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— 18 million people in the U.S (1 of population)
— 340 million people worldwide

— Twice as commaon in wWamen

— Third most costly disease

— 213 of depressed people never treated
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Medication

Psychotherapy

— Cognitive Behavioral Therapy
— Interpersonal Therapy (IPT)
Phototherapy

Electroconvulsive therapy (ECT)
Brain Stimulation

- rTMs

- Vagus Nerve Stimulation

— Deep Brain Stimulation

Lexcapro [

Wdeell - inbesmitend stresncgth

(sertraline HCl)

YVelbutrin SR




STAR®D Study (N=2 876)
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« Patients with severe depression who do not
respond to conventional monoaminergic drugs
may be characterized by impairments in amino
acid neurotransmitter function

Evidence from clinical and preclinical studies
suggests that directly targeting the NMDA, /
glutamate receptor may offer a rapid method of
treating acute depressive episodes
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Distribution §,.= 10-15
Elimira

CYP-2B6 mportant for N-methylation

* Rapid (within 2 hours) and robust
ant effects lasting up to 2 weeks
reported following a single subanesthetic
infusion of 0.5 mgrkg over 40 minutes

No studies have investigated |V ketamine as
a continuation treatment to determine
whether initial response can be maintained
over a longer period
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Does IV ketamine possess acute
antidepressant properties?

What is the tolerability and safety of |V
ketamine in patients with treatment-
resistant depression?

Can we prevent relapse post IV ketamine
with continuation pharmacotherapy?

Feature Mean
Bge (yr) | am2amas
5 % female) . 10 (38.5)
Recelved peychiatric disability (m, % yes) . 12i{46.2)
Number of adequate antidepressants trials . GO x4
ﬁgg al first major depressive episode (yr) [ 1852122
Ultrsehranie (n, %) ' 24 (02.3)
Comaorbid anxialy disorder (n, % yes) . 20 [76.9)
Family histary of major depression (n, S yes) [ 13 (50)
Baszeline Montgomery-Asberg Depression Rating Scale . 6.9 =54

Quick inventory of Depressive Symptomatology-Self- 18.6 £3.9
R:_lp orl

parcant of patiants

Efficacy of IV ketamine in treatment-
resistant depression (n=26)
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= The largest sample of treatment-resistant
depression studied to date demonstrated:

— A single infusion of [V ketamine has rapid

antidepressant properies
— Benefit was durable in outpatients
— IV ketamine was safe and wal

Mathew et a

for maintaining the
ketamine over

To individualize dosing for continuation IV ketamine
administration based on initial dose tolerability.
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Inclusion criteria
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Patient Perspective: Ms. S (1)

Ms. S, a single white 51 y.o. F who works as a high school
special education teacher, became depressed in 1992 when she
experlencad a number of stressors including the sudden death
of her brother and the hospitalization of both of her parents.,
Shea has endured multiple courses of treatment with
antidepressants, psychotherapy, experimental tx with rTMS,
and been hospitalized 3 times without experiencing any relief.

Before receiving ketamine, Ms. S reported being depressed
“98% of the time", having no interest in the activities she used
to enjoy, and no mental or physical energy. Even daily chores
such as opening mall or going to the ATM for cash were
burdensome and difficult to initiate. She felt hopeless and
thought about suicide dally, though she never went so far as to
plan to harm or kill herself. She felt a need to stay alive for the
sake of her family (her elderly father who lives close by).

Patient Perspective: Ms. S (2)

24 hr following infusion #1, Ms. S experienced relief

) e pr ymptoms, oriing
significant improvements in her mood, energy leve
capacity and desire to experience pleasure.

She remained well for the entire 2-wk infusion peried
and is currently in her 6th week in follow-up post-
ketamine,

The following is an excerpt from an email

our research team this week, approxis

following her last ketamine infusion (she remains off all
antidepressant medications).

Patient Perspective: Ms. S (3)

= ..my “take" on how ketamine has transformed my life
and how it has literally "turned light and sound and
the positive back on™ far me where for so long i have
barely survived in pain and darkness and without
hope. iguess maybe that is the greatest difference, |
can feel hope and joy again after so rerg long without
it. and the ever present suicidality has become part
of my past, not my present, and | am aware of & future
where, before, all the fuiure i could see was more pain
and despair. the most amazing thing to me is that it is
as if i were never depressed; that the areas of my
brain that seemed shut off are now functioning on all
cylinders and the buttons that depression kept
pressing are getting a long deserved break from
stimulation. what has happened is as miraculous as a
person who emerges fully conscious and speaking
from a coma or vegetative state, or if a burn victim
were to awaken pain and scar-free...”




Patient Perspective: Ms. S (4)

“I know all predictors are that | will fully
relapse. But, | am hopeful that ketamine
will emerge from study and will be
available as a treatment. | truly believe it
will heip other people, who like me, have
been impervious to treatment. | know, it
has, for these six plus weeks' time,
“cured” me. (I don’t use that word lightly.)
| pray (again, not a word | use lightly) that
ketamine is available to me, if and when, |
should need it again.”

Video Patient Perspective: Ms. K

Ms. K, a 50 y.0. Hispanic, thrice-married woman with one son, lives with
her husband, supporting herself by warking as an internet technology
consultant for a brokerage firm. She remembers first feeling depressed
and having suicidal thoughts at age 9 and reports a chronic low mooad
since adolescence, She remitied for several years in her 208. Ms. K's
current aplsade began at age 28, with past-partum ansst, and |=
characterized by persistent anxious rumination, insomnla, anhedonia
{"my feelings- they ran away"), and chronic suicidal ideation. At
screening, Ms. K indicated that she had formulated multiple suicide
plans but that her concern for her family prevented her from acling on
these thoughts.

Following the 1st of & IV ketamine infusions, her MADRS score declined
fram 31 to 14 in 24 hours. This level of response (about 50% reduction
in depressive symptoms) was maintained through the sixth infusion and
for 33 days total.
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