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Changing lives through genetic insight™

How Genetic Testing Can Help with
Depression Treatment

| Holly Johnson, Ph.D.
Senior Manager, Medical Information




What Your Doctor Considers Before Prescribing
Medication Today

Patient experience

Adherence Adverse effects

i

«»

lliness Family history

Medication selection

Cost
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Thi s Approach Doesnot

Less than 40% of patients achieve remission with initial drug treatment. With each
additional medication trial, the chance of remission decreases, while treatment intolerance

Al

Increases.

r Sequenced Treatment Alternatives to Relieve Depression (STAR*D) Trial*

Intolerance Rate (Side Effects)

Remission Rate

# of Medication Treatments

1 37% 16%

2 31% 20%

14% 26%

4 13% 30%

w

1. Rush AJ, et al. Am J Psychiatry. 2006.
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Why Dondt These Medicat i

( )
Here are some of the usual culprits:
. . () Adherence
Why Is remission so
difficult to achieve? () Environmental Factors
() Cost / Insurance
() Adverse Effects
. J
Our unique genetic makeup may undermine medication choices and may be a
factor in why medications may not work.
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Pharmacogenomics Defined

Pharmacogenomics is a field of research that
studi es how a personodos ge
responds to medications.

National Institute of General Medical Sciences
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Medication Selection Using Genetic Information

Patient experience

Adherence »
liness MGLY 8&

Pharmacogenomics
A

v

Adverse effects

Personalized Medication Selection

Family history
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GeneSight® Psychotropic

The GeneSight® Psychotropic Report

COMBINATORIAL PHARMACOGENOMIC TEST

«*ggenesight

Patient, Sample

DOB: 7/22/1984
Order Number:
Report Date:
Clinician:
Reference:

USE AS DIRECTED

desipramine
nortriptyline
vortioxetine

}z"myrlad, . NEUROSCIENCE

219

8/5/2020
Sample Clinician
1456CIP

(Norpramin®)
(Pamelor®)
(Trintellix®)

ANTIDEPRESSANTS
doxepin (Sinequan®) 1
imipramine (Tofranil®) 1,6
desvenlafaxine (Pristiq®) 1,8
trazodone (Desyrel®) 1,8
mirtazapine (Remeron®) 3,7,8
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Questions about report interpretation?

Contact our Medical Information team

[] 855.891.9415

4 medinfo@assurexhealth.com

SIGNIFICANT
GENE-DRUG INTERACTION

amitriptyline (Elavil®)
bupropion (Wellbutrin®)
clomipramine (Anafranil®)
fluoxetine (Prozac®)
selegiline (Emsam®)
duloxetine (Cymbalta®)
fluvoxamine (Luvox®)
citalopram (Celexa®)
escitalopram (Lexapro®)
paroxetine (Paxil®)
sertraline (Zoloft®)
levomilnacipran (Fetzima®)
venlafaxine (Effexor®)
vilazodone (Viibryd®)

1,6
1,6
1,6
1,6
1,6
2,7
2,7
1,4,6
14,6
14,6
14,6
1,6,8
1,6,8
16,8
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What are the Clinical Considerations?

i Clinical Considerations
These state rationa
o classification and offer treatment
adjustments if a clinician desires to use
T — this medication.
e~ —
CLINICAL CONSIDERATIONS ®
1: Serum level may be too high, lower doses may be required.
2: Serum level may be too low, higher doses may be required.
== 3: Difficult to predict dose adjustments due to conflicting variations in metabolism.
. 4: Genotype may impact drug mechanism of action and result in reduced efficacy.
> 6: Use of this drug may increase risk of side effects.
~ 7: Serum level may be too low in smokers.
8: FDA label identifies a potential gene-drug interaction for this medication.
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Pharmacodynamics and Pharmacokinetics

'S
|

Pharmacodynamic
variation changes
how the drug
affects the body

how the body
affects the drug

| | Pharmacokinetic
Systemic ? variation changes
Circulation \

|

Excretion

Company Confidential

i . e
*rmyrl ad. - NEUROSCIENCE 10 "\"genesig ht



Key Pharmacogenomic Genes

GeneSight® Psychotropic

Pharmacokinetic (PK)
CYP2D6

CYP2C19
CYP2C9
CYP1A2
CYP2B6
CYP3A4
UGT1A4

UGT2B15

Pharmacodynamic (PD)
SLC6A4

(Serotonin Transporter)

SHTR2A
(Serotonin 2A Receptor)

HLA-B*1502

(Human Leukocyte Antigen)

HLA-A*3101

(Human Leukocyte Antigen)

GeneSight Psychotropic only tests for genes that have a variant that has a significant

impact on medication outcomes, as demonstrated in multiple well-designed studies?, and
appears at a high enough frequency to be clinically meaningful.

1. https://genesight.com/references
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