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The state of global mental health is in
crisis. Although mental health disorders
have long been on the rise, the drastic
increase in depression and anxiety since
the COVID-19 pandemic must now be
viewed as a second pandemic. The need to
find new approaches to treatment beyond
what is currently available has never been
greater. For decades, doctors have only
been able to prescribe “one-size fits all”
medications that are based on old
formulas targeting serotonin in the brain.
But the drugs only help 50% of the
people who need them, leaving millions
of patients behind.

Enter the Hope for Depression
Research Foundation (HDRF), founded
by philanthropist Audrey Gruss in 2006.
Recently, its Depression Task Force of top
brain scientists announced that—out of
the 20,000 genes that make up the human
body—they have identified 20 new gene
targets in the brain that can lead to novel
treatments for the illness. Through a series
of collaborative research projects, they
have found that these genes produce
proteins whose levels get out of balance in

stress-related disorders like depression.

“These top twenty gene targets have
been tagged in a wide range of mouse
models to demonstrate how the change in
proteins is unhealthy and linked to
depression, and then validated in brain
tissue from humans who died with
depression,” said Dr. Eric Nestler, Head
of the Depression Task Force and Chair
of Psychiatry at Mount Sinai School of
Medicine.

Research in depression is complex,
Nestler explained, because it requires
multiple disciplines to understand how
pathways of risk develop: genetic,
epigenetic, molecular, cellular and entire
circuit networks. The gene targets are
divided into categories: targets involving
nerve cells, targets involving immune cells
in circuit networks, targets involving
growth factors and related proteins, and
targets related to circuits involved in pain
regulation.

“All of these 20 top targets are now
ready for advancement into clinical
investigation.” The pilot trials, he said,

would work to restore proteins to the
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proper balance needed for a healthy brain
and mind.

HDREF is now stepping up fundraising
to get the trials underway. Audrey Gruss
said, “It’s a tall order, but the HDRF
Depression Task Force has made great
headway toward illuminating the
molecular basis of depression and related
mood disorders to advance new treatments
toward prevention and a cure.” By “related
mood disorders” Gruss refers to anxiety,
PTSD, bipolar disorder and post-partem
depression.

Gruss said that her mother, whose
name was Hope, called depression a
“thief.”

“It turns out she was right,” Gruss
said. “HDRF’s research is about how
major stressors in our environment can
change the brain in ways that absolutely
rob the organ of its ability to protect our
mental health.”

“That’s why the research we are doing
is so critical,” she said. “And that’s why the
Depression Task Force gives so much hope.”

¢ LOUISA BENTON, Executive Director



=t Wy

FOUNDER’S MESSAGE

Dear Friend,

Hope for Depression
Research Foundation is
entering an exciting new
chapter.

After a decade of
research on essential brain
biology, the Depression Task
Force has many new ideas
for potential antidepressants
to test in actual patients.

In science parlance,
this is called “translation.”
We will take our discoveries
from the lab and start a
series of pilot clinical trials to
confirm what can “translate”
into new therapeutics for
patients.

In this newsletter, you
will read how the Depression
Task Force has lifted the
curtain on 20 genes—and
the proteins associated with
those genes—as potential
new targets for treating and
preventing depression. All
of these targets are “shovel
ready” for translation in the
clinic.

| am ready to move into
this new clinical chapter!
And | know you are too!

| hope you will consider
a gift for the clinical trial
initiative as we continue to
work toward real solutions
for people living with
depression.

Sincerely,

R

Audrey Gruss
Founder & Chair

HDRF RESEARCHERS DISCOVER RARE
GENE MUTATION LINKED TO DEPRESSION

A new HDRF-funded
study by scientists at
Columbia University has
discovered a rare genetic
mutation in humans that
may lead to new
treatments for depression.
Lead scientist Dr. Bradley
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Miller discovered the gene ; %
mutation in multiple i o

“We’re so excited to
find a mutation with
a large effect size in
depression. We’ve
found a good target
for developing new
antidepressants, and
we are now testing
this in the lab.”

- Bradley Miller, Ph.D.
Columbia University

generations of an extended
Mennonite family in
Pennsylvania. Family
members with the rare
mutation had double

the risk for depression.
Miller then searched large
medical databases
worldwide for more

carriers of the mutation, and
he discovered that 80% of
them have major depression.
Bingo.

To determine the biological
consequences of the mutation
in the brain, Miller’s team
modeled the human gene in
mice. They found that it causes
hyperactivity in a specific
circuit in the habenula, a brain
area implicated in depression,
and it increases sensitivity to
stress. These findings suggest
that this specific circuit in the
habenula is an important
target for developing novel
antidepressants.

MARISKA HARGITAY HONORED AT 18TH
ANNUAL HOPE LUNCHEON SEMINAR, NYC

Hope for Depression Research
Foundation held its 18th Annual HOPE
Luncheon Seminar on Tuesday, November
12 at The Plaza Hotel in NYC. The event
focused on “Trauma and Recovery:

How the Brain Heals” with top medical
experts and beloved actor/producer
Mariska Hargitay, who was honored
for her work in the trauma field as the
founder of Joyful Heart Foundation.

“Pve gone through my own journey of learning how to respond to
the traumas that | experienced in my life. | lost my mother when
I was three and we didn’t have the tools that we have now to
metabolize and understand trauma. So it wasn’t until much later in
my life when | was able to do that for myself. | had therapists who ...
helped give me my life back and reorganized my nervous system.
There is hope. There is hope.”
- Mariska Hargitay, Award-winning Actor and Producer

For more information, please contact:

New York HDRF
40 West 57th Street, Ste. 1440
New York, NY 10019
Phone: 212.676.3200
Email: hdrf@hopefordepression.org

Palm Beach HDRF
777 S. Flagler Drive, Ste. 801E
West Palm Beach, FL 33401
Phone: 561.515.6454
Email: hdrf@hopefordepression.org
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Scott Snyder

INAUGURAL PALM BEACH
HOPE LUNCHEON SEMINAR

On January 23, 2025, HDRF hosted
the Inaugural Palm Beach HOPE
Luncheon Seminar at The Colony Hotel.
More than 120 guests attended the event
which focused on the state of mental
health in the U.S. today and HDRF’s
latest breakthroughs in the discovery of
new treatments for depression and anxiety.

The luncheon featured speeches by

Al

Audrey Gruss, HDRF Founding Chair,
and Louisa Benton, Executive Director,
hosted the Inaugural Palm Beach HOPE

Luncheon Seminar in January.

Scott Snyder and Mickey Beyer

Audrey Gruss, Founder and Chair of
HDRE and Louisa Benton, Executive
Director, as well as a video announcement
from Dr. Eric Nestler, Chair of the HDRF
Depression Task Force, regarding the
remarkable progress the DTF has made in
identifying target genes that could lead to

novel treatments for depression.

Maurice and Sharleen Moradof
of Yafa Signed Jewels, which
underwrote the event.

Ginny Sydorick and Allison Roeder

SUPPORT HDRF
100% of all donations go directly to spur cutting-edge neuroscience
research into the origins, diagnosis, treatment and prevention of
depression and related mood disorders such as bipolar disorder,
postpartum depression, PTSD, anxiety and suicide.

HDREF is a non profit 501(c)(3) public charitable organization.
All donations are tax-deductible to the fullest extent of the law.

Visit us at hopefordepression.org




THE SEVENTH ANNUAL PALM BEACH
RACE OF HOPE RAISES OVER $1 MILLION
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Co-Grand Marshals Scott Snyder and Audrey Gruss at the starting line

The Hope for Depression Research HDRF’s mission to further mental health
Foundation (HDREF) celebrated the

Seventh Anniversary of the Palm Beach

awareness and research. The event raised

a new record of over $1 million for

5K Race of Hope on Saturday, February
15, 2025. More than 1,200 people
gathered in Bradley Park to support

groundbreaking research into new and
improved treatments for depression
and anxiety.

The Ladies of Dunbar and HDRF
Executive Director Louisa Benton
(center) enjoy the sunshine

Kirsten Smith and her furry friend
celebrate at the finish line

Top Individual Fundraiser went to
Palm Beach Committee Member
Mona Nasser

Top Fundraising Team went to
Le Bilboquet, which raised
nearly $18,000

PALM BEACH RACE
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PRIVATE BANK ART FAIR - MARCH 20 - 23, 2025
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UPCOMING EVENTS

3RD ANNUAL TEEN RACE
OF HOPE 5K WALK/RUN
TO DEFEAT DEPRESSION
Sunday, May 18, 2025
Pier 76 * Hudson River Park
Manhattan, NYC
10:00 am
10TH ANNUAL SOUTHAMPTON
RACE OF HOPE 5K WALK/RUN
TO DEFEAT DEPRESSION
Sunday, August 3, 2025
Southampton, NY
8:30 am
19TH ANNUAL
HOPE LUNCHEON SEMINAR
Wednesday, November 12, 2025
The Plaza Hotel
New York, NY
11:30 am — 2:00 pm



