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Extrapyramidal symptoms/TardiVe dyskinesia

3. Risperdal’s potent effects at 5HT,, receptors may be responsible for the low incidence of
neurological adverse effects, such as EPS, associated with its use. Importantly, Risperdal at
a dose of <10 mg/day has demonstrated an incidence of extrapyramidal symptoms (EPS)
comparable to placebo (Risperdal product labeling). Marder (1994) reported that there was
no significant differences in Extrapyramidal Symptom Rating Scale (ESRS) score between
patients receiving placebo and Risperdal < 6 mg.

4. In a study of 36 schizophrenic patients, Borison (1992) concluded that Risperdal decreased
the signs of tardive dyskinesia. Chouinard (1995) determined that Risperdal had a significant
beneficial effect on tardive dyskinesia in the Canadian Multi-center Risperdal study of 135
schizophrenic patients. In a post hoc analysis, Chouinard (1995) further examined the effects
of Risperdal in patients with tardive dyskinesia from the Canadian Multi-center Risperdal
study. The author reported that Risperdal at 6mg/day had the most beneficial effect on
tardive dyskinesia.

5. Brecher (1996) evaluated the long-term safety of Risperdal (mean dose 7.6-9.4 mg/day) in
1156 patients enrolled in seven 1-year clinical trials. Only four cases (0.3 %) of tardive
dyskinesia were reported in the long term studies.

Anticholinergic side effects

6. Risperdal’s low affinity for muscarinic receptors is consistent with the relatively low incidence
of anticholinergic adverse events reported in clinical trials conducted to evaluate its safety
and efficacy. In these trials, the incidence of constipation was 3% in the placebo group and
7% in patients who received Risperdal in a dose of less than 10 mg/day, and 13% of patients
who received 16 mg/day (Risperdal Product labeling). In a study conducted by Marder and
Meibach (1994), the incidence of constipation was reported as 1.6% for both 2 and 6 mg daily
doses of Risperdal.

Orthostatic hypotension ~

7. Risperdal may induce orthostatic hypotension especially during the initial dose-titration
period, which is reflective of its alpha-adrenergic antagonistic properties. Orthostatic
hypotension may be minimized, however, by following the recommended dose titration
schedule. Syncope was reported in 0.2% (6/2670) of Risperdal-treated patients (Risperdal
Product labeling).

Weight gain

8. Brecher (1996) reported a small weight gain with a mean increase in body weight per patient
of 2.6 kg over the 1 year time period.

8 OMNI-MA 035240
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Sedation/SomnoIenée

9. The incidence of somnolence was reported as 3.2% and 3.1% respectively for 2 and 6 mg

daily doses of Risperdal by Marder (1994) and is consistent with Risperdal’s relatively low
affinity for histamine H, receptors.

Laboratory monitoring

10. Laboratory monitoring, such as liver enzymes or white blood cell count is not required during
Risperdal therapy since increased liver enzymes or white blood cells disorders have not
consistently been reported in the pre-marketing studies or the post-marketing experience.

Other adverse effects

11. The most common adverse events reported in patients treated with Risperdal in pre-
marketing clinical trials were insomnia, agitation, EPS, headache, anxiety, and rhinitis.

OMNI-MA 035241
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RISPERDAL SHORT AND LONG TERM SAFETY

nformation

~Léng term safety

Anticholinergic side No affinity for muscarinic The rate of anticholinergic side
effects ‘ cholinergic receptors effects is comparable to short term

Minimal risk of anticholinergic side studies

effects

e.g, constipation:

e 3% placebo

e 7% RIS <10 mg/day

e 13% RIS 16 mg/day
Extrapyramidal The incidence of EPS with Long term data indicates that the
symptoms Risperdal at doses < 10 mg is risk of EPS does not increase with

comparable to placebo.
Incidence of EPS:

+ Placebo 16%

s RIS<10 mg/day: 17%
e RIS 16 mg: 34%

extended use

Tardive dyskinesia

Risperdal may have a beneficial
effect on tardive dyskinesia in
some patients

Only four cases of (0.3%) of
tardive dyskinesia reported in long
term studies

Somnolence Risperdal causes minimal The rate of somnolence is
somnolence at < 10 mg/day comparable to short term studies
RIS < 10 mg/day: 3%
RIS 16 mg/day: 8%
Placebo: 1%

Weight gain The incidence of weight gain (7% Weight gain data from long term

of body weight) with Risperdal has
been reported as 18% compared to
9% with placebo

studies revealed a mean increase
in body weight of 2.6 kg (range 1.8
-3.3kg)or5.72 Ib. (range 3.96 -
7.26 |b.). The mean duration of
exposure was 213 days

10
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Prolactin .

Greater plasma prolactin
elevations than haloperidol

No correlation between prolactin-
related adverse effects (e.g.,
gynecomastia, galactorrhea,
oligomenorrhea, erectile and
ejaculatory dysfunction) and
prolactin levels in men and women

Limited available data are similar
to short term data
Long term study in progress

Electrocardiographic |
changes

Mean QTc changes:
Range -5.5 to + 2.7 msec
Clinically insignificant

Mean QTc changes:
Range -0.9 to + 4.4 msec
Clinically insignificant

Li\)er enzymes + No monitoring required No monitoring required
monitoring ’

White blood cell '« No monitoring required No menitoring required
monitoring

DRUG INTERACTIONS

1. There have been no systematic evaluations of interactions between Risperdal and other
drugs, to date. Given the primary central nervous system effects of Risperdal, caution should
be used when Risperdal is taken in combination with other centrally acting drugs or alcohol.

2. Risperdal may antagonize the effects of Ievodopé and dopamine agonists.

3. Chronic administration of carbamazepine with Risperdal may increase the clearance of

Risperdal.

4. Chronic administration of clozapine with Risperdal may decrease the clearance of Risperdal.

DRUG ADMINISTRATION FACTORS

1. Risperdal 1 mg/mi oral solution has been approved by the Food and Drug Administration
(FDA) and is commercially available.

1"

OMNI-MA 035243

Page 12 of 17




Case 1:07-cv-10288-RGS  Document 81-45  Filed 01/15/2010 Page 13 of 17

2. Data submitted to the FDA demonstrated that the Risperdal 1 mg/ml oral solution is
bioequivalent to the 1 mg tablets. Gutierrez presented, in a poster, the results of an open-
label, randomized, two-way crossover study comparing the bioavailability of Risperdal as a 1-
mg tablet and 1-mg/ml oral solution in 23 healthy male subjects. The tablet and the oral
solution were given as a single 1-mg dose and were separated by a 10-day washout period.
The 90% confidence intervals on the relative bioavailability for Risperdal, 9-
hydroxyrisperidone, and total Risperdal for Cmax and AUC were within the equivalence range
of 80-120%. Both formulations are bioequivalent and were well tolerated.

3. The oral solution is supplied in 100 ml bottles with a calibrated (in milligrams and milliliters)
pipette. The minimum calibrated volume is 0.25 mL., while the maximum calibrated volume
is 3 mL.

4. Tests indicate that Risperdal oral solution is compatible in the following beverages:
water, coffee, orange juice, and low-fat milk; it is NOT compatible with either cola or
tea.

COST

1. Utilizing Risperdal as the branded anti-psychotic of choice in behavioral disturbances
associated with dementia will provide cost savings to the payer of the pharmacy bill. When
compared to the other branded anti-psychotic currently available on the market (Zyprexa®).

SUMMARY

Risperdal possess several characteristics that make it a “select” agent for use in the geriatric
population. Risperdal has been proven effective for the positive and negative symptoms of
psychosis while exhibiting an excellent safety profile, unlike the older, first generation anti-
psychotic agents. Risperdal can be administered by tablet or liquid, can be given in a twice daily
regimen, and, when compared to the other branded anti-psychotic, provides a cost savings to the
payer of the pharmacy bill. For these reasons we are initiating an intervention program to:

1. Initiate anti-psychotic therapy with Risperdal when a new, atypical agent is selected
for use.

2. Suggest Risperdal as the anti-psychotic of choice when a resident has experienced
adverse effects or therapeutic failure with a trial of a conventional anti-psychotic.

REFERENCES

Available for review.
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CONVENTIONAL VS. ATYPICAL ANTIPSYCHOTICS

The new atypical antipsychotic agents include clozapine (Clozaril ®), risperidone (Risperdal ®)
and olanzapine (Zyprexa )®. Although there is no universally accepted definition for atypicality,
in general an atypical antipsychotic has a higher SHT2 (serotonin 2) to D2 (dopamine 2) ratio
resulting in less extrapyramidal symptoms and improved efficacy against the negative symptoms
associated with schizophrenia. In addition the atypical antipsychotic drugs carry a lower risk of
tardive dyskinesia than the conventional antipsychotic agents.

Mechanism of action...
1. The conventional antipsychotics primarily block the dopamine D, receptors

2. The atypical antipsychotics block the dopamine D, and serotonin 5HT, receptors to
various degrees

3. The atypical antipsychotics have higher 5HT, to D, ratios than the conventional
antipsychotics

Safety...

1. The conventional antipsychotics, especially the high-potency agents, frequently cause
extrapyramidal side effects such as pseudoparkinsonism, acute dystonia, and

akathisia

2. The atypical antipsychotics cause less extrapyramidal side effects due to a higher
5HT, to D, ratio

3. The atypical antipsychotic agents have a lower risk of tardive dyskinesia

RISPERDAL...

* Extra Pyramidal Symptoms
Short term studies have shown that the incidence of EPS with Risperdal at doses <10 mg
is comparable to placebo
‘e Placebo: 16%;
* RIS <10 mg/day: 17%
» RIS 16 mg: 34%
Long term data indicates that the risk of EPS does not increase with extended use

*

Tardive dyskinesia

« Low incidence (0.3%) in long term studies
« Risperdal may have a beneficial effect on tardive dyskinesia

References .

1. Kane JM. Schizophrenia. N Eng. J Med 1996; 334(1): 34-41.

2. Love RC. Novel versus conventional antipsychotic drugs. Pharmacotherapy 1996; 16(1 Pt
2): 16S-10S. A

3. Risby BR, Donnigan D, et al. Formulary considerations for treating psychiatric disorders:
Schizophrenia. Formulary 1997; 32:142-55.
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Table 1: Summary of published reports on the use of Risperidone in the geriatric population

delusional disorder, bipolar,
dementias

Study . - Patients o Risperidone Efficacy results Safety results
. I A IS dosing L ) IR
Aronson et al, n=32; mean age 74.3 yrs mean=2.72 Improved CGI-(31) None reported
Retrospective Behavioral disturbances in mg/day Clinically significant
dementia, schizophrenia, Duration 6.6 improvement CGl scores
bipolar, major depressive months (24)
disorder with psychotic )
features, delusional disorders
Berman et al. n=10, mean age 71 years Maximum 6 Statistically significant Preexisting agitation,
Open-label Schizophrenia mg/day improvement in constipation, sleep
psychiatric scores: problems and restlessness
PANSS total (p=0.002), persisted
negative (p=0.03), No patient reported
general score (p=0.02) significant EPS
Statistically significant Syndrome of inappropriate
improvement on "~ | secretion of antidiuretic
cognitive scores (MMSE, | hormone (1)
Digit Symbol; p<0.05)
Frenchman et al. n=186; > 65 years RIS: 1 mg/day Target symptoms EPS:
Retrospective Alzheimer’s disease, senile Haloperidol: 2 improvement: RIS 7%
dementia, organic brain mg/day RIS: 95% Haloperidol 22%
syndrome. Thioridazine: 33 | Haloperidol: 66% Thioridazine 18%
mg/day Thioridazine: 65%
Gierz et al, n=35; Age: 55.6-71 years Range: 1.75-5.64 | 60% improved 6% showed signs of
Open-label Schizophrenia, organic considerably (21/35) worsening of symptoms

Side effects tolerable

Jeanblanc & Davis
Case reports

n=5; Age: 70-91 years
Alzheimer’s and vascular
dementia

1.5-2.5 mg/day

Marked reduction in
dementia-related
agitation/violence in all
patients

No sedation
Mild EPS (2)
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Kopala and Honer
Case reports

n=2, Age=92-78
Combined Alzheimer-vascular
dementia

1.5 mg

Vocalizations decreased
by 20% of baseline
ratings

Decrease in ESRS score
in one patient with

None

dyskinesia
Lacro et al, n=47; mean age 67.9 Mean 3.2 mg/day | Target symptom Hypotension (5)
Pooled open studies | Schizophrenia, dementia, 10.8 weeks improvement in 85% of | Sedation (5)
delusional disorder, mood patients Salivation (3)
disorder with psychotic MMSE improved in EPS (1)
features subsample of 19
patients, p<0.01
Lavretsky et al. n=64; Mean age 78 Range 0.5-3.0 All patients improved or | EPS (4)
Open-label Agitation in dementia mg very much improved via | Mean MMSE decreased over
CGlat 10 wk 10 wks
CMAI: 50% improvement | Mean UPDRS increased
after 8 wks over 10 wks
OAS: 50% improvement
after 2 wks
Allen et al n=3; Age 66-78 range 0.5-1 All three patients Worsening in EPS (1)
Case reports Lewy body dementia mg/day improved in their
' . behavioral and
psychotic symptoms via
Alzheimer’s rating scale
Cognitive function
improved or stayed the
same
Lee et al. n=1; 74 years 1 mg bd Gradual improvement in | Drowsiness and confusion
Case reports Lewy body type dementia ' mental and cognitive

state
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al.

Schizophrenia and

reductions in PANSS

Madhusoodanan et | n=11; mean age 69.4 4.9 mg/day 8 patients responded No changes in ECGlvital
al. Schizophrenia, schizoaffective, 7 had marked decrease | signs
"Case reports bipolar, senile dementia in positive and negative | Hypotension
symptoms Orthostatic hypotension
Decrease in preexisting | Somnolence, headache,
EPS and tardive abdominal cramps,
dyskinesia (4) dizziness
Madhusoodanan et | n=103; Mean age 71 2.4 mg/day Statistically significant Most frequently adverse

effects:

Open label, schizoaffective total and subscales dizziness, insomnia,
multicenter 62% minimally improved | agitation, somnolence,
via CGI injury
Patients who received EPS decreased from
RIS < 3 mg/day (64% baseline to endpoint
improved) more likely to
improve than > 3 mg/day
(58% improved).
Meco et al. n=6; Mean 71.17 years range 0.25-1.25 | Effective for

Letter to the Editor

Hallucinations / parkinson’s
disease

mg/day

hallucinations in L-dopa-
treated patients

No worsening of EPS

Raheja et al.
Case reports

n=2, 76, 82 years
Behavioral disorders

3 mg/day

Symptoms improvement
in both patients

No adverse events reported

Reyntjens et al.

n=40;

Starting dose 0.5

Effective for the

None reported

Open-label Behavioral disturbances mg bid. management of
Titrated based behavioral disturbances
on response and
side effects
Zarate et al. n=122; > 65 years old mean 1.6 mg/day | Effective in 85% of Hypotension (29%)
Retrospective Dementia, mood and psychotic patients via CGI-I EPS (11%)
disorders Orthostasis (10%)
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fﬁaTka' OMNICARE MEMORANDUM

Profasgional Sexvices

‘ PRO S8~10
~ DATE: August 25, 1938
oY Omnicara Consultant Coordinators
Omnicare Formulary Champions
FROM: Mark E. Lehman
Director, Clinical Services
_RE: Re-lIssue of Risperdal PSTI Protocol

CQ: Timothy E. Bien
. : Regional Vice Presidents
Regional Clinical Directors

As vyou. are aware, Omnicare has made the Risperdal Patient:
Specific Therapeutic Interchange program a very high priority for
the third and fourth quarters of 1998 and beyond. In support of"
this initiative, please find attached an updated, revised edition
of the Risperdal PSTI protocol. 1Ian addition to the comprehensive
medical review previously circulated, this PSTI .protocol also
contains important strategies and intervention scenarios for both
operatxons and consultant clinicians, and sample drug ragimen
review comments for use in your faclilities. Please feel free to
adapt and change these comments for your use. -

Please copy and distribute  this iwmportant information to. all
" Omnicare pharmacists and nurse consultants dealing with formulary
intervention programs. It is imperative that all formulary
management intervention programs be implemented as quickly and
' comprehensively as possible,. using both operations and consultant
rasources. . k

" .This 1ntetvention, and all Omnicare formulary initiatives will be
discussed, in great detail, during the upcoming Professional
Services Committee/Formulary Champions' Meeting in Covington, KY
on.September 9-10, 1998. I look forward to seeing many of you at
this important meeting. 1In the meantime, if you have questions
or comments please contact your Regional Clinical Director or
myself. As always,  thank. you for your continued efforts and

. support .

 OMNI 125120
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Confidential

OMNICARE INC.

Patient Specific Therapeutic Interchange Protocol
(PSTI-15)

Diagnoses: Behavioral Disturbances Associated
with Dementia

Therapeutic Class: Anti-Psychotic Agents

Selected Agents: Risperidone (Risperdal®)

Approved: June, 1997
Timothy E. Bien, R.Ph., FASCP
Senior Vice President, Professional Services
Omnicare Inc.

Revised: August, 1998
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OMNICARE, INC. Confidential
Risperidone (Risperdal®) Medical Review

When evaluating the selection of one drug from a drug class as the “selected” agent, several
critical elements must be evaluated: 1) efficacy, 2) safety, 3) ease of use and related nursing
considerations in the long-term care facility, 4) application to a geriatric population, and 5) costs
to the payer of the medication bill. The anti-psychotic agents as a class remain an often used
modality in long-term care for treating behavioral disturbances associated with dementia.
Risperidone (Risperdal®) has several characteristics which make it a “select’ agent in the
population we serve.

CLINCAL PHARMACOLOGY

1. The mechanism of action of Risperdal, as with other anti-psychotic drugs, is unknown.
However, it has been proposed that this drug’'s anti-psychotic activity is mediated
through a combination of dopamine type 2 (D2) and serotonin type 2 (5-HT2)
antagonism. Antagonism at receptors other than D2 and 5HT2 may explain some of the
other effects of Risperdal. in general, improvement of negative symptoms and lessened
risk of EPS are thought to result from blockade of serotonin 5HT, receptors.
Improvement of positive symptoms is thought to result from blockade of dopamine D,
receptors in the limbic system.

2. Risperdal is a selective monoaminergic antagonist with high affinity for the serotonin
type 2 (5HTZ2), dopamine type 2 (D2), alpha 1 and alpha 2 adrenergic, and H1
histaminergic receptors. Risperdal antagonizes other receptors, but with lower potency.
Risperdal has low to moderate affinity for the serotonin SHT1C, 5HT1D, and S5HT1A
receptors, weak affinity for the dopamine D1 and haloperidol-sensitive sigma site, and
no affinity for cholinergic muscarinic or beta 1 and beta 2 adrenergic receptors.

PHARMACOKINETICS

1. Risperdal is well absorbed. [t is extensively metabolized in the liver by cytochrome P450
lID6 to a major active metabolite, 9-hydroxyrisperidone, which is the predominant
circulating specie, and appears approximately equi-effective with Risperdal with respect
to receptor binding activity and some effects in animals. Consequently, the clinical effect
of the drug likely results from the combined concentrations of Risperdal plus 9-
hydroxyrisperidone.

2, Food does not affect either the rate or extent of absorption of Risperdal thus, the drug
can be given with or without meals.

3. Following oral administration of Risperdal solution or tablet, mean peak plasma
concentrations occurred at about 1 hour. Peak 9-hydroxyrisperidone occurred at about
3 hours in extensive metabolizers, and 17 hours in poor metabolizers. The apparent
half-life of Risperdal was three hours (CV=30%) in extensive metabolizers and 20 hours
(CV=40%) in poor metabolizers. The apparent half-life of 9-hydroxyrisperidone was
about 21 hours (CV=20%) in extensive metabolizers and 30 hours (CV=25%) in poor
metabolizers.

2 OMNI-MA 881940



Case 1:07-cv-10288-RGS  Document 81-46 Filed 01/15/2010 Page 4 of 23

4, Steady-state concentrations of Risperdal are reached in 1 day in extensive metabolizers
and would be expected to reach steady-state in about 5 days in poor metabolizers.
Steady-state concentrations of 9-hydroxyrisperidone are reached in 5-6 days (measured
in extensive metabolizers).

5. Risperdal and S-hydroxyrisperidone are approximately equi-effective, thus, the sum of
their concentrations is pertinent. The pharmacokinetic of the sum of Risperdal and 9-
hydroxyrisperidone, after single and multiple doses, were similar in extensive and poor
metabolizers, with an overall mean elimination half-life of about 20 hours.

6. The plasma protein binding of Risperdal was about 90% over the in vitro concentration
range of 0.5 to 200 ng/mL and increased with increasing concentrations of alpha1-acid
glycoprotein. The plasma binding of 9-hydroxyrisperidone was 77%. Neither the parent
nor the metabolite displaced each other from the plasma binding sites.

EFFICACY IN SPECIFIC DISEASES/INDICATIONS

A. Schizophrenia:
North American Trial:

The clinical efficacy of Risperdal was documented in over 500 patients in the North
American trial. The data from the North American Trial formed the basis for the approval
of Risperdal by the Food and Drug Administration (FDA). The North American trial was
split into United States (Marder, 1994) and Canadian i’nvestigators (Chouinard, 1993) for

publication purposes.
1. Marder (1994)

Marder (1994) conducted an 8-week multi-center double-blind study to compare
the safety and efficacy of Risperdal 2, 6,10 or 16 mg/day, haloperidol 20 mg/day
and placebo in 388 schizophrenic patients. The main efficacy measures included
the Positive and Negative Syndrome Scale (PANSS) and the Clinical Global
Impression (CGl) scale.

2. Chouinard {(1993)
Chouinard (1993) conducted an 8-week multi-center parallel-group double-blind
study of 135 chronic schizophrenic patients who were randomized to Risperdal 2,
6, 10, 16 mg/day, haloperidol 20 mg/day or placebo. Efficacy measures included

the Positive and Negative Syndrome Scale (PANSS) and the Clinical Global
Impression (CGl) of Severity of lliness and Improvement.

3. Results

The combined results of the North American Trial are reported below:

3 OMNI-MA 881941
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Clinical Improvement: On both the total PANSS and total (PANSS and CGl)
scales, Risperdal at a dose of 6 mg was superior to placebo and haloperido! 20
mg in the percentage of patients with clinical improvement.

Positive Symptoms: On the PANSS positive subscale, Risperdal at a dose of 6
mg was superior to placebo and haloperidol 20 mg.

Negative Symptoms: On the PANSS negative subscale, Risperdal at a dose of
6 mg was superior to placebo and haloperidol 20 mg.

B. Geriatric Patients

The results of numerous open trials and case reports in which Risperdal was evaluated
in geriatric patients have recently been reported. In general, lower doses of Risperdal
were reported in these studies. -

A review of published reports is provided below. In addition, a summary of these reports
is presented in Table 1.

1. Aronson et al. reported the results of a retrospective study of 32 patients with
diagnoses of behavioral disturbances in dementia (BDD), schizophrenia, bipolar,
major depressive disorder with psychotic features and delusions disorder. The
patients, with a mean age of 74.3 years, received Risperdal at a mean dose of
2.72 mg/day for a mean duration of 6.6 months. Improvement was reported in 31
of the 32 patients. Based on the Clinical Global Impression (CGI) score which
was used to assess efficacy, 24 patients were reported to improve to a clinical
significant degree. No patients had to discontinue treatment and none reported
adverse effects.

2. in an open-label study conducted by Berman et al. in 10 schizophrenic patients
with a mean age of 71 years who received Risperdal, statistically significant
improvement in psychiatric scores was reported on the PANSS total (positive and
negative symptom scale; p=0.002), negative (p=0.03) and general symptoms
(p=0.02). Statistically significant improvement was also reported on cognitive
scores (Mini-Mental State Exam, Digit symbol; p < 0.05). No changes in vital
signs or ECG were reported. Preexisting agitation, constipation, sleep problems
and restlessness persisted in some patients. No patient reported significant
EPS. One case of syndrome of inappropriate secretion of antidiuretic hormone,
which resolved after discontinuation of risperidone, was reported in one patient.

3. Frenchman et al. conducted a chart review of 186 geriatric patients (> 65 years)
with Alzheimer's dementia, senile dementia NOS, or organic brain syndrome.
Sixty patients had been treated with Risperdal (mean 1 mg/day), 83 with
haloperido!l (mean 2 mg/day) and 43 with thioridazine (mean 33 mg/day). Ninety-
five percent of patients who received Risperdal had improvement in their target
symptoms which included violence, shouting, delusions, paranoia, pacing and
mixed behaviors. Sixty-six percent and 65% of patients who received haloperidol
and thioridazine respectively had improvement in their target symptoms. EPS
was reported in fewer patients who received Risperdal (7%) than haloperidol
(22%) and thioridazine (18%).

4 OMNI-MA 881942



Case 1:07-cv-10288-RGS  Document 81-46  Filed 01/15/2010 Page 6 of 23

4. Gierz et al. presented in a poster, the pooled results of three open-label studies
conducted in 35 older patients with schizophrenia, organic delusional disorder,
bipolar and dementias of different etiologies. The ranges of the mean age and
Risperdal dose for the three studies were respectively 55.6-71 years and 1.75-
5.64 mg/day. Sixty percent (21/35) of the patients were considered to improve
considerably with only 6% showing signs of worsening of symptoms. Side
effects which occurred in some patients were considered tolerable.

5. In a poster, Goldberg reported the use of Risperdal in dementia-related disturbed
behavior in nursing home residents. Sixty-four patients with dementia-related
behavioral disturbances were treated with low doses of Risperdal (0.25-0.5 mg
twice daily) for 6 months. Their ages ranged from 43-98 years with a mean of
80.4 years. The patients’ behavior was recorded on questionnaires by the
nursing staff for up to 6 months. Symptoms that showed the greatest
improvements included agitation, verbal outbursts, physical aggression,
depressed mood, anxiety, and abnormal movements. In general, Risperdal was
well-tolerated and reported to be very helpful in 26 (41%) patients, moderately
helpful in 17 (27%), slightly helpful in 10 (16%), and not helpful in 11 (17%)
patients.

6. In a letter to the editor, Jeanblanc and Davis reported the use of Risperdal in five
elderly patients (4 with dementia of the Alzheimer’s type and 1 with vascular
dementia). The age range was 70-91 years. A marked reduction or elimination
of the patients’ dementia-related agitation or violent behavior was observed
within 7-10 days at Risperdal doses of 1.5;2.5 mg/day. Mild extrapyramidal
symptoms were reported in two patients.

7. Kopala and Honer reported the use of Risperdal (1.5 mg) for persistent
vocalizations in two elderly patients (92 and 78 years) with combined Alzheimer-
vascular dementia. Vocalizations were reported to decrease to less than 20% of
baseline ratings with Risperdal. Moreover, a decrease in Extrapyramidal System
Rating Scale (ESRS) score was noted in one patient with dyskinesia.

8. Lacro et al. reported the results of 4 pooled open-label independent studies
involving 47 patients (mean age 67.9) with schizophrenia, dementia, delusional
disorder and mood disorder with psychotic features who receive Risperdal at a
mean dose of 3.2 mg/day for a mean duration of 10.8 weeks. Target symptoms
which included psychotic symptoms and severe behavioral disturbances were
reported to improve in 85% of the patients after Risperdal was initiated.
Statistically significant (p < 0.01) improvement in cognitive function (mean scores
on the Mini-mental State Exam) was also reported in a subsample of 19 patients.
Adverse effects reported included hypotension (5), sedation (5), salivation (3)
and EPS (1).

9. Lavretsky et al. conducted a 10-week open-label study of Risperdal for the
treatment of agitation in 15 elderly patients (mean 78 years) with dementia. The
range of Risperdal dose was 0.5-3.0 mg. All patients who received Risperdal
were improved or very much improved at 10 weeks based on the Clinical Global
Impression scale (CGl). After 2 weeks of treatment, 50% of patients were
reported to improve on the Overt Aggression Scale (OAS) while 50%
improvement was reported on the Cohen-Mansfield Agitation Inventory (CMAI)
after 8 weeks of treatment with Risperdal. Four patients reported EPS. Mean
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Mini-Mental State Exam (MMSE) scores decreased and Unified Parkinson’s
Disease Rating Scale (UPDRS) scores increased over 10 weeks.

10. In a letter to the editor published in the Lancet, Allen et al. described three
patients with Lewy body dementia (LBD) who were treated with low dose
Risperdal (0.5 to 1 mg per day). All three patients showed improvement in their
behavioral and psychotic symptoms as measured by the Alzheimer's disease
rating scale. Cognitive function either improved or stayed the same during
Risperdal therapy.

11. Lee et al. reported the use of Risperdal in a 74-year-old female patient with
senile dementia of Lewy body type (SDLBT). The patient received Risperdal 5
mg/day which was titrated over 10 days. Due to drowsiness and increased
confusion, Risperdal was reduced to 1 mg BID. The patient's mental and
cognitive state showed a gradual improvement after the dose reduction. In a
letter to the editor, McKeith et al. cautioned about the poss:blhty of sensitivity
reactions to Risperdal in Lewy body dementia.

12.. In a case series, Madhusoodanan et al. reported the efficacy of Risperdal in 11
geriatric patients (mean age 69.4) years with schizophrenia, schizoaffective,
bipolar and senile dementia. The mean dose of Risperdal was 4.9 mg/day.
Overall, 8 patients responded to Risperdal and 7 had marked decreases in their
positive and negative symptoms. Decreases in EPS and tardive dyskinetic
symptoms were also reported in 4 patients. Adverse events reported such as
hypotension, orthostatic hypotension, somnolence, headache, abdominal cramps
and dizziness were considered negligible.

13. Madhusoodanan et al. reported the results of a 12-week open multicenter study
to evaluate the efficacy and safety of Risperdal used at a mean dose of 2.4
mg/day in 103 elderly (mean age 71 years) with schizophrenia and
schizoaffective disorder.  Statistically significant reductions in severity of
symptoms were reported on the Positive and Negative Symptoms Scales
(PANSS) total and subscales. When efficacy was assessed by the Clinical
Global Impression Scale (CGl), 62% of the patients were reported to at least
minimally improved at endpoint (11% very much improved, 24% much improved,
27% minimally improved). Patients who received Risperdal < 3 mg/day (64%
improved) were more likely to improve than > 3 mg/day (58% improved). The
most frequently reported side effects were dizziness, insomnia, agitation,
somnolence and injury. EPS was reported to decrease from baseline to
endpoint.

14. In a letter to the editor, Meco et al. suggested that Risperdal (range 0.25-1.25)
may be effective for hallucinations in six levodopa-treated elderly (mean age
71.17 years) patients with Parkinson’'s disease. No worsening of EPS was

reported.

15. Raheja et al. reported the successful use of Risperdal in two geriatric (76 and 82
years) patients to control behavioral disorders. The Risperdal dose in the two
patients was 3 mg/day.

16. Reyntjens et al. conducted a 5-week pilot study to evaluate the effect of
Risperdal in forty geriatric patients with behavioral disturbances. Risperdal was
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started at 0.5 mg BID and the dose was adjusted based on therapeutic response
and side effects. The results suggested that Risperdal is an effective and well-
tolerated drug for the management of behavioral symptoms in geriatric patients.

17. Zarate et al. conducted a retrospective study to evaluate the use of Risperdal in
122 elderly patients with diagnoses of dementia, mood and psychotic disorders.
The mean dose of Risperdal was 1.6 mg. Risperidone was effective in 85% of
the 108 patients who continued treatment based on the Clinical Global
Impression Improvement Scale (CGI-I). The common adverse events reported
included hypotension (29%), EPS (11%) and symptomatic orthostasis (10%).

18. Borison et al. reported on the use of Risperdal in 22 elderly patients with
schizophrenia or dementia (Alzheimer’s disease).

19.  Czobor P, et al. reported on the positive effect of Rispérdal on hostility in elderly
with schizophrenia.

INDICATIONS, USES, DOSE RECOMMENDATIONS
1. Risperdal is indicated for the management of the manifestations of psychotic disorders.

2. Eiderly: In general, a lower starting dose is recommended for an elderly patient,
reflecting a decreased pharmacokinetic clearance in the elderly, as well as a greater
frequency of decreased hepatic, renal or cardiac function, and a greater tendency to
postural hypotension. In healthy elderly subjects renal clearance of both Risperdal and
9-hydroxyrisperidone was decreased, and elimination half-lives were prolonged
compared to young healthy subjects. Dosing should be modified accordingly in the
elderly patients. )

3. The recommended initial dose is 0.5 mg BID in patients who are elderly or debilitated,
patients with severe renal or hepatic impairment, and patients either predisposed to
hypotension or for whom hypotension would pose a risk. Dosage increases in these
patients should be in increments of no more than 0.5 mg BID. Increases to dosages
about 1.5 mg BID should generally occur at intervals of at least 1 week. In some
patients slower titration may be medically appropriate. Elderly or debilitated patients,
and patients with renal impairment, may have less ability to eliminate Risperdal than
normal adults may. Patients with impaired hepatic function may have increases in the
free fraction of the Risperdal, possibly resulting in an enhanced effect. Patients with a

. predisposition to hypotensive reactions or for whom such reactions would pose a
particular risk likewise need to be titrated cautiously and carefully monitored.

SAFETY ISSUES

1. The favorable safety profile of Risperdal demonstrated in 6-8 week short-term studies
has been confirmed in seven 1-year safety studies involving over 1,100 patients. The
most common side effects reported with Risperdal in short-term studies are insomnia,
agitation, EPS, headache, anxiety, and rhinitis.

2. The long-term safety of Risperdal has been reported in 1,156 patients enrolled in seven
1-year clinical trials (Belcher, 1996). Adverse events reported in these 1-year trials were
consistent with the findings from short-term double-blind studies. The range of the mean
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dose of Risperdal in the long-term trials was 7.6-9.4 mg/day. Although the mean dose of
Risperdal was higher than the doses used in practice (avg. dose for schizophrenia: 4.7
mg/day; all conditions: 3.2 mg/day) and found to be optimal in clinical trials (4-6 mg), the
adverse events’ profile of Risperdal from the long-term studies was similar to that
reported in short-term pivotal trials.

Extrapyramidal symptoms/Tardive dyskinesia

3. Risperdal’'s potent effects at 5HT,a receptors may be responsible for the low incidence of
neurological adverse effects, such as EPS, associated with it use. Importantly,
Risperdal at a dose of < 10 mg/day has demonstrated an incidence of extrapyramidal
symptoms (EPS) comparable to placebo (Risperdal product labeling). Marder (1994)
reported that there were no significant differences in Extrapyramidal Symptom Rating
Scale (ESRS) score between patients receiving placebo and Risperdal < 6 mg.

4. In a study of 36 schizophrenic patients, Borison (1992) concluded that Risperdal
decreased the signs of tardive dyskinesia. Chouinard (1995) determined that Risperdal
had a significant beneficial effect on tardive dyskinesia in the Canadian Multi-center
Risperdal study of 135 schizophrenic patients. In a post hoc analysis, Chouinard (1995)
further examined the effects of Risperdal in patients with tardive dyskinesia from the
Canadian Multi-center Risperdal study. The author reported that Risperdal at 6 mg/day
had the most beneficial effect on tardive dyskinesia.

5. Brecher (1996) evaluated the long-term safety of Risperdal (mean dose 7.6-9.4 mg/day)
in 1,156 patients enrolled in seven 1-year clinical frials. Only four cases (0.3%) of
tardive dyskinesia were reported in the long-term studies.

_Anticholingeric side effects

6. Risperdal's low affinity for muscarinic receptors is consistent with the relatively low
incidence of anticholinergic adverse events reported in clinical trials conducted to
evaluate its safety and efficacy. In these trials, the incidence of constipation was 3% in
the placebo group and 7% in patients who received Risperdal in a dose of less than 10
mg/day, and 13% of patients who received 16 mg/day (Risperdal Product labeling). In a
study conducted by Marder and Meibach (1994), the incidence of constipation was
reported as 1.6% for both 2 and 6 mg daily doses of Risperdal.

Orthostatic hypotension

7. Risperdal may induce orthostatic hypotension especially during the initial dose-titration
period, which is reflective of its alpha-adrenergic antagonistic properties. Orthostatic
hypotension may be minimized, however, by following the recommended dose titration
schedule. Syncope was reported in 0.2% (6/2670) of Risperdal-treated patients
(Risperdal Product labeling).

Weight gain

8. Brecher (1996) reported a small weight gain with a mean increase in body weight per
patient of 2.6 kg over the 1 year time period.
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Sedation/Somnolence

9. The incidence of somnolence was reported as 3.2% and 3.1% respectively for 2 and 6
mg daily doses of Risperdal by Marder (1994) and is consistent with Risperdal's
relatively low affinity for histamine H; receptors.

Laboratory monitoring

10. Laboratory monitoring, such as liver enzymes or white blood cell count is not required
during Risperdal therapy since increased liver enzymes or white blood cells disorders
have not consistently been reported in the pre-marketing studies or the post-marketing
experience.

Other adverse effects

1. The most common adverse events reported in patients treated with Risperdal in pre-
marketing clinical trials were insomnia, agitation, EPS, headache, anxiety, and rhinitis.
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RISPERDAL SHORT AND LONG-TERM SAFETY

_ Risperdal Safety Infc

. Adverse E_ffecfs

Short-term Safety

Anticholinergic side |+ No affinity for muscarinic » The rate of anticholinergic side
effects cholinergic receptors effects is comparable to short-

» Minimal risk of anticholinergic side term studies

effects (e.g., constipation): .

+ 3% placebo ]

* 7% RIS < 10 mg/day

* 13% RIS 16 mg/day
Extrapyramidal » The incidence of EPS with » Long-term data indicates that
symptoms Risperdal at doses < 10 mg is the risk of EPS does not

comparable to placebo

increase with extended use

Tardive dyskinesia

Risperdal may have a beneficial ,
effect on tardive dyskinesia in
some patients

Only four cases of (0.3%) of
tardive dyskinesia reported in
long-term studies

Somnolence +» Risperdal causes minimal » The rate of somnolence is
somnolence at < 10 mg/day comparable to short-term
* RIS<10mg/day: 3% studies
* RIS 16 mg/day: 8%
* Placebo: 1%
Weight gain . + The incidence of weight gain (> 7% | « Weight gain data from long-

of body weight) with Risperdal has

been reported as 18% compared to

9% with placebo

term studies revealed a mean
increase in body weight of 2.6
kg (range 1.8-3.3 kg) or 5.72
Ib. (range 3.96-7.26 Ib.). The
mean duration of exposure
was 213 days.
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 Adverse Effects

‘Short-term ¢

Long-term Safety

Prolactin » Greater plasma prolactin elevations | « Limited available data are
than haloperidol similar to short-term data
+ No correlation between prolactin- * Long-term study in progress
related adverse effects (e.g.,
gynecomastia, galactorrhea, .
oligomenorrhea, erectile and ’
ejaculatory dysfunction) and
prolactin levels in men and women
Electrocardiographic | + Mean QTc changes: + Mean QTc changes:
changes Range -5.5 to + 2.7 msec Range -0.9 to +4.4 msec
Clinically insignificant Clinically insignificant
Liver enzymes » No monitoring required 1 » No monitoring required
monitoring
White blood cell » No monitoring required » No monitoring required
monitoring

DRUG INTERACTIONS

1. There have been no systematic evaluations of interactions between Risperdal and other
drugs, to date. Given the primary central nervous system effects of Risperdal, caution
should be used when Risperdal is taken in combination with other centrally acting drugs

or alcohol.
2. Risperdal may antagonize the effects of levodopa and dopamine agonists.
3. Chronic administration of carbamazepine with Risperdal may increase the clearance of
Risperdal.
4. ghronig |administraﬁon of clozapine with Risperdal may decrease the clearance of
isperdal.

DRUG ADMINISTRATION FACTORS

1. Risperdal 1 mg/mi oral solution has been approved by the Food and Drug Administration
(FDA) and is commercially available.
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2. Data submitted to the FDA demonstrated that the Risperdal 1mg/ml oral solution is
bioequivalent to the 1 mg tablets. Gutierrez presented, in a poster, the results of an
open-label, randomized, two-way crossover study comparing the bioavailability of
Risperdal as a 1-mg tablet and 1-mg/ml oral solution in 23 healthy male subjects. The
tablet and the oral solution were given as a single 1-mg dose and were separated by a
10-day washout period. The 90% confidence intervals on the relative bioavailability for
Risperdal, 9-hydroxyrisperidone, and total Risperdal for Cmax and AUC were within the
equivalence range of 80-120%. Both formulations are bioequivalent and were well

tolerated.

3. The oral solution is supplied in 100 ml bottles with a calibrated (in milligrams and
milliliters) pipette. The minimum calibrated volume is 0.25 mL, while the maximum
calibrated volume is 3 mL.

4, Tests indicate that Risperdal oral solution is compa’iible in the following
beverages: water, coffee, orange juice, and low-fat mifk; it is NOT compatible with
either cola or tea.

1. Utilizing Risperdal as the branded anti-psychotic of choice in behavioral disturbances
associated with dementia, in residents who have not responded or tolerated
conventional antipsychotic agents, will provide cost savings to the payer of the pharmacy
bill. When compared to other branded anti-psychoti¢ currently available on the market

(Zyprexa®).

SUMMARY

Risperdal possess several characteristics that make it a “select” agent for use in the geriatric
population. Risperdal has been proven effective for the positive and negative symptoms of
psychosis while exhibiting an excellent safety profile, unlike the older, first generation anti-
psychotic agents. Risperdal can be administered by tablet or liquid, can be given in a twice
daily regimen, and, when compared to the other branded anti-psychotic, provides a cost savings
to the payer of the pharmacy bill. For these reasons we are initiating an intervention program

to:

1. Initiate anti-psychotic therapy with Risperdal when a new, atypical agent is
selected for use.

2, Suggest Risperdal as the anti-psychotic of choice when a resident has
experienced adverse effects or therapeutic failure with a trial of a conventional
anti-psychotic.

REFERENCES

Available for review.
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CONVENTIONAL VS. ATYPICAL ANTIPSYCHOTICS

The new atypical antipsychotic agents include clozapine (Clozaril®), risperidone (Risperdal®)
and olanzapine (Zyprexa®). Although there is no universally accepted definition for atypicality,
in general an atypical antipsychotic has a higher 5SHT2 (serotonin 2) to D2 (dopamine 2) ratio
resulting in less extrapyramidal symptoms and improved efficacy against the negative
symptoms associated with schizophrenia. In addition, the atypical antipsychotic drugs carry a
lower risk of tardive dyskinesia than the conventional antipsychotic agents.

Mechanism of action...

1. The conventional antipyschotics primarily block the dopamine D, receptors

2. The atypical antipsychotics block the dopamine D, and serotonin SHT, receptors to
various degrees

3. The atypical antipsychotics have higher SHT, to D, ratios than the conventional
antipsychotics

Safety...

1. The conventional antipsychotics, especially the high-potency agents, frequently cause
extrapyramidal side effects such as pseudoparkinsonism, acute dystonia, and akathisia

2. The atypical antipsychotics cause less extrapyramidal side effects due to a higher 5HT,
to D, ratio

3. The atypical antiphsychotic agents have a lower risk of tardive dyskinesia

RISPERDAL...

!
* Extra Pyramidal Symptoms

Short-term studies have shown that the incidence of EPS with Risperdal at doses
<10 mg/day is comparable to placebo

. Placebo: 16%

. RIS <10 mg/day: 17%

. RIS 16 mg: 34%
Long-term data indicates that the risk of EPS does not increase with extended use

* Tardive dyskinesia

. Low incidence (0.3%) in long-term studies

J Risperdal may have a beneficial effect on tardive dyskinesia
References

1. Kane JM. Schizophrenia. N Engl J Med 1996;334(1):34-41.

2. Love RC. Novel versus conventional antipsychotic drugs. Pharmacotherapy 196;16 (1
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Table 1: Summary of Published Reports on the Use of Risperidone in the Geriatric Population

-Study Patients Risperidone Dosing | . .. Efficacy Results S
Aronson et al. n=32; mean age 74.3 years mean=2.72 mg/day Improved CGl (31) N
Retrospective Behavioral disturbances in Duration 6.6 months Clinically significant improve-

dementia, schizophrenia, bipolar, ment CGl scores (24)
maijor depressive disorder with
psychotic features, delusional
disorders
Berman et al. n=10; mean age 71 years Maximum 6 mg/day Statistically significant P
Open-label Schizophrenia improvement in psychiatric c
scores: PANSS total r
.| (p=0.002), negative (p=0.03), | N
~ | general score (p=0.02) E
Statistically significant S
improvement on cognitive s
scores (MMSE, Digit Symbol; | (
p<0.05)
Frenchman et al. n=186; > 65 years RIS: 1 mg/day Target symptoms E
Retrospective Alzheimer’s disease, senile Haloperidoi. 2 mg/day improvement: R
dementia, organic brain syndrome | Thioridazine: 33 mg/day | RIS: 95% H
Haloperidol: 66% T
Thioridazine: 65%
Gierz et al. n=35: Age: §5.6-71 years range: 1.75-5.64 60% improved considerably 6
Open-label Schizophrenia, organic delusional ) (21/35) ]
disorder, bipolar, dementias S
Jeanblanc & Davis n=5; Age: 70-91 years 1.5-2.5 mg/day Marked reduction in dementia- | N
Case reports Alzheimer's and vascular related agitation/violence in all
dementia : patients
Kopala and Hener n=2; Age=92-78 1.5mg Vocalizations decreased by N
Case reports Combined Alzheimer-vascular 20% of baseline ratings
dementia Decrease in ESRS score in
one patient with dyskinesia
Lacro et al. n=47; mean age 67.9 mean 3.2 mg/day Target symptom improvement | H
Pooled open studies | Schizophrenia, dementia, 10.8 weeks in 85% of patients S
delusional disorder, mood MMSE improved in subsample | S
disorder with psychotic features of 19 patients, p<0.01 E
Lavretsky et al. n=64; mean age 78 range 0.5-3.0 mg All patients improved or very E
Open-label Agitation in dementia much improved via CGl at 10
weeks 1
CMAI: 50% improvement after
8 weeks 1
OAS: 50% improvement after
2 weeks
Allen et al. n=3; Age 66-78 range 0.5-1 mg/day All three patients improved in
Case reports Lewy body dementia their behavioral and psychotic
symptoms via Alzheimer's
rating scale
Cognitive function improved or
stayed the same
Lee et al. n=1; 74 years 1 mg bd Gradual improvement in D
Case reports Lewy body type dementia mental and cognitive state
Madhusoodanan n=11; mean age 69.4 4.9 mg/day 8 patients responded N
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Etal. Schizophrenia, schizoaffective, 7 had marked decrease in H
Case reports bipolar, senile dementia positive and negative 0]
symptoms S
Decrease in preexisting EPS a
and tardive dyskinesia (4)
Madhusoodanan n=103; mean age 71 2.4 mg/day Statistically significant
Et al. Schizophrenia and schizo- reductions in PANSS totaiand | e
Open-label, affective subscales D
Multi-center 62% minimally improved via s
CGl E
Patients who received RIS <3 [t
mg/day (64% improved) more
likely to improve than > 3
mg/day (568% improved)
Meco et al. n=6; mean 71.17 years range 0.25-1.25 mg/day | Effective for hallucinations in N
Letter to the Editor Hallucinations / parkinson’s s | L-dopa-treated patients
disease
Raheja et al. n=2; 76, 82 years 3 mg/day Symptoms improvement in N
Case reports Behavorial disorders both patients
Reyntjens et al. n=40; Starting dose 0.5 mg bid | Effective for the management | N
Open-label Behavioral disturbances Titrated based on of behavioral disturbances
response and side
effects
Zarate et al. n=122; > 65 years old mean 1.6 mg/day Effective in 85% of patients via | H
Retrospective Dementia, mood and psychotic CGl- E
0

disorders
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CONFIDENTIAL

Risperidone (Risperdal)
Information for Omnicare Pharmacists

Information for Dispensing Pharmacists

Dispensing pharmacists have the unique opportunity to perform clinical
interventions prior to dispensing a prescription. The following
scripts were developed to facilitate the appropriate intervention
prospectively

Scenario #1 _
A new prescription for an atypical antipsychotic is received

We  have received a new prescriptioﬁ for [Name of atypical
antipsychotic, dosage, and frequency].

As Risperdal is the only atypical that has been studied in the elderly
for controlling behaviors and also offers a significant price advantage
for the payer when compared to other atypical antipsychotics I would
recommend Risperdal [dosage and frequency] in this resident.

Scenario #2

A resident is already taking an antipbychotic drug and a new
prescription for Artane or Cogentin or Symmetrel has been added due to
abnormal movement side effects from a typical antipsychotic

(Do not initiate this interchange if the resident has Parkinson’s
Disease — if the diagnosis is unclear, or unavailable, check medication
regimen for the presence of Parkinson’s medications)

Risperdal has been studied in the elderly for controlling behaviors
associated with geriatric dementia and/or psychotic disorder and has
significantly less side effects compared to conventional antipsychotic
agents. This resident 1is receiving (antipsychotic name /dose) and []
appears to have been added to address extra-pyramidal side effects.
Recommend reassessing the continuation of [name of typical
antipsychotic] and/or initiating Risperdal @ mg times daily

Scenario #3
A resident is receiving a typical antipsychotic drug and a prescription
to increase the dosage of Artane or Cogentin or Symmetrel is received.

(Do not initiate +this interchange if the resident has Parkinson’'s
Disease — if the diagnosis is unclear, or unavailable, check medication
regimen for the presence of Parkinson’s medications)
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Risperdal has been studied in the elderly for controlling behaviors
associated with geriatric dementia and/or psychotic disorder and has
significantly less side effects compared to conventional antipsychotic
agents. This resident is receiving (antipsychotic name /dose) and the
dose of [] has been increased to address extra-pyramidal side effects.
Recommend reassessing the continuation of [name of typical
antipsychotic] and/or initiating Risperdal mg times daily.

Information for Consultant Pharmacists

Consultant Pharmacists are optimally positioned to discuss the clinical
benefits of a therapy with physicians and nurses. The following
scripts were developed to assist the consultant pharmacist to discuss
the appropriate use of Risperdal.

Scenario #1
Initiating Risperdal therapy when an atypical antipsychotic is already

being prescribed.

As Risperdal is the only atypical that has been studied in the elderly
for controlling behaviors and also offers a significant price advantage
for the payer when compared to other atypical antipsychotics I would
recommend Risperdal [dosage and frequency] in this resident.

Scenario #2
Initiating Risperdal therapy when a typical antipsychotic is being

prescribed.

[Name of resident] is currently receiving [name, dosage, and frequency
of the present typical antipsychotic]. As you are aware, [name of
drug] is associated with significant side effects, which could include
extrapyramidal side effects (EPS), tardive dyskinesia (TD), as well as
anticholinergic side effects. [Name of Drug] side effect profile is
also associated with an increased incidence of falls and fractures.
Due to the potential for these adverse effects, I would recommend
changing [name of drug] to Risperdal (dosage and frequency).

Scenario #3

Interchanging Risperdal when resident is receiving a typical
antipsychotic and an anticholinergic agent (Cogentin, Artane and
Symmetrel ) is being prescribed to control extrapyramidal side effects.

Resident is currently receiving [name, dosage, frequency of the present

typical antipsychotic] and [name of anticholinergic] to control EPS
symptoms. Due to the ©presence of this adverse drug reaction, I
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recommend that this therapy be modified to the use of Risperdal [dosage
and frequency].

Drug Regimen Review Comments

Resident is exhibiting inappropriate behavior warranting the use of an
antipsychotic and is presently receiving a typical agent.

This resident is receiving [name, strength, dose drug] for [diagnosis /
behavior] and continues to have documentation of this behavior.
Recommend discontinuing/tapering [name of drug) and 1initiating
Risperdal = mg __ times per day. Risperdal has been studied in the
elderly for controlling behaviors associated with geriatric dementia
and/or psychotic disorder and has a lesser side effect profile compared
to conventional antipsychotics.

Resident is exhibiting inappropriate behavior warranting the use of an
antipsychotic and is presently receiving an atypical agent.

This resident is receiving [name, strength, dose drug] for [diagnosis/
behavior]. Recommend discontinuing/ tapéring [name of drug] and
initiating Risperdal = mg __ times per day. Risperdal has been
studied in the elderly for controlling behaviors associated with
geriatric dementia and/or psychotic disorder and significantly reduces
the cost to the payer of the pharmacy bill.

An anticholinergic drug has been added due to side effects from a
typical antipsychotic.

[Name of anticholinergic] apparently has been added to address apparent

EPS side effects of [name of typical antipsychotic]. Recommend
discontinuing/tapering [name of typical antipsychotic and name of
anticholinergic] and initiating Risperdal @ mg times daily. Risperdal

has been studied in the elderly for controlling behaviors associated
with geriatric dementia and/or psychotic disorder and has a lesser side
effect profile compared to conventional antipsychotics.

Resident has an anticholinergic dosage increase and is receiving a
typical antipsychotic

[Anticholinergic drug] dosage has been increased apparently to address

EPS side effects of [name "of typical antipsychotic]. Recommend
discontinuing/tapering [name of typical antipsychotic and name of
anticholinergic] and initiating Risperdal mg times daily. Risperdal

has been studied in the elderly for controlling behaviors associated
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with geriatric dementia and/or psychotic disorder and has a lesser side
effect profile compared to conventional antipsychotics.

Typical antipsychotic therapy for a resident with Parkinson’s Disease

This resident has a diagnosis of Parkinson’s Disease and is receiving
[name of typical antipsychotic]. This therapy may exacerbate symptoms

and reduce the effectiveness of Parkinson’s therapy. Recommend
discontinuing/tapering this therapy and initiating Risperdal  mg
times per day. Risperdal has been studied in the elderly for

controlling Dbehaviors associated with geriatric dementia and/or
psychotic disorder and has a lesser side effect profile compared to
conventional antipsychotics. -

An atypical (non-Risperdal ) antipsychotic is being utilized

This resident is receiving [atypical antipsychotic]. Recommend
discontinuing /tapering and initiating Risperdal = mg __ times daily.
Risperdal has been studied in the elderly for controlling behaviors
associated with geriatric dementia and/or psychotic disorder and costs
less than other atypical agents.

A conventional antipsychotic is being utilized and the resident is
exhibiting signs of tardive dyskinesia or extrapyramidal symptoms.

This resident is currently receiving [name, dosage, and frequency of
the present atypical antipsychotic]. Recommend a change to Risperdal
because this resident is experiencing side effects of muscle and facial
expressions, lip and peripheral area puckering, and choreic movements
according to nurses notes and last AIMS test dated . Atypical
antipsychotics, such as Risperdal, have less potential for producing
extrapyramidal symptoms.

The mnemonic SWITCH can be a good reminder for changing therapy:‘

S start atypical agent at low dose

W with draw conventional agent slowly using standard tapering

I involve resident by providing drug information, if applicable

T titrate atypical agent as recommended until therapeutic effect
reached

C challenge adverse effects, if needed

H halt conventional therapy
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COMPARATIVE POTENCIES OF ANTIPSYCHOTICS

Generic/Brand | Potency Index Antipsychotic Risperdal
Daily dose** equivalent/day
risperidone/R |1 ok ok * k%
isperdal
haloperidol/H |1 2mg 2/1 = 2mg /day
aldol or
lmg bid
thioridazine/ |20 75mg 75/20 =
Mellaril 3.75mg/day
or
2mg -bid
perphenazine/ |4 4mg 4/4 = 1mg/day
Trilafon R or
0.5mg bid
thiothixene/N |2 4mg 4/2 = 2mg/day
avane ’ or
Img bid
olanzapine/Zy |[5* 10mg 10/5 = 2mg/day
prexa or
lmg bid
quetiapine/Se [100* 150mg " 1150/100= 1.5
roquel mg/day
or
1 mg bid

**Risperdal has been selected as the antipsychotic of choice 1in behavioral
disturbances associated with dementia and/or psychotic disorders, in residents who
have not responded or tolerated conventional antipsychotic agents or who are beginning
therapy with as atypical agent. Risperdal should be suggested as the antipsychotic of
choice when a resident has experienced adverse effects or therapeutic failure with a
trial of a conventional antipsychotic.

Risperdal can be. administered by tablet or liquid, can be given in a twice daily
regimen or due a long half life, some residents may be candidates for daily dosing,

and provides a cost savings to the payer of the pharmacy bill. When antipsychotic

therapy with a new, atypical agent is indicated, Risperdal should be recommended.

*The potency index was derived by assigning a value of 1 to the most potent agents,
based on the American Psychiatric Association’s Practice Guideline for the Treatment
of Residents with Alzheimer’s Disease and Other Dementias of Late Life. The remaining
less potent agents were then assigned an index based on initial dosing information

contained in this practice guideline. The use of olanzapine (Zyprexa) and quetiapine
(Seroquel) was not addressed in the APA Practice Guideline. Thus, the conversion
factor was based on dosing information. While immediate discontinuation of the
previous antipsychotic may Dbe acceptable for some residents, more gradual

discontinuation may be most appropriate for other residents. 1In all cases, the period
of overlapping antipsychotic administration should be minimized.
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Risperdal Dosing Conversions

Haldol to Risperdal
To be done on a mg for mg basis. If receiving Haldol 2mg/day, convert

to Risperdal 2 mg/day (i.e. 1 mg BID).

Mellaril to Risperdal

Divide daily Mellaril dose by potency index (20) to get daily dose of
Risperdal (i.e. Mellaril 50mg/day divided by 20 equals 2.5 mg/day of
Risperdal)

Trilafon to Risperdal

Divide daily Trilafon dose by potency index (4) to get daily dose of
Risperdal -

(i.e. Trilafon 4 mg/day divided by 4 equals 1 mg/day of Risperdal)

Navane to Risperdal

Divide daily Navane dose by potency index (2) to get daily dose of
Risperdal

(i.e. Navane 4 mg/day divided by 2 equals 2 mg/day of Risperdal)

Zyprexa to Risperdal

Divide daily Zyprexa dose by potency index (5) to get daily dose of
Risperdal (i.e. Zyprexa 10mg/day divided by b equals 2 mg/day of
Risperdal)

Seroquel to Risperdal

Divide daily Seroquel dose by potency index (100) to get daily dose of
Risperdal

(i.e. Seroquel 150/day divided by 1.5 mg = 2 mg of Risperdal.

Note: These dosage conversions are based upon a recent psychiatric
practice guideline for the elderly and a manufacturer’s package insert,
not upon data from randomized, double blind clinical trials. i
Behavioral manifestations of dementia and/or psychotic disorders in the
long-term care setting are highly variable, and clinical judgment is
necessary both before and after initiating a conversion to Risperdal on
each resident.

Stepwise Approach For Switching From a Conventional Antipsychotic to
Risperidone®’’®

1. Begin starting dose of risperidone once daily at bedtime to the
existing regimen
2. Wait at least 5-7 days
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. Reduce dosage of current agent over several weeks, while gradually
increasing risperidone to “target dose”.

. Reduce any concomitant anticholinergic or antiparkinsonism medication
over several weeks

There are no recommendations regarding conversion from other atypical
medications to risperidone, however, a gradual conversion such as
this would seem reasonable.

References

. The American Psychiatric Association Practice Guideline for the
Treatment of Residents with Alzheimer’s Disease and Other Dementia’s
of Late Life. Am J. Psychiatry 154:5, May 1997 Supplement; 1-40.

. Zyprexa Package Insert, Eli Lilly and Co., Indianapolis, IN., 1997.

. Seroquel Package Insert, Zeneca Pharmaceuticals, Inc., Wilmington,
DE, 1998. '

. Aronson, SM. Use of Newer Antipsychotic Agents For Behavioral
Symptoms in Pharm 1996 (Suppl D); 11:12-15.
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OMNICARE , Inc.

Omnicare, Inc., headquartered in Covington, Kentucky, is a leading geriatric pharmaceutical care company.
Currently serving approximately 628,000 residents in more than 8,800 long-term care facilities in 43 states.
Omnicare is the nations largest provider of professional pharmacy, related with health care providers. In
addition, Omnicare is the fifth largest global contract research organization (“CRO”) providing
comprehensive clinical research services for the pharmaceutical and biotechnology industries in 23
countries.

Omnicare employs over 1,000 pharmacists. Approximately 500 Omnicare pharmacists go into facilities as
consultant pharmacists. These pharmacists consult with physicians on proper medications and help
initiative health management programs.

Omnicare publishes a formulary guide for all its provider sites on an annual basis.  This book is called

The “Geriatric Pharmaceutical Care Guidelines” and is published in conjunction with the University of
Sciences in Philadelphia. The University, based on clinical evaluation suggests medications in over 100
therapeutic drug categories to be positioned in preferred, acceptable, or unacceptable categories . Omnicare
will then take this information, and add a cost component (cost to the payer) to be added to the positioning.

During 1997, The Johnson &Johnson Long Term Care Business Group along with Johnson and Johnson
Health Care Systems signed a performance based contract with Omnicare, Inc. The contract provided for a
performance driven tiered rebate to be implemented for Johnson & Johnson strategic brand pharmaceutical
products including Ultram, Duragesic, Propulsid, Procrit, Risperdal, Levaquin, and Floxin.

Currently, Omnicare is running two initiatives for products produced at Janssen and Ortho-McNeil.
Risperdal has generated an all time market share high of 55.5% throughout the 1st quarter of 2000. This
market share represents Omnicares ability in persuading physicians to write Risperdal in the areas of
Behavioral Disturbances associated with Dementia.

Omnicare also has an initiative under way for the antibiotic Levaquin for Urinary Tract Infections and
Community Acquired Pneumonia. At the end of the first quarter, Levaquin reached an all time high market
share of 67.02%. Once again, demonstrating Omnicare’s ability to persuade physicians to write the most
efficacious medication based on clinical evidence.

The partnership has grown beyond product interventions. Omnicare's Clinical Research Organizations have
been involved with past clinical studies and offers potential in a geniatric specific environment for products
such as Reminyl.

Janssen and Omnicare have also piloted an e-commerce initiative that would demonstrate Omnicare’s
abilities in persuading physicians to write medications 1n a less structured assisted care living environment.
There are also meetings currently underway that would look at a partnership approach in the European
sector, 1n addressing the same type of product interventions with Janssen Cilag in England.

Omnicare, Inc. has demonstrated its ability to partner in a true sense of the word and has generated well over
100 million dollars of Johnson & Johnson pharmaceuticals annually.

CONFIDENTIAL JNJ 301791
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OMNICARE MEMORANDUM
Professional Services

DATE: November 23, 2001

FROM: Mark E. Lehman
Chief Clinical Officer

"Lisa R. Welford
Director, Clinical Operations

TO: Omnicare Operations Managers
Omnicare Consultant Coordinators
(copy and distribute to all Omnicare Consultants)

RE: Risperdal Fax Campaign
CC: Tim Bien

Gary Erwin

RVP’s

RCD's

Beginning November 5% and ending November 20, Omnicare Senior
Health Outcomes, a subsidiary of Omnicare Inc., initiated a national
program to highlight the superior safety and effectiveness of
atypical wversus conventional antipsychotics in the resident
populations we serve. Omnicare’s gecal was to focus efforts on those
residents who may benefit by conversion from a conventional
antipsychotic agent, such as haloperidol, mesoridazine (Serentil®),
thioridazine, or fluphenazine to Risperdal®.

Using a national prescription claims database, residents receiving
conventional antipsychotics and who may potentially benefit from
conversion to Risperdal® were identified. Physicians received a
letter via facsimile, or a telephone call and a letter via mail,
asking for conversion to Risperdal® therapy.

Upon being presented with sound scientific evidence, a significant
number of physicians agreed to the conversion from a conventional
antipsychotic to Risperdal®. This interchange occurred across all
patient population types. A significant number of physicians also

responded by agreeing to “consider Risperdal® for the resident at
the next wvisit.”

Each Omnicare consultant should have received a copy of the patient
specific responses denerated by this fax campaign. There must
continue to be ongoing communication between consultant pharmacists
and those physicians who agreed to re-evaluate. Consultants should
have discussions with physicians whe indicated they would be open to

Confidential Page 1 OMNI-MA 766303 11/21/01
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reconsidering therapy and be armed with the appropriate clinical
information. Comments should be generated and may be modified to
include the following language:

“"Recently you received clinical informaticn regarding the safety
and effectiveness of atypical antipsychotics vs. conventicnal
agents. Your response indicated the need for further evaluation
of this resident.” Insert comment i.e. BD!1

Comment
This resident is receiving $
(Haldol/Loxitane/Stelazine/Trilafon/Prolixin/Orap/Mellaril/Thorazine/Serentil/Navane/Moban/Etrafon/Triavil).
Recommendation

Please consider changing to risperidone (Risperdal) 0.5mg, as the risk of development of EPS with $ is high, and
usperidone should adequately control behaviors while exhibiting a much more favorable side effect profile.

It is imperative that each and every resident on a conventional
antipsychotic be re-evaluated for appropriate conversion to an
atypical antipsychotic, with Risperdal® being the more cost
effective GPCG ‘“preferred’” alternative. In addition, residents
excluded from the formal fax initiative should not be excluded from
ongoing formal consultant pharmacist evaluation for potential
conversion to Risperdal® where clinically appropriate.

Many of our physicians have indicated their willingness to re-
evaluate or convert residents to more appropriate antipsychotic
therapy. Please make it a priority to maintain the momentum

generated by the dissemination of this significant clinical
information.

Thank you in advance for your follow-up in this important clinical
initiative.

Confidential Page 2 OMNI-MA 766304 11/21/01
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PAL Template Updated 6/1/00

OMNICARE PHYSICIAN AUTHORIZATION LETTER TEMPLATE

Dear Physician:

By checking the options below and signing this document you will authorize Omnicare pharmacists to modify
existing orders and dispense the following alternative medications based on interchange protocols. This
process promotes medication management which is therapeutically beneficial or equal and forwards cost
effectiveness to the payer whenever possible. It will also reduce the number of individual drug regimen
review comments., Conversion protocols will be implemented as noted below.

YES NO

ACE INHIBITOR INTERCHANGE
(interchange to occur at point of dispensing or via consultant
based on availability of appropriate diagnosis)
¢ Zestril® will be dispensed in lieu of other ACE inhibitors
Monitoring will be initiated as follows:
-s  BP g shift x 72 hours then weekly.

e  Serum potassium and creatinine/BUN should be checked periodically after
initiating or modifying therapy and status will be monitored by consultant
pharmacist.

“Capoten® {captopnl} will not be interchanged when unaccompanied by a
diagnosis or with a documented diagnosis of diabetic nephropathy.

ADALAT CC INTERCHANGE
(Interchange to occur via consultant based on medical record review
if order is unaccompanied by a diagnosis}) .
« Adalat CC® will be dispensed in lieu of an equivalent dose of Procardia XL® for a
diagnosis of hypertension only.

ATYPICAL ANTIPSYCHOTIC INTERCHANGE

(If interchange occurs prospectively, antipsychotic interchange may be done only for new
orders on existing residents defined as those in the facllity for five days or longer. if
retrospective, the consultant pharmacist may use thelr clinical judgment based upon the availability of
resident specific data.)

Risperdal® (risperidone) will be dispensed in lieu of Zyprexa® and Seroquel® for a
diagnosis of Dementia (Alzheimer's /OMS) only, with a starting dose of Risperdal® 0.5mg
Q.

-

—_— COX-2 INHIBITOR INTERCHANGE
{interchange to occur at point of dispensing)

+ Celebrex® (celecoxib) will be dispensed In lieu of an equivalent dose of Vioxx®
1

FLUOROQUINOLONE INTERCHANGE

{Interchange to occur at point of dispensing)

¢ Levaquin® (levofloxacin) will be dispensed in lieu of an equivalent dose of other
fluoroquinolones. This interchange excludes Noroxin®. Trovan® may only be
interchanged after diagnosis verification.

HMG CO-A REDUCTASE INHIBITOR INTERCHANGE

{interchange to occur at point of dispensing)

¢ Lipitor® will be dispensed in licu of Pravachol®, Zocor® and Mevacor®.
n All doses (except Zocor® 40mg) will be converted to Lipitor® 10 mg daily.
r Zocor® 40mg will be converted to Lipitor® 20 mg.
Note: Mevacor® 10mg will be excluded from the interchange process due
to lack of demonstrated cost savings associated with this conversion.)

OMNI 127541
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PAL Template

Page 2 Updated 6/1/00

H2 RECEPTOR ANTAGONIST INTERCHANGE

(interchange to occur at point of dispensing)

¢+ Omnicare Select H2 Receptor Antagonist of Choice will be dispensed in lieu of other
solid and liquid H2 Receptor antagonists. (Note: Cimetidine will not be eligible to be selected
as Omnicare’s H2 of Choice due to it's inferior clinical ranking in Omnicare’s Geriatric
Pharmaceutical Care Guidelines.)

LEVOTHYROXINE INTERCHANGE

{Interchange to occur via consultant based on medical record review)

+ Levothyroxine of Choice will be dispensed in lieu of Synthroid® on a mg per mg basis.
Following a change from one manufacturer to another, consultants must monitor the
need for and/or request appropriate follow-up thyroid. monitoring according to the
combined clinical judgment of the pharmacist and physician.

POTASSIUM CHLORIDE INTERCHANGE
(Interchange to occur at the point of dispensing)
+ Sustained Release Potassium Preparation of Choice will be dispensed in
lieu of other sustained release potassium preparations on a mEq. per mEaq. basis.

PROTON PUMP INHIBITOR INTERCHANGE

{Interchange to occur at the point of dispensing)

+ Proton Pump Inhibitor of Choice will be dispensed in lieu of an equivalent dose of
other PPI's,

PHYSICIAN SIGNATURE DATE
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Pagel

OMNICARE, INC.
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Approved Interchange Protocols*

. ACE INHIBITOR INTERCHANGE:
selected agent: Zestril® (lisinopril)

TOTAL DAILY DOSES IN MG ARE INDICATED:

below, prescriber clarification must be obtained.

Page 3 of 5

*if prescribed dosing regimen is not described

LOTENSIN .

ZESTRIL | MONOPRIL | VASOTEC | ACCUPRIL ALTACE | CAPOTEN | MAVIK | UNIVASC
DOSED

QD

5 5 5 [ 5 N/A 25 1 3.75

10 10 10 10 10 2.5 50 2 7.5

20 20 20 20 20 5 100 4 15

40 40 40 40 40 10 200 8 30

Note: Conversion tables are guidelines only. As individual residenl specific data becomes available, i.e. during

consultant review, clinical judgment supersedes.

<L H2 RECEPTOR ANTAGONIST INTERCHANGE:
- selected agent: H2 of Choice

H2 DOSING EQUIVALENTS:

cimetidine famotidine nizatidine ranitidine
(Tagamet® ) {Pepcid® ) {AXid®) (Zantac® )
400mg HS 20mg HS 150mg HS 160mg HS
800mg HS 40mg HS 300mg HS 300mg HS
400mg BID 20mg BID 150mg BID ~ 150mg BID
300mg QID 20mg BID 150mg BID ~150mg BID
400mg QID(GERD) 40mg BID 150mg BID 150mg BID-
800mg BID (GERD} 40mg BID 150mg BID 150mg BID
N/A N/A 300mg BID (GERD) 300mg BID

OMNI 127543



Case 1:07-cv-10288-RGS  Document 81-49 Filed 01/15/2010 Page 4 of 5
Interchange Protocols Page 2 Updated 6/1/00
1. FLUOROQUINOLONE INTERCHANGE
selected agent: Levaquin (levofloxacin)

FLUOROQUINOLONE DOSAGE DOSE & DOSING | EQUIVALENT
FORM FREQUENCY LEVOFLOXACIN .
{LEVAQUIN®) DOSE &
DOSING FREQUENCY for
CrCl> 50 mi/min
. Ciprofioxacin (Cipro®) PO 250mg Q 12 hrs 250mg Q24 hrs -
V. 200mg Q 12 hrs 250mg Q 24 hrs
PO 500mg Q 12 hrs 500mg Q 24 hrs
v 400mgQ 12 hrs 500mg Q 24 hrs
Gatifloxacin (1equin®) PO 400 mg QD 500 mg Q24 hrs
Enoxacin (Penetrex®) PO 200mg Q 12 hrs 250mg Q 24 hrs
PO 400mg Q 12 hrs 250mg Q 24 hrs
Lomefloxacin {Maxaquin®) PO 400mg QD 500mg Q24 hrs
Moxifloxacin (Avelox®) PO 400 mg QD 500 mg Q24hrs,
Ofloxacin (Floxin®) . PO 200mg.Q 12 hrs 250mg Q 24 hrs
TV 200mg G 12 hrs | 250mg Q@ 24 s
PO 300mg Q 12-hrs 500mg Q 24 hrs
v 300mg Q 12 hrs 500mg Q 24 hrs
PO 400mg Q 12 hrs 500mg Q 24 hrs
, v 400mg'Q 12 hrs 500mg Q 24 hrs
Sparfioxacin (Zagam®) PO 200mg QD 500mg Q 24 hrs

Iv. ~ PROTON PUMP INHIBITOR INTERCBANGE
selected agent: PPI of Choice

Prilosec® Prevacid ® | Aciphex®
10mg 15mg 20 mg
20mg 30mg* 20 mg
40mg 30mg 20mg
60mg 80mg 80 mg

*upon retrospective review, if consultant determines that resident is in maintenance, dose reduction

recommendation may be made.

OMNI 127544
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V. HMG CO-A REDUCTASE INHIBITOR INTERCHANGE
selected agent: Lipitor®

Pravachol® 10mg LIPITOR® 10mg
20mg LIPITOR® 10mg
40mg . LIPITOR® 10mg
Mevacor® 20mg LIPITOR@10mg |
40mg LIPITOR® 10mg
Zocor ® 10mg LIPITOR® 10mg
20mg LIPITOR® 10 mg
40mg LIPITOR® 20mg

VI.  COX-2 INTERCHANGE
selected agent: Celebrex®

VIOXX ® CELEBREX®
12.5mg po QD 200 mg po QD
125mg poQ@D

200 mg po QD

s See pertinent Patient Specific Thérapeutic Interchange (PSTI) document for specific

.documentation.
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Unknown

From: Cummins, Bruce [JAN]

Sent: Friday, June 28, 2002 8:50 AM

To: Forsthoefel, Tim [OMP]

Cc: Farley, Brett [JAN], Thurmond, Tracey [OMP]
Subject: RE: Omnicare Levaquin initiative

Tim

i

This is an ideal situation where all of the pieces of the puzzle come together. Certain states allow for interchange letters
to be sent to physicians which authorizes a substitution based on clinical data, formulary, etc..... to take place at the
pharmacy level when a pharmacists receive a prescription for a competitive medication. [f the physician signs the
authorization, the pharmacist will switch the medication at the pharmacy. The state of Missouri had the same program
available, however a little over a year ago the "State Board of Pharmacy" intervened and lobbied for removing the
authorization and it is no longer available to use in Missouri

Where we have the opportunity, we are doing in partnership with our external customer - Omnicare.

Regards,

From: Forsthoefel, Tim [OMP]

Sent: Friday, June 21, 2002 12:47 PM

To: Gamgort, James [OMP]; Russell, Dale [OMP]; Kennedy, Sara [OMP]; Grewcock, David [OMP]; Cummins, Bruce [JAN]; Thurmond,
Tracey [OMP]

Ce: Butler, Dave [JANUS]; Graham, Roger [OMP]; Farley, Brett [JAN]; Ball, Gary [OMP]

Subject: FW: Omnicare Levaquin initiative

Dale- Sara - David:
19% share gain in 5 months due to Omnicare pharmacist's physician calling.

BrucefTracey --- have all regions of Omnicare implemented? Any cther National Accounts that have “gaps” in similar
behavior modeling?

Outstanding! Tim

From: Schwans, Roxanne [JAN]

Sent: Wednesday, June 19, 2002 12:04 AM
To: Farley, Brett [JAN]

Cc: Butler, Dave [JANUS]

Subject: Omnicare Levaquin initiative

Hi Brett,

| wanted to share some great news. in January of this year | worked with Cedar Rapids, |A to do Therapeutic
interchange letters for Levaquin. They implemented them in Jan while they had a share of 70%. Then in March of '02
they started calling the physicians back. They would fill one script of Cipro and then call the doctor and if they would
not return the call after 2 days then they would stay on Cipro but the majority of the physicians weuld call back and let
Omnicare know it was ok to switch to Levaquin. So in May of 02 they have a share of 8% while Cipro is down to

11%.
Great news.
Roxie
Roxanne Schwans
J and J Long Term Care Business Manager
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REDACTED
Confidentiality Notice: This e-mail transmission may contain confidential or legally privileged
information that is intended only for the individual or entity named in the e-mail address. If you are
not the intended recipient, you are hereby notified that any disclosure, copying, distribution, or
reliance upon the contents of this e-mail is strictly prohibited. If you have received this e-mail
transmission in error, please reply to the sender, so that Janssen Pharmaceutica can arrange for
proper delivery, and then please delete the message from your inbox. Thank you.
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Long-Term
ca re @ S LTC Group Monthly Report
9

July 2001

Ld LIFESCAN

ORTAORITTEAN o tmomssoss

Issue and Solutions

1. Omnicare makes the decision to give Zyprexa co-preferred status with Risperdal in its geriatric guidelines.
Solution Reevaluate and negotiate a new agreement

2. The Assisted Living Initiative is growing rapidly and may require additional resources. Solution: Allocate
funds in 2001-2002 fiscal year budget.

3. A promotional letter sponsored by Lilly been sent out to physicians nationally concerning drugs that prolong the
QT interval. There are several drugs listed from all companies except Lilly. The letter does include Risperdal.
Solution: ., TCBM s are trying to secure a copy of this letter to deliver to the Risperdal brand team.

4. Develop broader relationships at the Nursing Home Corporate level. Solution: Develop programs specifically
targeted for each individual chain account. Beverly and HIS have named Risperdal as their “Preferred
Antipsychotic™.

5. Consultant Pharmacists are requesting CME material on audiotape so they can participate in these educational
programs when they are driving to their accounts. Solution: Work with brand teams to develop audiocassette
tapes to pilot with consultant pharmacist.

Highlights

Janssen

RISPERDAL®

CONFIDENTIAL

NCS HealthCare, Beachwood, Ohio mails out letter to all of their NCS HealthCare pharmacy sites restating
Risperdal as their “preferred” antipsychotic and introduced an accelerated initiative for 11 of their “high dollar
potential” antipsychotic sites.

Risperdal “Pilot Round Table” discussions have now been secured for the following Omnicare sites.
Roeschens, Jacobs, Home, and Interlock. The first program has been successfully completed in Chicago with
Home following on August 13" and Roeschens on September 6. Interlock will be re-scheduled and additional
six programs will be targeted for Specialized Livonia, Value HealthCare, Evergreen, Shore, Westhaven, and
Lo-Med Pharmacies.
American Pharmaceutical Services/Risperdal Initiative - This month APS will send out a letter to identified HV
prescribing antipsychotic physicians stating the Risperdal is their preferred antipsychotic. Additionally, APS ran
a list of High Volume prescribing antipsychotic physicians for each of their branches. List was forwarded to
Janssen EC for call plan targeting. Feedback from EC is that this list has been very helpful and feel will help
them increase Risperdal use with APS branches.
Jacobs Healthcare (16,000 beds) and Lawrence Weber (12,000 beds) started a PAL initiative with Risperdal in
the month of May. The authorization letter requests a substitution to Risperdal from any new prescription of
Zyprexa or Seroquel.
Neighborcare has asked to have 900 copies of FADAMA (Katz) article distributed to consultant pharmacists
and bench pharmacists throughout the country.

JNJ 289772
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REMINYL®

¢  Working with Assisted Living Federation of America (ALFA) on implementing a DSM partnership program
with 7,000 AL providers.

¢ Reminyl Clinical Update to Beverly Enterprises (Tony Hughes, Clinical Director of Pharmacy Operations and
John Ferguson, Director of Training ) with Steve Stansilav. Looking at opportunities to partner with Training
for CSO representatives and Beverly AD sites.

¢ Alterra Corporation requested 50,000 branded pieces for the Sharing Care Program.
They plan to drive this program in the following ways:
e Sales representatives will distribute to potential customers/
¢ Alterra will distribute during trade shows and family night programs.

e  Alterra captured a list of 750,000 individuals that are potential candidates for assisted living. We are
negotiating budget for them to include Sharing Care program in mailing to these individuals.

¢  Greater NY Healthcare Facilities Association learn message on Reminyl. Approximately 125 nurses
attended.

ACIPHEX®

e Met with NCS to discuss possible Aciphex coexist strategy. Customer currently at 85% share with Prevacid®.
This may make potential agreement difficult due to “clift” and the inability for JPI to make up lost rebate
revenue. Customer agreed to further discussion and investigation.

DURAGESIC®

e A successful speaker program was conducted by Hob Osterlund, RN to over 90 Pharmerica customers. She is a
great speaker and great advocate for Duragesic.

¢ ChemRx put out a conversion message to nursing homes to switch from Oxycontin to Duragesic

e Two Auburn Pharmacy School programs are scheduled for August 3 and August 10, 2001. Programs will reach
about 300 key pharmacists.

¢ NeighborCare will conduct programs on "Pain in the Elderly beginning in the 1st Quarter of 2002. These "Plan
for the Future" educational programs, held nationwide, should be a great opportunity to help promote
Duragesic.

OMP

LEVAQUIN®
¢ ChemRx E-Box campaign has achieved 60-70% E-Box conversion from CIPRO to LEVAQUIN.

e  AAPI CME program at national convention was well attended and impactful.

¢ Omnicare agrees to send PAL letters as well as a universal mailing in August/September to promote Levaquin
for the upcoming respiratory season.

CONFIDENTIAL JNJ 289773
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¢ American Pharmaceutical services provides physician prescribing information for each of their branches that
identifies high volume antibiotic physicians and prescribing patterns. This information disseminated to OMP
for rep targeting. LTCBM will follow-up with OMP on a District Manager level to discuss lists and targeting.

ULTRAM®
e Dr. Michael Slick Pharm D, FASCP spoke on the Myths and Realities of Pain Management to Medilife in
Colorado.

¢ New CE tape series on Joint Commission Guidelines on Chronic Pain are being rolled out to LTCPP customers.
Response has been excellent and LTC pharmacists have confirmed that they must offer Pain management
education in each facility at least once per year.

e American Pharmaceutical Services will launch an Ultram intervention beginning in July. They will target
propoxyphene. On June 15" we conducted the first of six regional consultant pharmacy educational programs.

OBI

PROCRIT®

¢ PharMerica identifying oncology patients within Skilled Nursing Facilities (SNF’s) setting for Procrit
intervention.

LifeScan®
e LifeScan contract was signed by Gerimed. Program will start in the 4" quarter.
e MHA signed LifeScan contract worth up to$1.7MM annually

¢ Innovatix signed tiered pricing program contract for CAM members. Innovatix has innovative systems to
provide market share data continuously.

CONFIDENTIAL JNJ 289774
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Highlights

A national teleconference was scheduled for 125 dementia residences that Alterra services. Each
residence will participate in the program and at each location there will be about 5 healthcare
professionals. Potential to reach 600 healthcare professionals with a Risperdal message. Marc Agronin,
MD will be the presenter.

\J
0.0

%+ PBI signed the LifeScan amendment to the contract.

+ PharMerica - Developed a national mailing to skilled nursing facilities and physicians outlining the benefits
of Ultram over Propoxyphene.

¢ NCS HealthCare, Beachwood, OH mails Risperdal “preferred” letter to 4,000 attending physicians.

% In-services were held in NE to educate Nurses, MD's and Pharmacists on Reminyl. There were over 250
health care professionals at these in-services. Great discussion was held around the expectations of ACI's.
Reminyl was shown to have a proven one- year success in maintaining baseline scores.

% Levaquin featured at NCS, Phoenix formulary management workshop.

% Coordinated Ultracet in-services for dispensing and consulting pharmacists at the following accounts:
s+ PharMerica Minneapolis

+» NCS Decatur

<» Enloe Drug Decatur

+ Forging partnership with Marriott Senior Living Services. Determined 14 pilot sites for Reminyl/Risperdal
programs and implemented process with LTC managers.

Page 1
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RISPERDAL*®

e Developed a CD/ROM and newsletter with PharMerica around PPS issues and the benefits of Risperdal for
skilled nursing facilities.

e ALPHA National Meeting — Weston, FL — Introduced Risperdal teletopics for their AL facilities to combat
Zyprexa.

e Florida EC/LTC - Partnering on business plan to target top independent LTCPPs in the State of Florida for
Risperdal preferred status. Currently 4 independent pharmacies have approximately $4.0 million in total
potential with average of 36% Risperdal MS.

e In-services completed at independent CAM, Skilled Care Pharmacy. Skilled Care has three top 30
pharmacies in Southern California.

o Business review at NCS Van Nuys identified three key facilities for Risperdal focus in first quarter.

e Omnicare is very supportive of the Chicagoland MI initiative on a local and national level. They will
partner with us to first determine how to influence this market and second drive Risperdal utilization in
this market segment. Jacobs HealthCare, Chicago, IL (Services approx. 3,000 MI patients) is in the
planning process to grow their business with the mental iliness market segment that are cared for in the
LTC environment.

e Met with Lisa Welford (OmniCare Director, Clinical Operations). She stressed that Risperdal is their
primary intervention. They are targeting all new and existing classical APS prescriptions for conversion to
Risperdal. She is helping coordinate a business planning meeting, which will take place in February,
between LTC Group and Omnicare Regional Clinical Directors to discuss and develop action plans on how
to maximize this intervention within each of their regions.

e PharMerica Conference Call with Texas Lead Consultants to discuss strategies for getting to the key
Zyprexa writers. Each Lead had a 15 minute slot to discuss needs.

e NCS HealthCare, Beachwood, OH reports 59.4 Risperdal market share for 3Q01. This is their highest
quarterly share recorded to date.

REMINYL®

e Reminyl pilot program for Marriott Senior Living has been scheduled for March 9th in Voorhees, NJ. Will
be working with ElderCare and other JPI FSFs to draw top decile ALZ prescribers. The meeting with be co-
sponsored by the Virtua Health Sysytem of Southern NJ.

e Submitted AD information/background information to Marriott Senior Living Services marketing, as second
article will be included in their e-newsletter.

Page 2
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Atria assisted living centers based in Louisville, KY reviewed a Reminyl initiative.

o CA Medi-Cal team met in January to continue preparation for Medi-Cal launch. Currently developing Medi-
Cal prescriber list for dissemination to ElderCare teams.

o Omnicare Minnesota requested educational programs to educate and influence physicians prescribing and
not prescribing ACI's.

o Met with Fred Wendt, IHS Clinical Director to continue our discussion of a proposed venture to educate
his Medical Directors, Don’s, and nursing staff on AD.
DURAGESIC®

e Set up "Substance Abuse" Teletopics for pharmacists at the NeighborCare in Moorestown, NJ for February
14th. Doing the lunch in-service with Joann Price, ElderCare rep.

e  Worked with AMDA to development and support “train the trainer” tools for AMDAs Pain CPGs.

Shore/Omnicare-Cost comparison literature and educational prompt distributed to key sites.

e ElderCare/LTCBM identified Professional Pharmacy, in Phoenix as top Duragesic potential account in
region. Set up in-service and identified top customer for sales in-service activity.

e Duragesic pain assessment program held in conjunction with NeighborCare at Skyline Home/ Glendale
Community Hospital.

e Roeschens Omnicare — Milwaukee - Developing educational programs that would target this site’s NH
customers and educate them on recognizing, assessing, and treating chronic pain in the elderly. All
programs will position Duragesic appropriately and motivate them to recommend Duragesic to attending
physicians.

OMP

LEVAQUIN"®
e Omnicare - New England - Levaquin inservice programs for skilled nursing facilities
e PharMerica, Longwood, Flordia — Coordinating with OMP for two Levaquin educational programs for 1Q

2002, in Ocala and Longwood, Florida

e LTCBM AI/AN RBD Meeting - Business review demonstrated high tab shares in Tier 1 accounts, but low
shares at independent CAM’s. PrimeCare, the largest account in the LA area as a pilot account for special
focus.

Page 3
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NCS, Van Nuys continues to drive share over 70%

Maude Babbington will present on Maximizing Internal Interventions with Levaquin to 20 pharmacy
managers and directors from the Western and Mid Western regions on Feb 7th.

Lisa Welford (Omnicare — Director, Clinical Operations) stressed that Levaquin is one of their primary
interventions. They are targeting all prescriptions for Cipro for conversion to Levaquin.

NCS HealthCare, Beachwood, OH reports 60.4 Levaquin market share for 3Q01. This account has
remained above 60% for the last four quarters.

NCS HealthCare, Beachwood, OH targets attending physicians with a Levaquin "PAL" letter mailing. This
letter is designed to secure blanket authorization to switch Cipro prescriptions to Levaquin.

ULTRACET®

PharMerica (Texas) consultants requested Ultracet be added to the SNF E-Box. They maintain their
commitment to convert Darvocet patients.

Good Samaritans of SD has scheduled a two part pain program. It will be broadcast to all of their sites via
satellite. This will be provided to approximately 500 participants.

DITROPAN XL®

Considerable interest concerning contract opportunities with Ditropan XL. Many providers and NH
requesting in-services on incontinence.

Met with Lisa Welford {(Omnicare National Clinical Director). She stressed that identification of potential
incontinence therapy patients and converting patients from generic oxybutinin to Ditropan XL is one of
their current interventions.

Coordinated Ditropan XL in-services for dispensing and consulting pharmacists at the following accounts:

PharMerica Minneapolis
NCS Decatur
Enloe Drug Decatur

Presentations conducted at the OMP SeniorCare RBD/DM and regional meetings on LTC/OMP Senior
Partnerships and business plans.

OBP

PROCRIT"

Beverly Nursing Home Corporation, Arkansas — Partnering with OBI in the ERI population to improve
patient QOL issues.

CONFIDENTIAL
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e Chem Rx — Working with OBP account team on Chem Rx-Procrit service contract agreement

e J&JLTC Group coordinating with OBP Strategic accounts group for Home Health Care (HHC) programs
that can be initiated at HHC sites by LTC Managers.

LifeScan®

e Meeting was held at LifeScan to finialize the training session for the Long Term Care Group on Feburary
20. LifeScan has added several folks to their team including a Marketing Person with sole responsibility to
LTC

e LifeScan Contract for Kindred Healthcare - Meeting was held with all principles at LifeScan to develop a
new Health Care Compliant contract for Kindred Health Care. This business represents $3.8 Million in
annual sales and is one of the largest individual contracts for LifeScan products.

e LifeScan GPO CAM Program - A meeting was held in January with GeriMed (LTC GPO) to investigate
opportunities to build on business opportunities through the LifeScan LTC GPO Cam agreement.

Page 5
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Programs

[RISPERDAL

Alliance Speaker Programs

Arista Programs

Professional Services Program

HOV Programs (2)

Regional Ad Boards (4)

Multi-disciplinary Summits

Teletopics

Video Lunch/Learn

Inservices

|REMINYL

Speaker Programs

Teleconferences

HOV Programs (10)

Regional Ad Boards (8)

Professional Services

Inservices

|IDURAGESIC

Speaker Programs

Professional Services

Teletopics

Inservices

|[ULTRACET

Speaker Programs

Professional Services

Teletopics

Inservices

|LEVAQUIN

Speaker Programs

Professional Services

Teletopics

Inservices

|[DITROPAN XL

Speaker Programs

Professional Services

Teletopics

Inservices

|PROCRIT

Speaker Programs

Professional Services

Teletopics

Inservices

CONFIDENTIAL
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Omnicare- Current Analysis & Recommendations 9/25/01

Current Situation

*
*

+

OMP cliff offer of 67% for Levaquin PO share rejected by Omnicare on 9/18

Response very strong- Dan Maloney VP, Contracting said this would force him to contact
Bayer, BMS

Dan Maloney left me VM & E-mails on 918, 9/21 wanting to have further discussions
around Levaquin

Phone conversation with Dan Maloney on 9/24/01. Wanted to know if we were firm on
67% and if so then he was going to contact Bayer to investigate contract potential. Said his
risk/reward was too great with a 67% cliff. Claimed Omnicare has not had any contract
discussions with Bayer or BMS up to this point. Said Omnicare would be willing to work
with OMP/I&]J on UTI targeting around Cipro. Latest Omnicare figures for July month had
Cipro at 28% share

Dan maintained that Omnicare could do nothing around the USP Clinical monograph.
Claims Omnicare does not even inform vendors when there drugs are being reviewed by
USP. He said the only reason Mark Lehman shared this with us in mid-July was because of
the strong business relationship with J&J.

I'made it clear to Dan that Levaquin & Risperdal were linked and we had to get both of
these situations resolved in order to still have an agreement with Omnicare.

Joel Gemunder, President of Omnicare contacted David Norton, Pres. Of Janssen on Friday,
Sept 18 to say that Omnicare would continue to support Risperdal.

Market Comparisons

Page 1 of 4

A. Current Long Term Care Contract Matrix
Pradu
55.0% 60.0% 65.0% 70.0% S
JANSSEN DURAGESIC®
2.0% 4.0% 8.0%
12 Months <15.0% 15.0% 25.0%
ACIPHEX®
8.0%
0.0% 8.0% 10.0%
35% 38% »>=42%
RISPERDAL®
6.0% 9.0% 11.0%
Ortho McNeil 3.5% transition <60% 50%
Pharmaceutical | LEVAQUIN® rebate for first 6
TABLETS months not tied
to share
Available for If 40% share is
first 12 months | attained in first 12 0.0% 14.0%
of contract only | months, rebate
increases to 6%
for the remaining X
of first 12 months
<15% 25% 40%
LEVAQUIN®
IV
12.0% 18.0% 24.0%
At / Above Baseline | 10.0% 15.0%
ULTRAM®
1.0% 2.0% 4.0% 6.0%
Formulary Access T e S P -;--E.::_l
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Ortho Bio Tech | PROCRIT

McNeil
Consumer All Products
Products

No Requirement

CONFIDENTIAL

Ortho
Dermatological | All Products

No Requirement

Omnicare currently receives a 15% rebate on Levaquin PO for a share > to 50%
Omnicare currently operates off the old Levaquin I'V matrix with < 50% at 0%, > 50% to 70%
equals 5%, > 70% equals 7% rebate

Basic Hospital Contract Matrix

PDOT DEFINED MARKET SHARE TABLE

5.1-10% 0-5% GFO Price
10.1-20% 5.1-10% $16.00 $31.00 $33.00 GPO Price
20.1-40% 10.1-15% $16.00 $25.00 $33.00 GFO Price
40.1-80% 15.1-25% $13.00 $27.00 $31.00 GPO + 1%
60.1-70% 25.1-35% $12.00 $23.00 $30.00 GFO + 2%
70.1-80% 35.1-45% $11.00 $21.00 $28.00 GPO + 3%
80.1-80% 45.1-558% $10.00 $15.00 $27.00 GPO +4%
a0.1%+ 55.1%+ $9.00 $17.00 $26.00 GFO + 5%

Must achieve a 90% share in quinolone only market to achieve a 15% TOS discount for
Levaquin PO. Keep in mind the 90% is based on additive figure for IV & PO Levaquin

Managed Care Contracts for Levaquin PO

To my knowledge we only have one Managed Care contract where we are the exclusive quinolone with
the major accounts — Inter-Mountain Healthcare

Levaquin PO 1s generally in a position where we are one of two quinoclones being contracted

For measurement purposes the National share for Levaquin PO in the quinolone market 1s apporx.
35.9% based on 2Q) "01 share — Rebate performance 1s calculated on # of share points above National
average

Rebate structure 1s generally based on 3 to 4 point spreads and range from 10% to 18% varying per
Managed Care customer.

Market Segments — Comparisons of Market Share & Other Facts

Retail TRX Weekly share Shares for last 12 weeks I Quinolone Only Market thru Sept. 12, 2002
Levaquin - 34.9%

Floxin - 1.7%
Cipro - 49.7%
Avelox - 4.1%
Tequin - 8.2%

JNJ 298614



Case 1:07-cv-10288-RGS  Document 81-53  Filed 01/15/2010 Page 3 of 4

» Omnicare Market share for quinolones for Month July *01

Avelox 3%
Cipro 28.0%
Floxin 4%
Levaquin 69.3%
Noroxin T%
Tequin 1.4%

1) Levaquin Share in Omnicare almost double the National Retail Average
2) Cipro in Omnicare is about 77% below the National Retail Average
3) Tequin & Avelox in Omnicare are will below the National Retail Average

» Omnicare has grown Levaquin Share from 19.2% in 4 Quarter of ’98 prior to the Levaquin
Initiative to 66.4% in 2Q *01. In this same time period Cipro has gone from 80% + to the 28%
range

» Comparing DDD Tab Sales in 1Q 2000 versus 1Q 2001:

LTC market Share ( without Omnicare — represents appox. 33%) is showing largest share @
36.2% up from 32.8%

Hospital at 34.3% and decline verus 35.2% for prev. year

Federal Sector show a big decline from 30.1% to 13.0%?

Key Point- LTC market has very limited OMP Sales Force support versus the Retail, Hospital,
Federal Markets

Market Share in the LTC market for Levaquin PO is driven by Physician Authorization
Letters, very important due to the fact this is a prospective intervention. Education of
dispensing pharmacists in the LTC area is important.

My opinion --- We are getting a greater ROI for our rebate dollars in the LTC sector due to
limited sales activity versus other market sectors

Omnicare is the largest Tier I LTC provider that controls about 30% of the market

Omnicare has demonstrated the greatest control and has the highest share for Levaquin PO on
any Tier I LTC Provider

Last four quarters of sales { 2Q ‘00-1Q’01) for OMP products = $22,104,717

Potential upside sales for Ultracet

Potential upside with Ditropan X1,

We are in better position ever to drive $ sales within Omnicare due to Senior Care Sales Force

YVVvVvVY VvV V¥V

Proposed Tier Options & Recommendations

MY belief --- Omnicare will reject a 67%, 63%, and 63% tier. They will go to Bayer to contract.
Rebates have been paid over the last four quarters based on the following:

2000 3000 40 00 10’01
01.4% 03.1% 03.1% 66.4%
Option # 1

Keep Share Cliff @ 67%  -- Believe Omnicare will reject

Option #2

Establish Share CIiff @ 65% - Believe Omnicare will reject

Option #3

Establish Share Cliff @ 63% - Believe Omnicare will reject

Option # 4

CONFIDENTIAL JNJ 298615
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Establish Share CIiff @ 60% -- Might possibly accept — still think very questionable

Option # 5
Establish new performance tiers that minimizes our financial risk if in fact they begin to move

against us but provides financial incentive for Omnicare to stay with OMP & Levaquin PO

0- 49.9% 0% rebate

50% - 55% 5% ( currently paying 15% rebate)

55.1-59.9% 8% ( currently paying 15% rebate)

60- 69.9% 15% (currently paying 15 rebate)

70.0% + 16% ( currently paying 15% -- this level has never been achieve, additional
incentive)

You can run a number of different options varying from # 35

My recommendations would be that # 5 is the best or a variation of this followed by option #4.
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Unknown

From: Russell, Dale [OMP]

Sent: Friday, June 21, 2002 12:07 PM
To: Forsthoefel, Tim [OMP]
Subject: RE: Omnicare Levaquin initiative
Tim,

Incredible: good for us but scary on the power to do this.

Thanks,

From: Forsthoefel, Tim [OMP]

Sent: Friday, June 21, 2002 12:47 PM

To: Gamgort, James [OMP]; Russell, Dale [OMP]; Kennedy, Sara [OMP]; Grewcock, David [OMP]; Cummins, Bruce [JAN]; Thurmond,
Tracey [OMP]

Cc: Butler, Dave [JANUS]; Graham, Roger [OMP]; Farley, Brett [JAN]; Ball, Gary [OMP]

Subject: FW: Omnicare Levaquin initiative

Dale- Sara - David:
19% share gain in 5 months due to Omnicare pharmacist's physician calling.

Bruce/Tracey --- have all regions of Omnicare implemented? Any other National Accounts that have “gaps” in similar
behavior modeling?

Outstanding! Tim

-—---Original Message-----

From: Schwans, Roxanne [JAN]

Sent: Wednesday, June 19, 2002 12:04 AM
To: Farley, Brett [JAN]

Cc: Butler, Dave [JANUS]

Subject: Omnicare Levaquin initiative

Hi Brett,

{ wanted to share some great news. In January of this year | worked with Cedar Rapids, |A to do Therapeutic
interchange letters for Levaquin. They implemented them in Jan while they had a share of 70%. Then in March of '02
they started calling the physicians back. They would fill one script of Cipro and then call the doctor and if they would
not return the call after 2 days then they would stay on Cipro but the majority of the physicians would call back and let
Omnicare know it was ok to switch to Levaquin. So in May of 02 they have a share of 89% while Cipro is down to

11%.
Great news.
Roxie
Roxanne Schiwans
Jand J Long Term Gare Business Manager
REDACTED

Confidentiality Notice: This e-mail transmission may contain confidential or legally privileged
information that is intended only for the individual or entity named in the e-mail address. If you are
not the intended recipient, you are hereby notified that any disclosure, copying, distribution, or
reliance upon the contents of this e-mail is strictly prohibited. If you have received this e-mail
transmission in error, please reply to the sender, so that Janssen Pharmaceutica can arrange for
proper delivery, and then please delete the message from your inbox. Thank you.
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EXHIBIT F MANAGER’S CHECKLIST FOR NON QUANTITATIVE REQUIREMENTS

Johnson & Johnson Health Care Systems inc.
Non-Market Share Based Performance Requirement Checklist (To Be Completed by OMNICARE Every Quarter)

N
"'6 .
~ Company Name: Omnicare, Inc,
) Quarter: _ 2002 (& 2
' % umber of Beds:

o Formulary ID:
8 Please place an (X) in the appropriate column for all products that are on contract to signify compliance with contract terms.
o —
Q Formulary Status
L0 Target List of "High"”
S . \ No Active General Active Product Specific Prescribers of
— ) ormulary . . Intervention Intervention Active Intervention c titive Agents
g I;::tj:lr:‘;ttlon Equal Exclusive Access Preferred Restricted Unre;tncted Program Program Program too;;:,ep"e\:e gen Other (*)
2 |DURAGESIC - e [ v
L [FLoxiN v e v

LEVAQUIN e v o
10 |PROPULSID
O IPROCRIT e e
o |ACIPHEX . ~ v '
+ |RISPERDAL e e v
@ [SPORANOX o e e
g JULTRAM e [ v 1
S 2/ RoPA X B / ,
a * Any other requirements specified in contract terms that are not listed herein. /

Ay zoRAL

: \/ Authonzed Signature:

N Remavi
O] Name: _\ #~" ”Azc{dﬁy
ad 2
0 Date: / ""ZAé—
0
I
o
7
5
N Note: -
o 1. This form must be filled out completely by Manager and sent to Supplier's Contract Administration group described on the cover page of thls Agreementon a
I quarterly basis with rebate submissions. If checklist is not received, no payments will be made.
% 2. Mandatory Brand Interchange - If contract specifies a Mandatory Brand Interchange for any product, the required documentation per contract terms must be
O supplied on a quarterly basis with rebate submissions.

3.

until a complete rebate submission is received. Completeness is defined as all the proper report formats and the above stated requirement.

Contract terms grant Supplier a specific amount of time from the time rebate submissions are received (i.e. 60-days) to make payments. The count does not begin
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Page 1 of 2

Filed 01/15/2010

Case 1:07-cv-10288-RGS Document 81-56

NAME

REDACTED

ID

AGE PROV

89
95
95
64
55
74
65
88
86
79
77
84

+
i
i
i
1
+

i

PAID

$26.81
$27.62
$14.63

i $177.81
i $768.95
i $244.25

$266.33
$72.66
$37.83
$71.40
$84.79
$146.50

DATE
2/12/2002
1/17/2001

7/6/2001
4/25/2004

8/7/2003

4/4/2002
11/2/1999

10/15/1999
11/5/2000
8/20/1999
4/24/2003
4/17/2001

UNITS
60
30
30
60

270
90
60
30
15
30
30
60

DEANO

N OO ©O = OO0 O O - O O =

REFILL DAYS LOC

303
303
303
30 4
90 5
303
303
303
303
303
303
303

RX
1417858
0919940
1177178
2765485
2295671
1338630
0421932
0406126
0778366
0358990
1900163
0970550

NDC
50458030150
50458030150
50458030150
50458030250
50458030250
50458030250
50458033050
50458030050
50458030150
50458030250
50458030250
50458030250

DESC
RISPERDAL
RISPERDAL
RISPERDAL
RISPERDAL
RISPERDAL
RISPERDAL
RISPERDAL
RISPERDAL
RISPERDAL
RISPERDAL
RISPERDAL
RISPERDAL

STR
0.25MG
0.25MG
0.25MG
0.5MG
0.5MG
0.5MG
3MG
1MG
0.25MG
0.5MG
0.5MG
0.5MG

GENERIC
RISPERIDONE
RISPERIDONE
RISPERIDONE
RISPERIDONE
RISPERIDONE
RISPERIDONE
RISPERIDONE
RISPERIDONE
RISPERIDONE
RISPERIDONE
RISPERIDONE
RISPERIDONE



Page 2 of 2

Filed 01/15/2010

Case 1:07-cv-10288-RGS Document 81-56

NAME

REDACTED

ID AGE

PROV

PAID DATE UNITS NDC

$16.47 8/23/2000
$76.86 8/23/2000
$54.70 8/23/2000
$10.73 8/23/2000

$200.27 4/19/2001

$79.80 4/19/2001
$30.85 4/19/2001

10 00045152550
10 00045152550

7 00045152550

7 00045152550
30 00045152050
10 00045152550
10 00045152550

0

OO0 O0O0OOO

DEANO REFILL DAYS LOC RX

10
10

7

7
30
10
10

DESC

3 0721435 LEVAQUIN
3 0720539 LEVAQUIN
3 0720654 LEVAQUIN
3 0721445 LEVAQUIN
3 1060521 LEVAQUIN
3 1059899 LEVAQUIN
3 1059603 LEVAQUIN

STR
500MG
500MG
500MG
500MG
250MG
500MG
500MG

GENERIC
LEVOFLOXACIN
LEVOFLOXACIN
LEVOFLOXACIN
LEVOFLOXACIN
LEVOFLOXACIN
LEVOFLOXACIN
LEVOFLOXACIN





