures designed to maintain 1193 
confidentiality will include formal training sessions for all study 1194 
personnel in the importance of confidentiality and procedures to be 1195 
followed, as well as formal mechanisms for limiting access to all 1196 
information that can link data to individual participants. Dr. Oslin will be 1197 
responsible for working with the project staff to ensure the integrity of 1198 
adherence to patient confidentiality. 1199 

1.1.8. Assess the likelihood and seriousness of such risks. Low 1200 
1.1.9. Other None 1201 

1.2. Specify what steps will be taken to minimize these risks. Staff will be trained 1202 
appropriately on privacy. Data will also be stored on a secure server and will be 1203 
restricted to appropriate staff. Our MIRECC and Tuft's teams have extensive 1204 
experience in conducting telephone based interventions. As such we have written 1205 
guidelines for managing stress or expression of suicidal ideation while on the 1206 
phone. We have the capacity to work with local police and can provide di1·ect 1207 
access to the VA suicide hotline. In our experience this level of intervention is 1208 
rarely needed but very important for staff to be prepared for the possibility. 1209 

1.3. If methods of research create potential risks, describe other methods, if any, that were 1210 
considered and why they will not be used. NIA 1211 

1.4. If chart review, breach of confidentiality is always a concern. Specify what step:5 will be 1212 
taken to minimize these risks. N/A 1213 

 1214 
2. Potential Study Benefits 1215 

2.1. Assess the potential benefits to be gained by the individual subject, as well as benefits 1216 
that may accrue to society in general as a result of the planned work. 1217 
All participants will be informed of the anticipated risks and benefits of this study. 1218 
All subjects will be offered standard care by the BHL treatment team. Therefore, 1219 
no treatment will be withheld from participants. Those assigned to the V-WHI will 1220 
have the opportunity to have their standard care supplemented with the s1udy 1221 
intervention. 1222 

 1223 
The potential benefits of this study outweigh the potential risks for participants, 1224 
given the numerous procedures just described for protecting against or 1225 
minimizing potential risks. All participants accepted into the study will receive 1226 
close monitoring as well as treatment in an outpatient setting. 1227 

 1228 
This study is the first test of a program aimed at improving the work functioning 1229 
of veterans with depression who are already employed. The V-WHI reflects. 1230 
current knowledge of the variables that influence work performance and 1231 
productivity secondary to depression and incorporates interventions that have 1232 
been shown to be beneficial in non-veteran populations. Unlike prior studies of 1233 
the WHI, this will be the first study in which the program is embedded in a 1234 
healthcare delivery system and coordinated with a high quality integrated care 1235 
program (the BHL program). Thus, we will be subjecting this innovative program 1236 
to a rigorous test of its effectiveness. In prior studies, it has been compared to a 1237 
less organized usual care alternative. Additionally, the veterans in this study are 1238 
likely to be somewhat more impaired (e.g. having co-morbid PTSD) than some of 1239 
the employed populations studied in the past. Thus, this study is an important 1240 
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 1241 

step towards developing an effective VA program, leveraging the knowledge and 1242 
resources we have acquired previously. 1243 

 1244 
In addition to the interventions, the V-WHI will introduce a range of technological 1245 
and operational advances. It includes a state-of-the art web-based clinical care 1246 
system that helps to keep counselors aligned with the protocol and to have the 1247 
information they need close at hand. The system also consists of assessment 1248 
tools that provide validated practical information to support functional 1249 
improvement. 1250 

 1251 
Work plays a central part in determining the quality of life of adults in the United 1252 
States and in determining the nation's economic security. By helping a segment of 1253 
the population retain its ability to work and preventing productivity loss, this 1254 
study may make a contribution to the quality of life and economic security of the 1255 
nation's citizenry, employers and the nation. Thus, this study should achieve 1256 
significant advances in research on the science and practice of functional 1257 
improvement. 1258 

2.2. If the subject does not receive any direct benefit, then it must be stated here and in the 1259 
consent form. N/A 1260 

 1261 
3. Alternate Procedures 1262 

3.1 Describe the alternatives available to the subject outside the research context. Without 1263 
taking part in this research study, subjects can participate in the BHL or mental 1264 
health program at the VA for depression care. 1265 

3.2 If none, state that the alternative is not to take part in this research study at all. 1266 
 1267 

V. Data and Safety Monitoring Board (DSMB) or Data Monitoring Committee (DMC) (All Phase Ill 1268 
studies are required to have a DSMB. However, the !RB has the right to require a DSMB with anv 1269 
study.) 1270 
1. Will an independent DSMB or DMC oversee the project? DYES NO ON/A 1271 

2.1. If yes, please provide contact information for the DSMB or DMC or Coordinating C:3nter 1272 
Representative and attach a copy of the charter. 1273 
Name: Phone Number: 1274 
Title: E-mail: 1275 

 1276 
2. If a DSMB or DMC will not monitor this study, who will monitor this study? Check all that 1277 

apply. 1278 
Principal Investigator 1279 

Sponsor 1280 

D VA Cooperative Studies Program 1281 
Safety monitoring committee 1282 

 1283 

W. Data Monitoring (Monitoring plans describe how a monitor, independent of the study team regularlv 1284 
inspects study records to ensure the study is adhering to the study protocol and applicable research 1285 
regulations and PVAMC requirements. Monitoring plans do not necessarily require the use of an 1286 
independent Data and Safety Monitoring Board (OSMB). Such independent boards are usually reserved 1287 
for high-risk phase I studies, or large, mu/ti-center phase Ill trials. Federally  funded studies may require 1288 
the use of an independent OSMB.) 1289 
1. Describe the data monitoring plan. (All protocols must have a data monitoring plan 1290 

appropriate for the potential risks and the complexity of the study.) 1291 
The Philadelphia VAMC Institutional Review Board requires all investigators to report 1292 
serious or unexpected adverse events that occur in the context of a clinical trial. In 1293 
addition, a summary of adverse effects is required to be presented as part of the annual 1294 
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 1295 

review process. Serious or unexpected adverse events are to be reported to the IRB 1296 
within 5 days. In addition, a summary of expected and non-serious effects is reported at 1297 

the time of the annual review for the IRB. The principal investigator then comments on 1298 
the implications to future participants and the need for change in the risk to benefit ratio 1299 
of participating in the trial. 1300 

 1301 
2. Describe how protocol deviations, adverse events, serious adverse events, breaches of 1302 

confidentiality, unanticipated adverse device effect (UADE), and unanticipated or 1303 
unexpected problems will be reported to the PVAMC IRB and sponsor. (Refer to the 1304 
PVAMC /RB Standard Operating Procedure (SOP) Manual for reporting guidelines.) Protocol 1305 
deviations, SAEs, breaches of confidentiality will be reported to the IRB following 1306 
standard IRB procedures and within the time frames outlined on the IRB SOP. AEs will 1307 
be reported at the time of continuing reviews. 1308 

2.1. 1309 

2.1.1. Describe the management of information obtain that might be relevant to 1310 
participant protections such as: 1311 
2.1.1.1. Unanticipated problems involving risks to subjects or others 1312 
2.1.1.2. Interim results 1313 
2.1.1.3. Protocol modifications Participants will be informed of any of the 1314 

above that alter the risk/benefit ratio of participating in the 1315 

study 1316 
 1317 

3. If applicable, define the plan for subjects if research shows results such as: 1318 
3.1. Depression The intervention may involve referring clients to appropriate sources 1319 

of care and resources within the VA. For example, in the course of providing the 1320 
V-WHI interventions, the counselor may become aware of concurrent heal::h, 1321 
mental health (e.g., PTSD) and/or treatment issues (e.g., an evolving substance 1322 
abuse disorder) that require separate attention. Should any indication of suicide 1323 
risk arise it is addressed with appropriate clinical interventions. In such c.;.ses, 1324 
the counselor may elect to notify the BHL of MH provider who can coordinate the 1325 
necessary care. All study staff are trained on appropriate procedures if subjects 1326 
show signs of depression, suicide, and/or abuse. 1327 

3.2. Suicide see above 1328 
3.3. Abuse see above 1329 

 1330 
4. Statistical Analysis 1331 

4.1. Include statistical power calculations and the assumptions made in making thes,3 1332 
calculations. 1333 
Power Analysis and Sample Size 1334 

In this study, we wish to power the study to obtain an effect size that 1335 
represents a minimally clinically important difference on the health outcomes and 1336 
an economically important difference related to work productivity impact (the 1337 
primary endpoint). Currently, MCID is established for the PHQ-9(2) and thu PCS 1338 
and MCS for the VR-12. 1339 

For the PHQ-9, we anticipate that the average subject will have an average 1340 
baseline score of 15 on a 0-27 scale. A clinically-meaningful reduction of fi 1341 
points, which is stated in the literature, would have 100% power to be detected. 1342 
For PCS and MCS, a clinically-meaningful 5-point improvement would afford 99% 1343 
power. 1344 

With regard to Hypothesis 2, corresponding to the study's power to detect an 1345 
economically important difference, the primary criterion is whether an ROI greater 1346 
than 1 can be obtained. This analysis is described in the following section. 1347 

For presenteeism, a reduction of 1.2% in productivity loss (or a relative 1348 
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 1349 

improvement of 1.2%) would have comparable value to the maximum expucted 1350 
cost of treatment, meaning that the economic value of treatment would exceed 1351 
the cost. A sample size of 100 treatment and 100 controls after subject dropout 1352 
would achieve an 83% power for this outcome. To be sure of getting thes, 1353 
numbers based on previous success rates, we will recruit 250 subjects prior to 1354 
50-50 randomization within full time and part time strata. 1355 

4.2. Define plans for data and statistical analysis, including key elements of the statistical 1356 
plan, stopping rules and endpoints. 1357 

In this section, we describe the methods for testing hypothesis 1, several 1358 
additional analyses including testing related to the secondary study outcomes 1359 
and sensitivity testing related to both the primary and secondary study endpoints 1360 
and statistical power calculations. Following this section, there is a description of 1361 
the methods for testing hypothesis 2, which consists of the ROI analysis. 1362 

 1363 
Aim1. Hypothesis 1. 1364 

The primary hypothesis of the study is that presenteeism, measured by the 1365 
WLQ productivity loss score (PL), will be lower in the first (T1) follow-up for the V 1366 
WHI treatment compared with IC only. Productivity loss is computed using data 1367 
from the WLQ's four work limitation  scales  and  then applying  an empirically 1368 
based algorithm to the scale scores. Details of the study on which the scoring 1369 
methodology was based are included in Lerner et al, 2003.(12) 1370 

 1371 
For hypothesis 1, the null hypothesis that the two groups are equal. The null 1372 

hypothesis is tested by fitting the ANCOVA equation: 1373 

 1374 
PL1 = b*PL0 + g*X + c*l(V-WHI) + error 1375 

 1376 
where PLO refers to the baseline WLQ productivity loss and PL1 refers to the post-1377 
treatment WLQ productivity loss, X represents a set of covariates such as full-time 1378 
or part-time stratum assignment, age, gender, baseline depressive symptom 1379 
severity and, prior depression, and, g represents their regression coefficients, and 1380 
l(V-WHI) indicates that the veteran is assigned the experimental treatment. The 1381 
regression coefficient c will be tested by at-test at 5% significance level of c=0 vs. 1382 
the alternative coo. Although we believe that c<0 (the treatment reduces 1383 
presenteeism) we test against inequality because a two-sided test is conservative 1384 
and conventional. 1385 

The primary analysis is "intent to treat" that is, all persons assigned to each 1386 
group will be followed up to the maximum possible extent, even if they drop out 1387 
of IC or V-WHI treatment, and analyzed as a part of their assignment group. 1388 

 1389 
Sensitivity Testing 1390 

The first type of sensitivity testing is related to issues such as randomization 1391 
errors and attrition. Initially and throughout the enrollment period, a key task will 1392 
be to ensure that the planned randomization procedure is working. The usual care 1393 
and experimental groups cannot significantly differ on key baseline variables. The 1394 
randomization will be checked by comparing the groups on baseline 1395 
demographics, including age, gender, education, race, occupational category and 1396 
income, health and HRQOL variables and baseline WLQ presenteeism and 1397 
absenteeism scores. Ongoing monitoring of study procedures as described in 1398 
Data Management should minimize randomization errors due to study 1399 
implementation. However, differences could occur by chance and, thus, we will 1400 
include all of the variables that are significantly different (p<0.05) between 1401 
treatment groups as covariates in the regression model. 1402 
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 1403 

A similar approach can be used to address differential rates of drop-out. 1404 
Differential dropout in the two groups can introduce bias, similar to a failure in 1405 
randomization. However, if the dropout  is  predictable,  (e.g.,  if  a logistic 1406 
regression of who drops out shows significant demographic  predictors),  we can 1407 
add the relevant covariates to the regression model or use propensity scores to 1408 
reduce bias. If drop-out is unpredictable (e.g., it appears to be outcome-related 1409 
because it is related to baseline depression or WLQ scores), we can make various 1410 
assumptions about what the scores might have been and analyze the data with 1411 
those assumed values using selection modeling methods. 1412 

A second type of sensitivity testing concerns the possibility that different 1413 
counselors will produce different outcomes). To test for a counselor effect, we 1414 
can use mixed models in which the variable "counselor" is a random effect. We 1415 
note that counselors are not actually chosen randomly, but may be assigned on 1416 
the basis of compatible schedules with the veterans. We will estimate the overall 1417 
variations contributed by counselors from mixed effect models and adjust 1418 
conclusions accordingly. 1419 

 1420 
Aim 1. Secondary Analyses 1421 

In this section we discuss: 1) analysis of secondary outcomes, 2) analysis of 1422 
T2 outcomes, and 3) sensitivity testing of outcomes (other than the primary 1423 
outcome) These include: absenteeism (time missed and productivity loss - the 1424 
ratio of time missed to time expected to work), combined productivity loss due to 1425 
presenteeism and absenteeism, unemployment at follow-up, job turnover, 1426 
individual WLQ scale scores, the PHQ-9 severity score, and the VR-12 PCS and 1427 
MCS. These are considered secondary outcomes. The impact of the V-WHI on the 1428 
secondary outcomes will be tested using ANCOVA models similar to those 1429 
mentioned in the discussion of the study's Hypothesis 1 analysis. 1430 

Testing for T2 outcomes (instead of T1) will determine if the intervention 1431 
effects observed at T1 are maintained. These analyses will use ANCOVA models 1432 
similar to those described above and applied to all outcomes. 1433 

For the additional sensitivity analyses, the methods will be similar to those 1434 
described for the hypothesis 1 study endpoint. In addition, we will conduct 1435 
additional analyses to address some specific issues not addressed in relation to 1436 
the primary study endpoint. For example, regarding productivity loss due to 1437 
absences (time missed/time expected to work), previous studies suggest that the 1438 
distribution of the data is heavily skewed to the right, i.e., more people are 1439 
centered around average of 10% and a few people tend to have rather large 1440 
values towards 100%. In regard to that, we will specify transformations of the 1441 
absenteeism data to reduce the undue influence of long right tails. Another 1442 
example pertains to self-report. Because key primary and secondary outcomes 1443 
will be assessed from questionnaires, and the treatment cannot be effecth1ely 1444 
blinded, we will test for self-report bias. For this purpose, we can look at job loss 1445 
during the post-baseline period. Job loss is a good candidate for this test 1446 
because it is not an evaluative variable, but an event report. While job losses are 1447 
expected to occur relatively infrequently in the study time period, we may have 1448 
enough cases by final follow-up to conduct this analysis. The strong relationship 1449 
between self-reported functioning, PHQ-9, and WLQ outcomes at T1 and loss of 1450 
job at T2 should be equally strong in both the treatment and control groups. If 1451 
treatment subjects who lose their jobs have lower WLQ and PHQ-9 scores at T1 1452 
then we would suspect that the reported scores at T1 are too low. 1453 

A third sensitivity issue is related to the relationship of T1 and T2 outcomes 1454 
and ways they might be characterized. For these purposes, we would analyze T2- 1455 
T1 outcomes to state how well the results were maintained, or analyze all 1456 
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 1457 

measurements jointly using mixed models where there are random effects due to 1458 
subject, e.g., 1459 

 1460 
Plit= g*X + g1*X*T1 + g2*X*T2 + a1*T1 + a2*T2 + c1*T1* l(V-WHI) + c2"T2* l(V 1461 

WHI) + ei + eit 1462 

 1463 
where the subscript t refers to the time, 0, 1 or 2, and T1 and T2 are indicator 1464 
variables corresponding to T1 and T2. 1465 

 1466 
Hypothesis 2. Cost Benefit Analysis/ROI Determination. 1467 

We will analyze the ROI of the experimental program if Hypothesis 1 is 1468 
confirmed and test whether, consistent with Hypothesis 2, the ROI to achieve 1469 
productivity gain is greater than 1. The general approach will be to compute the 1470 
cost and benefit components of the ROI. The ROI is computed as the incremental 1471 
cost minus the incremental monetized  benefit divided  by incremental  cost 1472 
(amount invested in the new program).   A ratio exceeding one indicates a 1473 
favorable ROI. 1474 

Our Hypothesis 2 analysis will consider only that portion of the 1475 
intervention's incremental cost related to the V-WHI and will quantify incremental 1476 
benefit as the monetized value of productivity improvements. We will not 1477 
consider consumption of resources not directly related to depression because of 1478 
the complexity and scope of that type of analysis in this population. Nor will we 1479 
include subject costs and benefits. Subjects presumably engage in the 1480 
intervention because the resulting additional functional effectiveness and well 1481 
being outweigh their incurred costs (e.g., the time consumed). While we could 1482 
measure the costs incurred by veterans in the program, we cannot measure the 1483 
corresponding functional benefits in their personal lives. 1484 

Benefits: We will compute benefits by quantifying and monetizing two 1485 
components of productivity loss: presenteeism and absenteeism. For each 1486 
component, we will compare the average change in the usual care and V-WHI care 1487 
groups. We estimate productivity losses due to presenteeism using a validated 1488 
WLQ Productivity Loss algorithm. Absenteeism is computed as hours of missed 1489 
work during the time period divided by hours usually worked during that time 1490 
period. Each productivity loss component will be monetized by multiplying it by 1491 
the sample's median (fully loaded) wage. We use the median wage because we 1492 
expect the wage distribution to be right skewed, making the mean less 1493 
representative of the typical worker. 1494 

The benefit (i.e., reduced productivity loss) for the V-WHI intervention can be 1495 
computed as follows.  Let t-,AP be the reduction  in the proportion  of time absent 1496 
for V-WHI compared to usual care, while t-,PP is the corresponding reduction in 1497 
productivity loss due to presenteeism (i.e., the reduction  in  the proportion  of 1498 
output lost to presenteeism while working). Let H be the number of work hours 1499 
during the period, while W is  the  median fully  loaded wage rate.  Then saved 1500 
hours of productive output for V-WHI is H x (t-,AP+t-,PP). Multiplying this result by 1501 
W yields the monetized value of the reduced productivity loss. 1502 

Costs: The intervention's incremental cost has three components: The 1503 
value of time counselors spend in training is the product of their (fully loaded) 1504 
wage rate and the number of hours needed to complete training; 2) The 1505 
incremental value of time counselors spend counseling is the product of their 1506 
fully loaded wage rate and the additional hours they spend counseling (co11pared 1507 
to usual care); 3) The incremental value of time patients spend being counseled is 1508 
the product of their fully loaded wage rate (the median veteran wage) and the 1509 
additional hours they spend in counseling (compared to usual care). 1510 
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 1511 

The most straightforward cost and benefit analysis would compare the value 1512 

of the benefit (i.e., the value of the reduced productivity loss) to the incremental 1513 

cost of counseling. Because of the project's scale, changes in benefits will then 1514 
be compared with changes in incremental costs. 1515 

Finally, in addition to testing hypothesis 2, we will consider conducting an 1516 
additional exploratory analysis that will investigate the implications of including 1517 
changes to the cost of BHL care. Such changes are plausible when BHL care is 1518 
supplied in combination with V-WHI care but we do not have any evidence to 1519 
indicate what the effect may be. This analysis will use a standardized counselor 1520 
wage rate for both BHL and V-WHI care. To compute potential benefits other than 1521 
those related to the productivity benefits included in the base case analysis, we 1522 
will assess group differences in the number of primary care visits, the number of 1523 
mental health visits (e.g., therapist and psychiatrist), and number of prescriptions 1524 
by medication type (e.g., antidepressant type). Changes in service utilization 1525 
could conceivably be considered a change to either costs or benefits. For the 1526 
purpose of our analysis, we will consider it to be a benefit. 1527 

 1528 

X. Privacy and Confidentiality (Privacy refers to persons and to their interest in controlling the access 1529 
of others to themselves.) (Confidentiality refers to protecting information from unauthorized disclosure 1530 
or intelligible interception.) (Investigator should contact the Privacy Officer for additional details.) 1531 

1. Indicate the type of data that will be received by the Principal Investigator. Check all that 1532 
apply. 1533 

1.1. D De-identified - Without any identifiers that could link the data to a specific participant. 1534 

(Contact Privacy Officer for assistance. If data is coded, it is not considered de 1535 
identified.) 1536 

1.2. Identified - Linked to a specific participant by identifiers sufficient to identify 1537 

participants. (See HIPAA and Common Rule Criteria for list of identifiers.) 1538 

1.3. Coded - Linked to a specific subject by a code rather than a direct identifier. If coded is 1539 
checked, specify: 1540 
1.3.1 Explain who will maintain the link or code. research coordinator and/or 1541 

research assistant will assign and maintain the code 1542 

1.3.2 Describe who will have access to the link or code. Principal Investigator, 1543 
research coordinator, research assistant 1544 

1.3.3 Provide exact details for how the data is coded. 1545 
Clinical and research data will be stored electronically. 1546 
Research: Participants are assigned a study ID number. Study data will 1547 
be stored with their ID number and will not include the patients name or 1548 
other identifying information with the exception of dates. 1549 

Clinical: In addition, a clinical information system will also be used to 1550 
collect information about the V-WHI sessions. This system will assign a 1551 
separate encrypted ID number and will contain patient contact 1552 
information. 1553 

 1554 

2. Does the project require the use of existing Protected Health Information (PHI) from a 1555 
database, medical records, or research records? YES ONO ON/A 1556 
2.1. If yes, 1557 

2.1.1. Specify the source of the existing PHI electronic medical record, VINCI 1558 
2.1.2. Indicate the specific data elements/identifiers (e.g., name, address, phone 1559 

numbers, etc.) on the below table. 1560 

2.2. If the study uses an existing database/data warehouse, 1561 
2.2.1. Provide a description of the database/data warehouse. VA lnformatics and 1562 

Computing Infrastructure (VINCI) - is a major informatics initiative of the 1563 
Department of Veterans Affairs (VA) that provides a secure, central 1564 
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 1565 

analytic platform for performing research and supporting clinical 1566 

operations activities. It is a partnership between the VA Office of 1567 

Information Technology (Ol&T) and the Veterans Health Administration 1568 
Office of Research and Development (VHA ORD). VINCI includes a cluster 1569 

of servers for securely hosting suites of databases integrated from select 1570 
national VA data sources. 1571 

2.2.2. Make clear who is responsible for maintaining it. VINCI servers for data, 1572 
applications and virtual sessions are physically located at the VA Austin 1573 
Information Technology Center (AITC), located in Austin, Texas. This 1574 
secure enclave with 105 high-performance servers and 1.5 petabytes of 1575 
high-speed data storage has multiple layers of security and disaster 1576 
recovery to prevent data loss. VA-credentialed research or operations 1577 
staff are granted access to study-specific data along with tools for 1578 
analysis and reporting in the secure, virtual working environment 1579 
through a certified VHA network computer within the VA. 1580 

2.2.3. Cite any relevant Standard Operating Procedures (SOP) for the database/data 1581 

warehouse. 1582 
VINCI: Data Collection 1583 
VA provides care to Veterans at over 1,400 points of care. At the core of 1584 
virtually all care processes is a broadly scoped and extensively med 1585 
electronic health record system known as the Veterans Information 1586 
System Technology Architecture (VistA). VistA provides a longitudinal 1587 
view for patients receiving care nationwide including diagnoses, 1588 
procedures, medications, labs, physiologic measurements, and text 1589 
notes and reports. VA uses 130 VistA implementations to provide 1590 
electronic health record services nationwide for just over 20 million 1591 
Veterans historically. The aggregate content of these 130 VistA systems 1592 
includes 2.3 billion documents (e.g., Progress Notes, Discharge 1593 

Summaries, Reports) accumulating at a rate of 696,000 each day; 15.2 1594 

billion lab values (+1.5 million each day), 3.4 billion orders (+845,000 each 1595 
day), and 1.7 billion medication administrations and prescription fills 1596 
(+390,000 each day). 1597 

 1598 
Data are aggregated from individual VistA systems to the VA Corporate 1599 
Data Warehouse where it is modeled and prepared for use. Data 1600 
published by the VHA Decision Support System (DSS), Inpatient and 1601 
Outpatient Medical SAS (MedSAS), VA Health Economics Resource 1602 
Center (HERC) cost data, Vital Status and VA-CMS linked data file:; 1603 
maintained by VA Information Resource Center (VIReC), CDC National 1604 
Death Index VA-linked data, and several other specialty data sets ,::an be 1605 
requested through VINCI. VA National Data Services and other data 1606 
stewards regulate the right to use the data, but VINCI facilitates the 1607 
process. When study requests are approved, project-specific data are 1608 
extracted from source databases and placed in SQL tables accessible 1609 
only to the research team and VINCI data managers. 1610 

 1611 

Storage of Study Data 1612 
Study data will be kept in accordance with the Department of Veterans 1613 
Affairs Record Control Schedule 10-1 (RCS 10-1). Storage and transfer of 1614 
any Personally Identifiable Information (PII) or Protected Health 1615 
Information (PHI) must be done in accordance with applicable VA and 1616 
VHA policies and directives, state and federal regulations, and applicable 1617 
statutes including the Health Insurance Portability and Accountability 1618 
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 1619 

ACT (HIPAA). Unless explicitly requested and approved by data stewards, 1620 

all sensitive patient data must remain on VINCI project servers and only 1621 

aggregate data without PII / PHI may be transferred from VINCI. Any 1622 
desired change in data storage location or transfer requires amending 1623 

the original data request with an updated of disposition of study data. 1624 
The amendment must be approved by all data stewards before data may 1625 
be transferred. 1626 

 1627 
Violations of data policy or approved use of data will be subject to full 1628 
penalty of law, which may include suspension of access privileges, 1629 
reprimand, suspension from work, demotion, removal, and criminal and 1630 
civil penalties. 1631 

 1632 
Upon completion of the research project, the study principal investigator 1633 
in conjunction with the VA Information Security Officer (ISO), and in 1634 
accordance with VA policy, will ensure that, study data containing 1635 
sensitive, confidential information will be returned to the VA, sanitized 1636 
and removed from all servers, desktops, removable storage devic• s, etc. 1637 

 1638 
Data Access 1639 

Only study team personnel explicitly authorized by data stewards will 1640 
have access to project data. The study principal investigator has the 1641 
responsibility for security of study. VINCI data managers and VA Ol&T 1642 
personnel not under the purview of the study principal investigator 1643 
control the servers, network, processors, firewall and software in the 1644 
VINCI environment, including access rights granted to study personnel. 1645 

 1646 
When study personnel are no longer part of the research team, the study 1647 
principal investigator will amend the data access  request  to  terminate 1648 
that person's access to all study data and notify the VA Information 1649 
Security Officer of such action. No sensitive patient data may be shared 1650 
with anyone who does not have a VA appointment. All study team 1651 

personnel with access to sensitive patient data must stay current in their 1652 

required VA information security and privacy policy trainings. 1653 

 1654 
2.2.4. Provide a copy of the SOP. Attached in submission. 1655 

 1656 

3. Will PHI be collected prior to obtaining informed consent? [g]YES ONO ON/A 1657 

3.1.1.  If yes, complete and provide a HIPAA Waiver of Individual Authorization for 1658 

Disclosure of Protected Health Information with this submission. 1659 

4. HIPAA Identifiers - Indicate the PHI that will be collected from project participants direct y or 1660 
indirectly. 1661 
4.1. [8'J Name 1662 

4.2. [8'J All geographic subdivisions smaller than a State,  including  street  address,  city, 1663 

county, precinct, zip code, and their equivalent geocodes,  except  for  the  initial  three 1664 
digits of a zip code if, according to the current publicly available  data from the Bureau of  1665 
the Census 1666 

4.3. [8'J All elements of dates (except year) for dates directly related to an individual, and all 1667 
ages over 89 and all elements of dates (including year) indicative of such age, except 1668 
that such ages and elements may be aggregated into a single category of age 98 or 1669 
older. 1670 
4.3.1. 1671 

1672 

 1673 
Birth Date 1674 

1675 

D Date of Death 1676 

4.3.2. D Discharge date D Admission date 1677 
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 1678 
 1679 

4.4. 1680 
4.5. 1681 

4.6. 1682 
4.7. 1683 

4.8. 1684 
4.9. 1685 
4.10. 1686 
4.11. 1687 

4.12. 1688 
4.13. 1689 
4.14. 1690 
4.15. 1691 
4.16. 1692 
4.17. 1693 

4.18. 1694 
4.19. 1695 

1696 

4.3.3. [;gJ Appointment Dates D Other Dates (e.g. lab tests, x-rays, MRI, etc.) 1697 
[;gJ Telephone numbers 1698 

D Fax numbers 1699 

D Electronic mail addresses 1700 
[;gJ Social Security Number 1701 

D Medical record numbers 1702 

D Health plan beneficiary numbers 1703 
D Account Numbers 1704 
D Certificate/license numbers 1705 
D Vehicle identifiers and serial numbers, including license plate numbers 1706 

D Device identifiers and serial numbers 1707 
D Web universal resource locators (URLS) 1708 
D Internet protocol (IP) address numbers 1709 
D Biometric identifiers, including fingerprints, voiceprints, audio recordings 1710 

D Full-face photographic images and any comparable images 1711 
D Any other unique identifying number, characteristic, or code 1712 
D Personal and Family History 1713 

4.20. 1714 
4.21. 1715 

4.22. 1716 
4.23. 1717 
4.24. 1718 
4.25. 1719 

4.26. 1720 
4.27. 1721 
4.28. 1722 

1723 

D History and Physical Examination 1724 

D Discharge Summary(ies) 1725 
0 X-Ray 1726 
D Diagnostic/Laboratory tests 1727 

D Drug Abuse Information 1728 
D Alcoholism or Alcohol Use 1729 
D Billing records 1730 

D Health Summary Reports 1731 
Other Records: 1732 

1733 

[;gJ Progress Notes 1734 

D Photographs, videotapes, other images 1735 
D HIV (testing or infectious disease) records 1736 
D Sickle cell anemia 1737 
D Behavioral Health notes 1738 
D Operative Reports 1739 
D Medication List 1740 

D Anatomic Pathology Report 1741 

 1742 

5. Will participants be contacted from existing PHI? [;gjYES ONO ON/A 1743 
5.1. If yes, clearly explain how participants will be contacted (NOTE: this would be the same 1744 

information as listed under section R.8 identification and recruitment of subjects 1. 1745 
Study staff will be given referrals from the BHL clinical staff. They will receive 1746 

name, phone number and last 4 of SSN. 1747 

 1748 
6. Provide the titles of the exact individuals who will have access to the collected data. Principal 1749 

Investigator, Research Coordinator(s), Research Assistant(s), Statisticians, 1750 
Investigators, study therapists/clinicians 1751 

6.1. Explain why these individual will have access to this data. Necessary for participant 1752 
contact, collected data, and data analysis 1753 

 1754 

Y. Information Security (Contact the Information Security Officer for additional assistance regarding 1755 

confidentiality (storage/security) of research data.) 1756 
1. Provide the precise plan how data is to be collected or acquired (repeat the same inforr1ation 1757 

as listed under "Data Collection" section of this form. 1758 
V-WHI clinical care is entirely telephonic and data will be entered into the co1.mselor 1759 

information system on a secure VA server.  BHL  usual  care  is  telephonic  and/or  in 1760 
person. Study baseline, T1, and T2 follow-up questionnaires can take place in-pe1·son or 1761 
over the telephone. Some data will be obtained from the electronic medical records and 1762 
VINCI. Utilization of the V-WHI (visits, homework assignments completed) will be 1763 
obtained from the V-WHI counselor information system. 1764 

The data analyses principally will use self-report data obtained from study 1765 
questionnaires. Data from these sources will be supplemented with selected variables 1766 
from the BHL clinical assessment (used for eligibility screening), VINCI, and VA 1767 
electronic health record data. Study questionnaires will take approximately 45 minutes 1768 
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 1769 

to complete. The main variables for outcomes analysis quantify health-related 1770 
decrements in work performance and productivity. In addition, we will assess work loss 1771 
and work retention based on employment status and other work outcomes such as 1772 
weekly hours. Secondary outcome variables will include depression symptom severity 1773 
and HRQOL. The former is measured with the PHQ-9. The latter is measured with the 1774 
VR-12 which generates a physical component score (PCS) and a mental component 1775 
score (MCS). 1776 

2. Provide a listing of the exact research data that will be stored, including but not limited to 1777 
signed, original informed consent and HIPAA authorization forms, case report forms, etc. 1778 
signed, original informed consent including the mini quiz and HIPAA authorization form, 1779 
all assessments, and data collected on the V-WHI intervention visits. 1780 

3. Indicate how project's research data (original and all copies) will be stored and provide 1781 
corresponding security systems. Any paper forms, including informed consent and HIPAA, 1782 
will be stored in locked cabinets in MIRECC Room B228. Clinical and research data will 1783 
be stored electronically (see below). For data analysis purposes, encrypted data stripped 1784 
of all PHI information will be sent to Tufts Medical center study staff via CD. 1785 

 1786 
4. PVAMC, provide exact location where research data (original and all copies) will be stored and 1787 

secured. Paper forms will be stored in MIRECC Room B228 (informed consent, HIPAA). 1788 
Electronic research data will reside on several servers; the majority of the research data 1789 
(regulatory documents, enrollment database) will live on the vha phif pc mirecc server, 1790 
at the following path: \\VHAPHIFPCMIRECC\Research Studies\Oslin - Work Productivity. 1791 
Data stored in the Data Management Unit (DMU) will on the VHAPHIHOMELESS1 server. 1792 
Data stored in the Clinical database will reside on the MIRECC 1 server (\\10.36.41.70\). 1793 
VINCI servers for data, applications and virtual sessions are physically located at the VA 1794 
Austin Information Technology Center (AITC), located in Austin, Texas. For data analysis 1795 
purposes, a copy of encrypted data stripped of all PHI information will be sent to Tufts 1796 
Medical center study staff via CD. 1797 

 1798 
5. Explain how data is to be transported or transmitted from one location to another. Encrypted 1799 

data stripped of all PHI via CD. 1800 
5.1. Informed Consent discloses PHI transported or transmitted off-site.  [Z]YES ONO NIA 1801 
5.2. HIPAA Authorization discloses entities to whom PHI will be transported or transmitted. D 1802 

YES [Z]NO NIA 1803 
5.2.1. List all entities or individuals outside PVAMC to whom data is to be disclosed, 1804 

and the justification for such disclosure and the authority. Tufts Medical 1805 
Center study staff with WOC status for data analysis 1806 

5.3. If yes, list the exact data that will be transmitted. Research and clinical data stripped of 1807 
all PHI including questionnaire responses from TO, T1, and T2, and V-WHI 1808 
intervention information 1809 

5.4. If yes, explain how data will be protected during transmission outside of PVAMC. 1810 
Encrypted data stripped of all PHI on a CD 1811 

5.5. Off-site, provide exact location (If off-site, attach at least one of the following) 1812 

5.5.1. Data  Use/Transfer Agreement DYES [Z]NO NIA 1813 
5.5.2. Off-Site Storage/Transfer of Research Data [Z]YES ONO NIA 1814 
5.5.3. Memorandum  of Understanding DYES [Z]NO NIA 1815 
5.5.4. (Note: VA data disclosed to a non-VA investigator at an academic affiliate for 1816 

research purposes needs to be approved by the Under Secretary of Health or 1817 
designee.) 1818 

 1819 
6. List who is to have access to the data and how they are to access it (anyone who has access to 1820 

the data is responsible for its security). Principal Investigator (Pl), investigators at Tufts, 1821 
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 1822 

Senior Research Coordinator, Coordinator, Research Assistant, Statisticians/Data 1823 

Analysts, study therapists/clinicians. 1824 

 1825 
7. Describe who is to have access and be responsible for the security of the information (e.g., the 1826 

Coordinating Center, the statistician, and Pl who has ultimate responsibility). Principal 1827 
Investigator (Pl), investigators at Tufts, Senior Research Coordinator,  Coordinator, 1828 
Research Assistant, Statisticians/Data Analysts, study therapists/clinicians. 1829 

 1830 
8. Provide mechanisms used to account for the information. All electronic data is stored on 1831 

user-restricted secure PVAMC servers. Any paper forms, including informed consent 1832 
and HIPAA, will be stored in locked cabinets in MIRECC Room 8228. 1833 

 1834 
9. Give security measures that must be in place to protect individually identifiable information if 1835 

collected or used. All electronic data is stored on user-restricted secure PVAMC servers. 1836 

Any paper forms, including informed consent and HIPAA, will be stored in locked 1837 
cabinets in MIRECC Room 8228. Research staff members are trained on privacy and 1838 
confidentiality. 1839 

 1840 
10. How and to whom a suspected or confirmed loss of VA information is to be reported. PVAMC 1841 

IRB following the PVAMC IR8 SOP. 1842 

 1843 
11. Identify any circumstances that may warrant special safeguards to protect the rights and 1844 

welfare of subjects who are likely to be vulnerable including, but not limited to, those subjects 1845 

who may be susceptible to coercion or undue influence, and describe appropriate actions to 1846 
provide such safeguards. N/A 1847 

 1848 
12. Electronic PHI will be stored on the following: 1849 

12.1. PVAMC desktop computer with password protection and/or encryption. DYES [SJNO 1850 

NIA 1851 12.1.1. If yes, identify where the desktop is located. 1852 

12.2. PVAMC secure server.  [SJYES  □NO  □NIA 1853 

12.2.1. If yes, identify the PVAMC server. Three servers: 1854 
\\VHAPHIFPCMIRECC\Research Studies\Oslin - Work Productivity; 1855 

MIRECC 1 server (10.36.41.70); 1856 
VHAPHIHOMELESS1 server 1857 

12.2.2. External drive that is password protected and/or encrypted. DYES JNO D 1858 

N/A 1859 
12.2.2.1. If yes, identify the external drive. 1860 

12.3. Off-Site server DYES [SJNO ON/A (If off-site, attach at least one of the follow ng.) 1861 

12.3.1. Provide exact location and the name of the off-site server. 1862 
12.3.2. Data Use/Transfer Agreement DYES ONO ON/A 1863 
12.3.3. Off-Site Storage/Transfer of Research Data [SJYES ONO ON/A 1864 
12.3.4. Memorandum of Understanding DYES ONO ON/A 1865 

 1866 
13. Explain how data is to be transported or transmitted from one location to another. Encrypted 1867 

data stripped of all PHI on a CD to Tufts Medical Center 1868 

14. Informed Consent discloses PHI transported or transmitted off-site.  [SJYES  ONO □WA 1869 

15. HIPAA Authorization discloses entities to whom PHI will be transported or transmitted. 1870 

[SJYES NO NIA 1871 
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 1872 

16. List all entities or individuals outside PVAMC to whom data is to be disclosed, and the 1873 

justification for such disclosure and the authority. Tufts statisticians and investigators in 1874 

order for data analysis, who will be listed on the research study form once they have 1875 
obtained WOC status. 1876 

 1877 
17. Clarify what protection exists for a database. Secure server, password and staff restricted 1878 

17.1. Data is stored: 1879 

17.1.1. With identifiers - YES NO 1880 

17.1.3. De-Identified -  □YES   □NO 1881 

17.1.4. Provide the exact list of identifiers that will be stored. Name, addre!;s(es), 1882 
SS number, DOB, dates of appointments, phone number(s) 1883 

 1884 
18. Describe the plan for protecting research data from improper use or disclosure. 1885 

18.1. The Investigator must notify the Information Security Officer, Privacy Officer, IREI, 1886 
Associate Chief of Staff for Research and Research Compliance Officer within one hour 1887 
of the improper use or disclosure. 1888 

 1889 
19. Is there a plan to apply for a Certificate  of Confidentiality? DYES NO ON/A 1890 

19.1. If yes, provide a copy of the certificate with this application or to the IRB Office as soon 1891 
as received. 1892 

 1893 
20. Record Retention: 1894 

20.1. The required records, including the investigator's research records, must be retained 1895 
until disposition instructions are approved by the National Archives and Records 1896 

Administration and are published in VHA's Records Control Schedule (RCS 10-' ). VHA 1897 

Handbook 1200.05 §26.h 1898 
20.2. Until a schedule for local research records is published, ALL records including identifiers 1899 

must be retained." ORO/ORD Guidance on Informed Consent Form Modifications 1900 
Addressing VA Record Retention Requirements (July 23, 2009) 1901 

 1902 
20.3. If there are additional procedures for record retention, explain further. 1903 

 1904 
Z. Qualification of the Investigators 1905 

1. Provide a description of the qualifications of each investigator/co-investigator and their specific 1906 
role in the study. David Oslin, MD will serve as Principal Investigator (Pl). Dr. Oslin is a 1907 
Professor of Addiction and Geriatric Psychiatry at the Philadelphia VAMC and the 1908 
University of Pennsylvania. He is the Director of the VISN 4 Mental Illness, Research, 1909 
Education, and Clinical Center (MIRECC). He is currently funded by a VA CSRD IIR 1910 
project entitled "A Comparison of Integrated and Sequential Treatments for PTSD and 1911 
Substance Use Disorders in a Population of Returning Veterans." He will be responsible 1912 
for the overall conduct of the study, primarily in providing scientific direction for ·:he 1913 
project, coordinating activities between the two key sites, ensuring adherence to best 1914 
practices and regulatory requirements, and monitoring the implementation and progress 1915 
of the project. His effort is considered part of his MIRECC related support. 1916 

2. If applicable, the Principal Investigator must identify a qualified clinician to be responsible for all 1917 
study related healthcare decisions. David Oslin 1918 

3. Pl should submit a current, dated CV with each new initial review. 1919 
 1920 
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