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Session |V: Cultivating a culture of ‘Sex Matters’
across multiple disciplines

Session purpose

« To discuss when sex matters and when the biological
variable of “sex” should be considered in science

« To determine where gender fits into the research realm



Session |V: Cultivating a culture of ‘Sex Matters’
across multiple disciplines

Session purpose

« To determine if there is research space for single sex studies
and if such studies will result in no harm (add’'n examples)
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Adoptive transfer of T cells restores the magnitude of
angiotensin ll-dependent hypertension in T cell deficient mice
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Sex-specific T-cell modulation of hypertension
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Sex-specific T-cell modulation of hypertension
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Glomerular and tubular damage in renal wrap
hypertension is greater in male than female rats

Renal wrap (RW)
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17B-Estradiol replacement prevents the aggravating
effect of ovariectomy on
glomerular and tubular damage in RW rats

C F-OVX+E2
ace . 20

GSI (AU)

Intact OVX OVX+E:

Ji et al, AJP: Renal Physiol 288: F513, 2005

Carlo Pesce, PhD

Stefano Menini, PhD



NZBWF1 mouse

Mouse model of systemic lupus erythematosus
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Session |V: Cultivating a culture of ‘Sex Matters’
across multiple disciplines

Session purpose

« To determine if there is research space for single sex studies
and if such studies will result in no harm (add’'n examples)

— Mechanisms of susceptibility vs resilience to disease



Session |V: Cultivating a culture of ‘Sex Matters’
across multiple disciplines

Session purpose

e How can we cultivate a culture of ‘Sex Matters’?
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The Uphill Challenge of Culture Change
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The 9 Steps to Organizational Culture Change

DEFINE: Begin with the end in mind

« Step 1 - Evaluate your current culture and performance
o Step 2 — Clarify your initial vision
« Step 3 - Clarify values and expected behaviors

ALIGN: Teamwork is working together toward a common vision

o Step 4 — Clarify strategic priorities
« Step 5- Engage your team in defining goals
 Step 6 — Clarify and track key measures

MANAGE: A culture of discipline a principle of greatness

o Step 7 — Maintain a management system for priorities and goals
« Step 8 — Manage communication habits and routines
« Step 9 - Build motivation throughout the process



How Do We Measure Success?




Short-term Metrics

Number of applications and grant awards proposing Single
Sex Studies (SSS) in males (SSS-M) and those in females
(SSS-F)

Number of applications and grant awards proposing Dual Sex
Studies (DSS)

Ratio of DSS:SSS among applications and grant awards

Of SSS, the average ratio of SSS-M: SSS-F among
applications and grant awards

Of DSS, the average ratio of male to female animals
proposed per application (M:F/application) and that proposed
per grant award (M:F/grant)



Preparing the Vertebrate Animal Section (VAS)

What is the VAS?

The VAS is the sedion of grant applicdions, contradt proposals, and cooperdive agreements
where you desaibe the use of animds in your work. There are 5 points you must address.

Which studics require a VAS?
You rmust provide a VAS if your work mvolves the use of live vertebrate animds, nduding
generaing customn antibadies and dbtaining tissue from ive vertebrate animals.

Wha if there is more than one performance site?

You need to complete dl 5 points of the VAS for each performance site.

What information should be provided in the VAS?

« POINT1

Description of animals and how they will be used

In detal, desaibe the proposed use of aninds for the study.

Identify the spedes, sirains, ages, sex, and number of animals.

Hawe you indwded?

2 Conase desaiption of the proposed work using animals

¢ Procedures (e.g.,, mjections, blood collection)

¢ Surgicad pracedures, induding anesthetic regimes, monitor-
ng, and recovery

¢ Spedes, Sirdins, ages, sex

% Number of animals

« POINT2

Justifications for use of animals

Justify the use of animdls, the choice of spedes, and the numbers
of anmmals. Prowde raionale for use of anemals n shart supply,
that are costly, or n large numbers.

e you justified?

% Use of animals and why dternatives cannat be used
 Choice of spedes

% Number of animals and how determined

« POINT3

Vetennary came

Provide mformation on the veternary care of the animals.

Hawe you prowided?

¢ o Brief acoount of vetesinary staff and therr availability for rou-
tine and emergency care

o How often animals are observed or monitored

o Ay additional monitoring or support that may be required
(e.qg. pnst«pmmhrd pﬂsugd m)

o Indicators for to ade di
distress, or pan (e.g.,bndysmnng, weighing)

For more information, download the worksheet at
httpY/grants.nih.gov/grants/olaw/VASchecklist.pdf

« POINT 4

Proviss to minimize dis fort, distress, pain,

and imjury

Desaibe the procedures to minimize discomiort, distress, pain,

alinprytnﬂﬂwhdlsmamdiﬂenﬂlemndnofsneﬂ]ﬁ

cally sound research. Dmi)elsenfmdgma’lﬁim

tranquilizing drugs, and comi

where appropriate, mmmzemdmmaﬂ

npry.

Have you desaribed?

& o Crasmstances when animals may experience discomfort,
distress, pamn or inpry

& ﬁnﬂmmﬂmmdmmwlm

& Useof h acs and sthetics (identify
drugs by name/dass)

¢ Provisons for spedd care or housing

& Pans for postsurgical care, if applicable

& Humane experimental endpoints, if relevant

& Use of restramt devices/methods, if rdevant

+ POINTS

Euthanasia
Dmri)ea’lyrrﬂhodofuﬂla’mamdﬂlem(s)fnrsdect
ng it State if the method(s) is with the rec

tions of the AWA Grsdedines on Fulfaresa (PDF). Ifnot, |nd.|de
a sdentific justification for not following the rec

Hawe you imicabed?

& had(s) of eutt aa and {s)for selection

¢ IFthe method(s) of euth aais with the recom-
mendations of the AVMA Guidelines on Fulfarasa

{ o Scentific justification for the method(s) of euthanasia that is
nat const with the ions of the AWMA Gude
knes on Futfanasa
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POINT 1

Description of animals and how they will be used

In detail, describe the proposed use of animals for the study.
Identify the spedes, strains, ages, sex, and number of animals.

Have you included?

Q
¢
¢

Concise description of the proposed work using animals
Procedures (e.g., injections, blood collection)

Surgical procedures, including anesthetic regimes, monitor-
ing, and recovery

Spedes, strains, ages, sex

Number of animals



Mid-term Metrics

Number of published papers on a single sex study (PPS) citing
NIH support conducted solely in male (PPS-M) or solely in female
(PPS-F) animals

Number of published papers citing NIH support using both sexes
(PPD)

Ratio of PPD:PPS citing NIH support

Of PPS, the average ratio of PPS-M:PPS-F citing NIH support



% of animal articles in 2009
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Most folks do not know the sex of their cells

Shah et al. AJP Cell 306: C3, 2014



Public Access Policy

Q

QER Glossary | Contactus

When and How to Comply

Preparing a
manuscript

Post it to PubMed Central
and track it in My NCBI

Include PMCID in citations

Reporting to NIH

Overview:

To advance science and improve human health,

NIH makes the peer-reviewed articles it funds

publicly available on PubMed Central

(http://www .ncbi.nlm.nih.gov/pme/). ~ LastUpdated: Tuesday, March 18, 2014
The NIH public access policy requires scientists to

submit final peer-reviewed journal manuscripts that

arise from NIH funds to PubMed Central

immediately upon acceptance for

publication. [more

(http://publicaccess.nih.gov/policy.htm




The sex of Animals in Preclinical Research Publications
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Mid-term Metrics

 Of PPD, the number and frequency of those PPD reporting a sex
difference or the absence of a difference in a meaningfully
powered comparison for a measured parameter either in the paper
or on-line supplement
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Long-term Metrics

Number of clinical studies and trials whose design explicitly addresses
sex-specific hypotheses revealed by preclinical studies or proposes
study and pooled analysis of males and females due to the lack of
preclinical sex differences

Number of established and newly developed drugs with sex-specific
labeling by the FDA

Number of consensus statements and clinical guidelines recommending
sex-specific therapeutic strategies for treating disorders and diseases
because of sex differences in efficacy and/or safety

Reductions in sex-specific skewing of adverse event reporting



Table 3. Prescription drugs withdrawn from the US market (1997-2000).

Pondimin®
Redux®
Rezulin®
Lotronex®
Seldane®

Posicor®

Hismanal®

Propulsid®

Raxar®

Duract®

Appetite suppressant
Appetite suppressant
Diabetic
Gastrointestinal
Antihistamine

Cardiovascular

Antihistamine

Gastrointestinal

Antibiotic

Analgesic and anesthetic

Women
Women
Women
Women
Women and men

Women and men

Women and men

Women and men

Women and men

Women and men

Valvular heart disease
Valvular heart disease
Liver failure

Ischemic colitis
Torsades de Pointes

Lowered heart rate in elderly women and adverse
interactions with 26 other drugs

Torsades de Pointes

Torsades de Pointes

Torsades de Pointes

Liver failure

Parekh et al. Expert Rev Clin Pharmacol 4: 453, 2011



LET'S MAKE THE NEXT GENERATION

TOBACCO-FREE

Your Guide to the 50th Anniversary Surgeon General’s
Report on Smoking and Health
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