OFF Episodes in Parkinson’s Disease

As PD Progresses, OFF Episodes May Emerge and Can Become More Frequent
As disease progresses and with long-term levodopa treatment, people with PD may develop motor complications: motor fluctuations and/or dyskinesia®?

Motor fluctuations consist of periods of ON and OFF episodes?

ON

Occurs when levodopa is providing its typical
benefit and symptoms are controlled?

OFF Episodes

Are characterized by the reappearance and/or worsening
of motor symptoms and/or nonmotor symptoms*

Frequency of OFF Episodes
Motor fluctuations, including OFF episodes, occur in:

£ 50%

of patients after 5 years of
oral levodopa treatment will
experience OFF episodes!?

70%

of patients after 9 years of
oral levodopa treatment will
experience OFF episodes’?

“Honeymoon Motor complication Resistant Cognitive
period” period symptoms decline period

~3yrs ~8 yrs ~20yrs

oyrs
T During the honeymoon period, many people
¢ with PD may experience nearly complete
Onset Diagnosis Rx i relief of symptoms with therapy

Symptoms and disease progression vary widely®

Contributors to Daily OFF Time® Epidemiology
1 Million Member Plan Epidemiology Model Analysis for OFF Episodes*®

Time to ON*

May occur throughout the day and is the result
OFF ofalevodopa dose having a delayed effect 1,000,000 Total lives in plan 1,000,000
(delayed ON) or no effect (no ON)

X 62% Proportion of age-applicable lives x 100%
Wearing OFF* 620,000 Plan lives within age of onset for PD 1,000,000
Occurs when a previous levodopa dose
is no longer working x.1% Proportion diagnosed with PD** x1.2%
620 PD lives 12,000
Unpredictable OFF*’
- 75% P tion of patients with PD treated with levodopa® x 75%
Y Arandom and abrupt transition from ON to OFF P U FEETRI LSS e
\> that may happen unrelated to the timing 265 ootiente likely ¢ e OFF enieod 9000
Of leVOdOpa dOSeS atients likely to experience episodes y
X 50% Proportion of patients with PD treated with X 50%

. . levod d likely t ience OFF episodes’
Despite advancements in therapy and optimization of current B e IS (O S PO AT CPetee

treatment strategies, OFF episodes continue to occur in — EStimatedtotalOEEERisodesllitesatptar m
patients with PD3°

*Sunovion model analysis
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