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Confidentiality Statement

This document is confidential and is to be distributed for review only to investigators, potential
investigators, consultants, study staff, and applicable independent ethics committees or institutional
review boards. The contents of this document shall not be disclosed to others without written
authorization from WCM.

Page # iv



List of Abbreviations

AE
BPI-SF
CFR
CRF
CTSC
DSMB
DSMP
FDA
GCP
HIPAA
HRBFA
HUD
ICF

IDE

IND
IRB

PHI

Pl
REDCap
SAE
SUSAR
UIRTSO
UNIP
WCCHR
WCM
WMA

Protocol # 1608017472
Version Date 6/18/2019

Adverse Event

Brief Pain Inventory — Short Form

Code of Federal Regulations

Case Report Form

Clinical Translational Science Center

Data Safety Monitoring Board

Data Safety Monitoring Plan

Food and Drug Administration

Good Clinical Practice

Health Insurance Portability and Accountability Act of 1996
Human Research Billing Analysis Form
Humanitarian Use Device

Informed Consent Form

Investigational Device Exemption

Investigational New Drug

Institutional Review Board

Protected Health Information

Principal Investigator

Research Electronic Data Capture

Serious Adverse Event

Suspected Unexpected Serious Adverse Reaction
Unanticipated Problem Involving Risks to Subjects or Others
United Nations Istanbul Protocol

Weill Cornell Center for Human Rights

Weill Cornell Medicine

World Medical Association

Page # v



1. Protocol Summary

Protocol # 10608017472
Version Date 6/14/2019

We are evaluating refugee torture survivors who are receiving services at the Weill Cornell Center for
Human Rights. There are two research questions in this study: if the current standard of care results in
the under or missed diagnosis of pain and pain syndromes, and if a validated pain screening tool can
supplement the current standard protocol used in the assessments of survivors of torture.

Full Title:

Short Title:
Principal Investigator:

Study Description:

Sample Size:

Enroliment:

Study Population:

Enrollment Period:

Study Design:

The implementation of a novel pain-screening tool in the diagnoses of
pain symptoms and syndromes in refugee torture survivors.

Pain after Torture
Gunisha Kaur, M.D., M. A.

A prospective study investigating under or missed diagnoses of pain and
pain syndromes that are identifiable by pain specialist physicians and/or
a validated screening tool.

N=100

This study will approximately screen 200 subjects and enroll 100
subjects.

Subjects seeking services at the Weill Cornell Center for Human Rights
that have experienced torture from an authority figure, as per WMA
definition.

The subjects will be enrolled for about two hours.

In addition to the complex psychological sequelae resulting from torture,
survivors of torture have pain and pain syndromes that are likely being
under or undiagnosed in the current standard protocols for the
evaluation of these individuals, that can be identified using a validated
pain screening tool which triggers the referral to a pain specialist
physician. There are two research questions being investigated in this
study. The first is whether or not current standard protocols for the
assessment of survivors of torture result in the under or missed diagnosis
of pain and pain syndromes that are identifiable by pain specialist
physicians. The second question is whether or not a validated pain
screening tool can supplement the current standard protocols used in
the assessments of survivors of torture, and can adequately indicate
when patients should be referred to a pain physician for further
evaluation. Standard procedures are limited to refugees undergoing a
medical evaluation from a trained evaluator. Experimental and
investigative procedures include using a validated self-assessment pain
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Summary of Changes to Protocol:

There have been a number of amendments to the protocol between the initial approved
protocol and final protocol to add and remove co-investigators and make minor changes to the
methods. Most importantly, the format of our IRB has changed, therefore the formatting of the
initial and final protocols differ.

» The initial protocol was only approved for English speaking subjects until the translated
informed consent forms and survey tools were submitted and approved in a future
amendment.

*  We added compensation to adequately cover the subjects’ time for participation and
transportation costs.

* The Brief Pain Inventory randomization was removed.

* We also updated the protocol to recruit Arabic and Punjabi speaking subjects.
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Initial Statistical Analysis

Chronic pain diagnosis in refugee torture survivors: a prospective, blinded, diagnostic
accuracy study

We intend to evaluate the sensitivity and specificity of the existing qualitative, dichotomous
screening diagnosis for pain, using the self-assessment pain questionnaire (BPI) and evaluation
by pain physicians as gold standards. Ratings on the BPI greater than or equal to will be
classified as pain, as will a qualitative classification by a pain physician. We will first calculate
the sensitivity and specificity of the current diagnostic exam, using the pain physician diagnosis
as the gold standard. If the sensitivity is low, the current diagnostic tool will be ruled to be
inadequate in assessing pain. We are focusing our analysis on the sensitivity rather than
specificity of the test due to our belief that the current pain assessment is assigning an excess of
false negative values. We will then further evaluate the sensitivity and specificity of the existing
diagnostic tool by using the BPI as the gold standard. A low sensitivity will rule that the current
screening instrument is inadequate to diagnose pain. Finally, we will assess the sensitivity of the
BPI by comparing it to the pain physiciangs evaluation, the latter of which will serve as the gold
standard. This will be done to assess if the questionnaire is able to detect pain that would trigger
a referral to a pain specialist. All analyses will be conducted in Stata 13 (StataCorp, College
Station, TX).

We will target all patients seeking care at the Weill Cornell Center for Human Rights. The
WCMC Center for Human Rights evaluates between 50-100 patients per year, making our initial
population of study subjects at approximately N=100. We expect to gain cooperation from 75%
of patients, resulting in an estimated total of N=75. Randomization will be into two groups: a
treatment group administered the Brief Pain Inventory Short Form, a validated pain screening
tool, as well as a non-invasive pain evaluation by a pain specialist physician, and a control group
only receiving a non-invasive pain evaluation by a pain specialist physician. This will result in
approximately N=37 per group. Assuming that the Brief Pain Inventory Short Form results in a
30% absolute increase in diagnoses of pain (versus administering solely the current protocol), we
estimate that a sample of N=37 per group will be necessary. To test our primary objective of
assessing the efficacy of an adjunctive pain evaluation in detecting pain or pain syndromes, we
will administer the Brief Pain Inventory Short Form to the treatment group. Next, a pain
specialist physician will conduct a physical exam to both the treatment and control groups for
diagnosing pain and pain syndromes at the beginning of the patient's initial provider encounter.

To test our secondary objective, we will then evaluate the efficacy of the non-invasive pain
evaluation (control group) and experimental instruments plus a non-invasive pain evaluation
(treatment group) in determining which patients should be referred to a pain specialist physician
for further evaluation. Descriptive statistics (frequencies, percentages, etc.) will be used to assess
relevant patient demographics and components of clinical evaluations, including the questions on
the Brief Pain Inventory Short Form. In order to analyze our primary outcome, we will conduct
Chi-square or Fisher’s exact tests to test for significant differences between the experimental and
control treatments in identifying pain. We will also use Chi-square or Fisher's exact tests to



analyze our secondary outcome: to detect differences between diagnoses of pain (based on the
Brief Pain Inventory Short Form and/or standard procedures) and a diagnosis of pain or a pain
syndrome by a pain specialist physician. All p-values will be one-sided, and significance will be
evaluated at the 0.05 alpha level. All analyses will be conducted in Stata IC, Version 13 (College
Station, TX, USA).



Final Statistical Analysis

Chronic pain diagnosis in refugee torture survivors: a prospective, blinded, diagnostic
accuracy study

We intend to evaluate the sensitivity and specificity of the existing qualitative, dichotomous
screening diagnosis for pain, using the self-assessment pain questionnaire (BPI) and evaluation
by pain physicians as gold standards. Ratings on the BPI greater than or equal to 6 will be
classified as pain, as will a qualitative classification by a pain physician. We will first calculate
the sensitivity and specificity of the current diagnostic exam, using the pain physician diagnosis
as the gold standard. If the sensitivity is low, the current diagnostic tool will be ruled to be
inadequate in assessing pain. We are focusing our analysis on the sensitivity rather than
specificity of the test due to our belief that the current pain assessment is assigning an excess of
false negative values.

We will then further evaluate the sensitivity and specificity of the existing diagnostic tool by
using the BPI as the gold standard. A low sensitivity will rule that the current screening
instrument is inadequate to diagnose pain. Finally, we will assess the sensitivity of the BPI by
comparing it to the pain physician’s evaluation, the latter of which will serve as the gold
standard. This will be done to assess if the questionnaire is able to detect pain that would trigger
a referral to a pain specialist. All analyses will be conducted in Stata 13 (StataCorp, College
Station, TX).

Estimation of Sample Size. 100 subjects will be recruited. We hypothesize that 80% will be
diagnosed with chronic pain by a pain specialist (gold-standard). To conservatively maximize the
width of the obtained confidence interval, we assume that the sensitivity of the Istanbul Protocol
is 50%; given this, we can construct a 95% confidence interval for the true sensitivity of the
Istanbul Protocol to detect chronic pain between 39% to 61% (+/- 11%). However, based on our
preliminary studies, the ability of the Istanbul Protocol to detect chronic pain is approximately
15%, which results in a more precise 95% confidence interval between 3% and 17% (+/- 7%).
Based on our preliminary studies, we expect the sensitivity of the BPI to detect pain to be
approximately 85%, with a 95% confidence interval between 78% and 92% (+/- 7%). All
analyses will be conducted in R version 3.6.0 (Vienna, Austria).
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Summary of Changes to Statistical Analysis:
With the removal of the randomization scheme, the statistical analysis plan was edited.

» The sensitivity and specificity of the BPI compared to the gold standard pain specialist
physician analysis remained the same.

* Based on our updated power analysis, sample size was recalculated at 50 subjects;
recruitment opened with enrollment to 100 subjects.
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