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In operation since October 2005 50 doctors served
Cytochrome P450 DNA Typing 300 patients referred
@ HILOmet CYP 2D6, 2C9, 2C19 900 DNA Typing tests
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Somatic Complications of
Psychotropic Medications in a Patient with
Multiple CYP2 Drug Metabolism Deficiencies

C. Lee Blair, M.D.
Godfrey Pearlson, M.D.
John W. Goethe, M.D.

Harold I. Schwartz, M.D. }‘[.] HARTFORD HOSPITAL




Case Histony: Symptoms
Patlent referred e |@)F an‘d LPEs

A 54-year Caucasian woman with a history of:
persistent malaise headache muscle tension
jaw clenching hypervigilance severe anxiety

The patient’s difficulties had developed six years ago:
 Iimproper installation, heating system leaked volatile fuels

e escalating fear, frustration, increasingly symptomatic

Shiehad hecome:

o JRcreasingly preeccupied with her sematic condition

o [iad stoppediwerking as awell paid preiessional

o Had wWitherawnfirem many, el Her usual activities

o hiad spent alaree amount el tine and effort en medical care
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HILOmet CYP

RESEARCH
Personalized Medicine 3: 131-137, 2006

High carrier prevalence of deficient and null
alleles of CYP2 genes in a major USA hospital:
implications for personalized drug safety
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Clinical Manifestations — Current Diagnoestics
« Weight gain * Body type changes
* Increased waist size = * Lipid+Glucose Profiles
« High Triglycerides ' « Confounders: mental
» Elevated blood glucose status, appetite, poly-

» Diabetes 4 pharmacy, compliance

Molecular Psychiatry (2007), 1-9 Ia
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Physiogenomic comparison of weight profiles of

olanzapine- and risperidone-treated patients

G Ruano', JW Goethe®, C Caley®, S Woclley®, TR Holford®, M Kocherla', A Windemuth' and J de Leon®
| 'Genomas, Inc., Hartford, CT, USA, ®institute of Living, Hartford Hospilal, Hartford, CT, USA, "Department of Epidermiology
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PHYZIOTYPE

Genotype Genotype
gene D gene A
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PhyzioType Systenis Psychotroplc f
Predicting OlanzapipeNyeg s Paient L“P

Patient LPH1 on Zyprexa®
e Clinical Symptoms:

8 kg weight gain and
abnormal lipids

*Referred to LPH and IOL
for DNA typing of drug
metabolism status
PhyzioType Diagnosis:
Psychotropic DIMS

24
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INTERPRETATION

* PhyzioType places
patient at 86t ranking
of Zyprexa® ADR risk

» Patient at very high
risk of weight gain

» Evaluate alternative
drugs or treat ADR

ISR
O iIs here
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Predicting RisperdeReNyeighPatient ‘L\,_

INTERPRETATION

* PhyzioType places
patient at 28t rank of
Risperdal® weight ADR

» Patient at low
risk of weight gain

» Consider prescription if
therapeutically indicated

Rk
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&G .



PhyzioType SyStERmESyCHOIOPICSR
Predicting WeighisSides=fiectRatient LA

Patient LPH1 on Zyprexa®
 Clinical Symptoms:
8 kg weight gain and
abnormal lipids

ISR
ONEREE

 Referred to LPH and IOL |
for DNA typing of drug Zyprexa
metabolism status

 PhyzioType Diagnosis:

Psychotropic DiMS LR
ST hEre

Risperdal®is predicted to
ave the least werghi
galnior this patient

o and Zyprexa® the most.

RISperdal
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What Are the Implicati.._oﬁs o)
Clinicall NeUroSscIERCE?

« Drug metabolism DNA Typing is first:
assays available now

« FDA spearheading new guidelines for
prescription of safest drugs

e Diagnostics for drug-induced metabolic
syndromes to prevent ADRs

« DNA-guided drug selection to minimize
risk of ADRs

New paradigm for medicine
DNA-guided diagnhosis, prevention and treatment

| Personalized health will be expected
(& by patients and their families 30
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