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Poll Question #1

Let ' s get to know who’s 1 n the
Select your main role(s)!

¢ Physician

C Nurse

C Research PI

C Research study staff

¢ Veteran

C Other (VA personnel, studeretc)
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Results

Key Findings and Conclusions



Poll Question #2

What " s the difference bet wee,]

CThere’s a difference?

Clt’ s simple: Sex refers to
a sociocultural construct

CActually 1t’s a | ot more co



GENDER

Socially-constructad roles, behaviours,
expressions and identities of girls, womean,
boys, men and gender diverse people.

Definitions

Sex= biological attributes

Gender= psychosocial or
sociocultural

Do Sex and Gender matter
for Health Research?

Have you considered the possibilities?
Learn mora: www.clhr-Irsc.gc.ca/shapingsclence.htmi

Canadi




Sex and Gender Influences on
pharmacological response

Sex pharmacokinetics,
pharmacodynamics

Table 1. Some difference between men an
women.

Differences
Birth and adult weight

-_g

o

Infant mortality
Height + \ ' '

Muscle

Fat

Distribution of fat Peripheral Visceral
Total water

Intracellular water
Extracellular water
Plasma

Heart frequency
Average organ flow

Glomerular filtration rate

Gastric pH (acidity)
Gastrointestinal mobility
Gastric emptying
Acetylcholine esterase

Catechol-O-methyl
transferase

CYP2D6
CYP3ng
P-glycoprotein
QTc interval

Health
care
system
Condition- Soci
related economi
Adherence
Therapy- Patient-
related related

Figure 1. Factors influencing adherence.

Gender access to care,
other health behaviorss,
smoking), placebo effect,
medication adherence,
education, soci@conomic
status, patienfphysician
dyad

FranconF andCampesl, Sex and gender influences

on pharmacological response: an overviEwxpert
Review of Clinical Pharmacolpijlay 2014



Sex and Gender reporting In
health research over time

-1n 2001, the US government reported that 8 out of 10 drugs
removed from the market in preceding years had more significant
adverse effects for women than men

- The NIH and the National Academy of Medicine (formerly IOM)
have called for increased participation of women in medical
research

- Now close to 50% female in NIH funded trials

S.1 - National Institutes of Health Revitalization Act of 1993

Subtitle B--Clinical Research Equity Regarding Women and Minorities

PART I--WOMEN AND MINORITIES AS SUBJECTS IN CLINICAL RESEARCH
SEC. 131. REQUIREMENT OF INCLUSION IN RESEARCH.

Part G of title IV of the Public Health Service Act, as amended by section 101 of this Act, is
amended by inserting after section 492A the following section:

INCLUSION OF WOMEN AND MINORITIES IN CLINICAL RESEARCH




Women Veterans

10%o0f all living Veterans are women ~ B ml

16% by 2040

7%o0f VA patients are women

175% increase in 15 years!
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200,000
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Women Veterans in VHA, 2018

12% Age (Years)
G5+
539, 45-64
46% m 18-44
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FY15

Younger than men

More diverse
42% racial/ethnic minority
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An Evidence Map of the Women Veterans’ Health Research

Literature (2008-2015)

Previous Revie\

Urtversty of Mirvescla Mediod School. Mirreapois, VN, USA

BACKGR OUND: Women comprise a growing proportion of
Veterans secking care at Veterans Affars (VA) healhcare
facfities. VA mitiatives have accelerated changes In serv-
ices for female Veterans, yet the comresponding Iterature
has not been systematically reviewed stnce 2008. In 2015
VA Women's Health Services and the VA Women's Health
Research Netwark requested an updated lterature review
to facilitate policy and research planning
METH| : The Minneapols VA Evidence-based Synthe-
tsls performed s_\'slm';es;zg rrsﬁ
rda toflfemale Veterafls’ heak om
through 2015. We extracted study charactersstics inchud-
ing healthcare topic, design. sample stze and proportgon
female, research setting. and funding source. We created
an evidence map by organiring and presenting results
within and acoss healthcare topics. and describing pat -
tems, strengths, and gaps

= RESULTS: We idmitified 2275 abstragts and assessed
s r rel nee. We exchjded 106 bt and
r 2 full-text arnic 750 excd of

440 nduded wticles, 208 H7% were related to mental
health, particularly post-traumatic stress disorder (71
arnticles), military sexual gauma (37 antides). and sub-
stance abuse (20 articles). The number of articles address-
ing VA priomty topke areas increased over tme, Inchuding
reproductive health, healthcare arganiation and delivery,
access and utfization, and post-deployment health. Three
or fewer artides addressed each of the common dhronie
diseases: diabetes, hypentension. depression, or anudety
Nearly 400 articles B0% used an observational design.
Eight artides (2% desaibed randomized trals

CONCLUSIONS: Our evidence map summariaes pat-
temns, progress, and growth i the fmale Vetearans’ health
and healthcare litarature. Observational studies in men-
tal health make up the majorty of research. A focus on
primary care delivery over clinical topics I primary care
and a lack of sex-specfiic results for studies that nchude
mam and women have contributed

- Reviewed ALL the women
Vet erans'’ heal
20082015

-Excl uded
explicitly report results for
women

- Over 350 studies excluded!
- Major gap: Need to
Improve reporting of results
by sex or gender

~—
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INTRODUCTION

Despite sarving in or alongside the US military since the

Revolutionary War, women have expenenced uncqual access

to Vetorans Affairs (VA) benefits, and few women used the VA

heakhcare system pnor © the carly 1980s." In the subsequent

30 years, clmical, rescarch, and policy mititives have sought to
rans.”|

improve the quality and accessibilty of evidence-based health-
fory ake 2 y, women the fastgal-
ngﬁ:‘htrG'US e receving VA heakthe !
When the literature related to fomale Veterans' health and
healthcare was last reviewed in 2008, the authors encoun-
tered a rapdly emerging ficld of rescarch. They descnbed
growth in rescarch rodated to access, utilzation, and organiza-
tional qualty, but dentified gaps in research related © chronic
physical and mental hcd.lh conditions, complex combinations
of discmse, pr <y gng, g n m;ly. co-
managad me and ysical d:‘nm nc, and post-
deployment transtional health. Subsequently, the VA wom-
en’s heulth landscape has changed substantially. In 2008, the
national Women's Haalth Services (WHS) progrum was ostab-
lished to oversee clinical initatives, such as the provision of
comprehensive women's haalthcare (including general and
genderspecific care) at a smgle site from a single provider.”
The VA Women's Health Rescarch Nawork (WHRN) was
created in 2010 to fill knowladge gaps in the evideonce base
rlated © female Vetarans” health and healthcare.” Based in
part on the results of the previous review,” the WHRN prior-
itized rescarch on six key topic arcas: (1) mental health, (2)
pnmary care and prevention, (3) reproductive health, (4) com-
plex chronic conditonsaging and long-term care, (5) ac
carc and rural haalth, and (6

to

1 and Health Services Research
an

ESP

Evidence-based Synthesis
Program (ESP)

Evidence-based
Synthesis Program




Objectives

Overall:Evaluate attention to sex and gender
In randomized controlled trials (RCTs) with women Veterans
over the past decade (2048)
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Results

Key Findings and Conclusions



Systematic Review vs. Evidence V
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V/AS
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' Annals of Internal Medicine RESEARCH AND REPORTING METHODS
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PRISMA Extension for Scoping Reviews (PRISMA-ScR): Checklist
and Explanation
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What is an evidence map? A systematic @
review of published evidence maps and
their definitions, methods, and products

Isomi M. Miake-Lye'*", Susanne Hernpel®, Roberta Shanman® and Paul G. Shekelle'*



Search strategy

MEDLINE search:

MeSH er ms: Women; Women’s h
Services; Transgendered persons; Veterans; Veterans
health; Hospitals, Veterans

- English language
- 2008 to present

Exclusion Criteria:
Not related to health/healthcare
Does not include Female Veterans
Not a randomized controlled trial



Key questions

Attention to sex/gender in:

Hypothesis
Male and female Study design
veteran participants Statistical analysis
P4 7 Reporting
3 Results reported by sex of  Limitations acknowledged
gender
RCTs with women
veteran participants
Results NOT reported by
7 sex or gender

N\

Study characteristics: \ . .
Publication year Only women veteran Any mention of sex/gender in:
Journal _ participants Methods

Health care topic Results

Sample size Discussion

Number women
Proportion female
Location

Time to followup
Intervention type

Control type ]
Outcome type Q2:Among RCTs with women veterans that report results by sex or gender, do sex/gender ani

- 1 . ?
Funding source and reporting adhere to currently proposed best practices

Q1:How do RCTs that include women veterans and report results by sex or gender differ from
that include women veterans but do not report results by sex or gender?

Q3:Among RCTs with women veterans that do not report results by sex or gender, how are

sex/gender addressed in publications, if at all?




Best practices for Sex and Gende
reporting IN researcl mssese s

« Authors shoukd use the terms sex and gender carefully in onder o
awvold confusing both tems.

- Where the subjects of research comprise organisms capable of
differentiation by sex, the research should be designed and conducted

REVIEW Open Access in @ way that can reveal sex-related differences in the results, even if

these were not initially expected.

. . @cmsmrk « Where subjects can ako be differentiated by gender (shaped by social
Sex an d Gender Equ | ty N Re Séa rCh : and cutrural circumstances), the research should be conducted similarly
. . . at this additional level of distinction.
rationale for the SAGER guidelines and Recommendations per secion of the arick
Title and if anly one sex is included in the study, or if the results
recommended Use abstract of the study are to be applied to only one sex or
gendgr, the title and the_ abstract should specif}«' the sex
Shirin Heidari", Thomas F. Babor®, Pacla De Castro®, Sera Tort® and Mirjam Curnc® of animals ar any cells, tissues and other material derived
from these and the sex and gender of human
participants.

Introduction  Authars should report, where relevant, whether sex and/
or gender differences may be expected.

- Created criteria for appraisal of i gt
ensured adequate representation of males and females,

attention sex and gender oty e e v ks

females.

Results Where appropriate, data should be routinely presented
. . disagqgregated by sex and gender. Sex- and gender-based
- I nte n d ed to be d escrl ptlve analyses should be reported regardless of positive or
negative outcome. In clinical trials, data on withdrawals
and dropouts should also be reported disagagregated
by s
Discussion The potential implications of sex and gender on the
study results and analyses should be discussed. If a sex
and gender analysis was not conducted, the rationale
should be given. Authars should further discuss the

implications of the lack of such analysis an the
interprettion of the mesufrs.
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Citations identified from 2008-2015 review

Updated search 2015018

Previously eligible N=11 Previously ineligible N=424 MEDLINE citations N=1461
RCTs N=8 Did not provide sesspecific results N=361
Secondary analysis N=3 Did not include enough women N=63

Total Citations

N = 1885

\ 4

Abstracts screened

v

Duplicates removed N = 65

\4

Excluded abstracts N=1668
Not relevant to female veterans
Not an intervention study

N =1820
\4
Ineligible secondary |* Abstracts/Full-text >
analyses N=22 reviewed
N = 163
Missed by search:

Parent trials N=2

\ 4

Included articles
N =45

A 4

Excluded articles N=98
Singlearm uncontrolled trial N=36
Implementation/evaluation study N=4{1
RCT-related articles N=17
VA clinician participants only N=2
Ineligible population N=2




Evidence MapRCTs with veteran participants, by proportion
women, reporting of results by sex or gender, and publication yeal

|
i

R N Ww b~ 01O N O ©

. 100% women

Sexspecific results

§ >33% women

10-33% women
<10% women

2008

2009

2010 2011 2012

2013 2014 2015 2016 201
JanMay



Q1 ResultsCompare characteristics or
RCTs that do or do not report
sex/gender results

Women and men

veteran participants
NO results by sex or Results by sex or gende
gender (n=30) (n=10)
median(IQR) median(IQR)

'n randomized participants

1% women participants
Time to longest followap (days)




Women and men

veteran participants
NO results by sex or Results by sex or gende
gender (n=30) (n=10)
n(%) or median(IQR)  n(%) or median(IQR)

Health care topic
Mental healt
Physical heal
Health care delive
Access, Utilization, P
Study location(s

Single sit
Multi-site
VA Cooperative stu
WH PBRN stu
NonVA or Community bas
Intervention type

Pharmacolog

Behaviore

Health service

Device or Physical treatme




Q2 ResultsAttention to Sex and
Gender among those that DID report

Article ID number
1 2 3 4 5 6 7 8 9 10
Publication Year 2010 2015 2016 2017 2018

Hypothesis

Explicitly stated hypothes
Suggested relationship or prior s&pecific findings cite
Study design

Explicitly an article about sex/gender differen
Oversampling or enhanced recruitment of won
Sex/gendesspecific inclusion/exclusion crite
Randomization stratified or blocked by
Sex/gender balanced between treatment a

Statistical analysis

Power calculation for interactic
Interaction test (sex/gender by treatment grol

Reporting

Gender of patients lost/withdrawn pestndomization reporte
Sex/gender analysis described in introduction or met
Statistically significant sex/gender by treatment interac
Any differential treatment effect by sex/gender repor
Full sexdisaggregated results reported for primary outcc

Limitations acknowledged
Small proportion of women limits generalizab
Subgroup analysis lacks power, interpret with caution, repli




11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40

_ 2008 2009 2011 2012 2013 2014 2015 2016 2017 2018

Randomization
stratified by
sex/gender
Sexspecific eligibility
criteria

pregnancy related
Sexspecific eligibility
criteria
non-pregnanc
Potential participant
pool described as
mostly male
Men and women
eligible for study

Proportion of
male/female
participants reported
Balance of sex/gendt
across treatment
arms reported

Mostly male
population limits
generalizability
Future research
should study
sex/gender effect
Mostly male
population
(descriptive)
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Participation of women Veterans

Studies that reported sex/gender results were:
- larger (n=344 vs. 126)
- Included a higher proportion of women (17 vs. 11%)

Women are 10% of living Veterans; 7% of VA users
-only 1 of 13 trials with <10% women reported sex/gender results

VA ORD requiretso “ispelcucae wdrment

- Since 2013, the number of women and men enrolled must be
reported onClinicalTrials.gov

- The WH PBRN may help improve recruitment



Reporting sex/gender results

25% of studies reported sex/gender results
- Similar to reviews of nexieteran RCTs (8% women)

- Funders/Regulators (NIH/FDA) and Journals (ICMJE/Consort]
can try to raise this proportion

Only 1 of 11 pharmacologic/device studies presented
sex/gender results

: e NEW ENGLAN D
e ]OURNAL of MEDICINE

N: 304 TABLISHED IN 1812 FEBRUARY 8, 2018 VOL. 378 NO. 6

297 men Trial of Prazosin for Post-Traumatic Stress Disorder
7 women (2%) in Military Veterans

M.A. Raskind, E.R. Peskind, B. Chow, C. Harris,* A. Davis-Karim, H.A. Holmes, K.L. Hart, M. McFall, T.A. Mellman,
C. Reist, . Romesser, R. Rosenheck, M.-C. Shih, M.B. Stein, R. Swift, T. Gleason, Y. Lu, and G.D. Huang




Improved attention to sex/gender

-An I nteraction test I s great
Power calculation
False positives/negatives

- Why do you think there might be a relationship between
sex/gender and the intervention?

- Provide full results disaggregated by sex, regardless of
Interaction test results



Poll Question:

Have you ever received training on sex and gender research
and analyses?

CYes, |’ maskmeaaythmed r t
C Just a bit, | need more training and experience
C Never-t hi' s I s the first |’ ve



Opportunities to improve

VA WO me n ’ S I. f\'\\\’()\lli\'sIII‘I\I.'I‘H
Research Network:

ESEARCH NETWORK
| Supporting Pracice and Research Collaboration |

i Are you a VA investigator who is planning to submit a proposal to
Click here to learn more

Can we help you meet requirements to include women in your
about the VA WHRN

study?

Click here for NIH resources

The 4 Cs of Studying Sex to Strengthen Science

[ ]
| 3 I

Canadian Institutes S st
Canadi
of Health Research

5

Communicate

Analyze Report and
take sex into account, sex-based data sex-based data publish
or explain why it isn't
Gender and Heaitn
—_— IGH LEARNING
About us

sex-based data
incorporated

[— :
Consider
Design studies that

Collect Characterize
Tabulate

Leaming about Sex and Gender - Video
Intiatives

Online Training Modules:
Integrating Sex & Gender in Health Research

Click here for online training

S modules from the CIH
Research



https://www.hsrd.research.va.gov/for_researchers/womens_health/wh-research-network.pdf
https://orwh.od.nih.gov/sex-gender/nih-policy-sex-biological-variable
http://www.cihr-irsc.gc.ca/e/49347.html

Limitations

Search criteria specific to women

Likely overestimates the proportion that report sex/gender

Limited to published data and online supplements
Missed some data on ClinicalTrials.gov

Only included RCTs

Lots of singlarm pilots and implementation/evaluation projects



Conclusions

Women Veterans are increasingly participating in clinical trials
Reporting of results by sex/gender remains infrequent

Even those that do report sex/gender results often omit key
Information

Improving attention to sex/gender for research that includes
women veterans will improve the applicability of knowledge
gained from veteran research to the care of women



Questions?

Elisheva Danan, MD, MPH
elizabeth.danan@va.gov




