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Presentation Objectives

® To discuss:
— the efficacy and safety of the 2 mg dose
— the efficacy and safety of the 4 mg dose

— the efficacy and safety of the 2 to4 mg
dose utranon regimen

— the efﬁcacy and safety mihe diabetlc trial
- the safety r:sults of the 5 and 6 mg doses ‘

Uprima™
Clinical Summary

Controlled Phase 3 Trials Uncontrolled Phase 3 Trials
m Three crossover trials m Three 6-month extensions
(M96-470, M97-658, M98-941}  (M96-471, M97-659, M98-936)

m One parallef-arm trial
a Two 3-year safety studies

m One diabetic trial
u One dose-titration

u One radical prosta- - regimen study

tectomy trial

g UprlmaTM
Efﬁcacy of the 2 mg Dose

" anary Efﬁcacy Endpomt Percentage of
Successful Attempts -

- Baseline _Placebo  2mg

M964T0 29% 32% 6%
M97-658 24% 38% 44 %

M98-94l 29:?/,, 32% 47 %

~Uprima™
Efficacy of the 2 mg Dose

* m Secondary Efficacy Endpoixit:. Percéﬁtziée of
Successful Responders (= 50 7% SUCCESSES)

Placebo Uprinia““
All studies
combined 36 % 48 %
(n = 388)

~ Uprima™
Safety of the 2 mg Dose
Placebo (%) UprimaTM (%)
Nausea - - . .+ 0.8-14 1.6-26
Dizziness . 20-3. 8 . 2.0-45
Somnolence ~ 0.0-3.9 0.7-3.2
Sweating S 0.0 0.7-26
Vomiting 0.0 00-13
Hypotension 0.0 0.0-1.2

Syncope 0.0 0.0-0.7




Uprima™ 2 mg
Reports of Syncope and Hypotension

) Number of reports
Syncope 2
Hypotension .5
Combined 7 -

Total dosed ) 964

Percentoftotal - - 0.7%

Uprima™ 2 mg
Reports of Syncope

® 68 y/o experienced nausea M 69 y/o experienced nausea,
and syncope after taking " diaphoresis, vomiting and

__ two dosés of 2 mg within _ syncope after an in-office
4 hours. He was dose of 2 mg. The

unconscious for syncopal event lasted
“approximately 4 ““approximately 3
minutes”, minutes”. He received

FRR oxygen and Compazine,

~

UprlmaTM 2 mg
Reports of Hypotensnon

® 50 y/o experienced hypotension bradycdfdx‘a,'
and sweating apprommately 40 mmutes after .

his first 2 mg dose
— hypotension and bradycardia lasted for § and 10
minutes, respectively

Percentage of Patients Remaining
on U prlmaTM 2 mg Dose

B

- 2mg C 4mg j"5mﬁs 6mg

MO6471 11% 7% . NIA  62%
MYT-659 6% 9% 2% 4%

M9B8I6 6%  15% 9%  NA

UprlmaTM
Efﬁcacy of the 4] mg Dose

= Primary Efﬁcacy EndpomL Percel;tage of ‘
Successful Attempts s

Basel[né Plicebo” 4 mg
M96-470 27% 35% 52%
M97-658 28% 35% 56%

M9B941 26% 3% 4%

UprlmaTM
Efficacy of thed mg Dose

» Secondary Eﬁicacy Endpomt Percentage of
Successful 7RAesponfiers (2 50 % successes)

P_l:icebo'. ' Uprima™
All studies -
combined 35% 59 %
=360 - o




UprlmaTM

~ Safety of the 4 mg Dose
Placebo (%) Uprima™ (%)

Nausea 1.3-2.8 18.1-22.2
Dizziness 14-2.6 13.4-145
Somnolence 0.0-1.7 8.7-12.8
Sweating 0.0 . 9.4-103
Vomiting 0.0 13-43
Hypotension 0.0 3.1-60
Syncope 0.0 - 0.9-2.0

Uprima™ 4 mg

Reports of Syncope and Hypotension

Nur-nber,of reoorts
Syncope 11
I{ypotensloo - 3’
' Combined__ S &
Totaldosed . . 1279

. I'erce_nt of_tot_nl’ © T 33%

Uprima™ 4 mg

Reports of Syncope

m 33 y/o received 4 mg a.nd was W 36 y/o expenenced pallor,
observed for 30 minhutes in- jdlaphoresis and syncope
office; while driving home, approxxmate]y 30 minutes
he experiericed nausea,’ after his first in-office dose
fatigue, flushingand... ... .~ of4mg Helost -
sweating. He attemipted to “consclousiess for 3
stop his car, but he lost * " seconds. He was fired,”
consciousness and crashed ~~ weak and flushed for 8
into a fence. hours affer the episode.

- Uprima™ 4 mg
Reports of Syncope

Cof4 mg and requested Compazme He had
prewously tolerated 2 mg without incideat. Upon
returning wnh the medncanon, the nurse found him

unconsdaus, apueic, unresponsive, dlaphoreﬂc

o bpm. “He received IVsahne, oxygen and
_Compazxq “He was admmed 10 the hospztal due

Uprima™ 4 mg
Reports o{ MS‘y‘ncope

m 60 y/o experienced syncope 35 minutes after his
first dose of 4 mg. He was unconscious for3
seconds. His*“head was adjusted, rousing (him)”.
He was pale, hot, diaphoretic and vomiting. He
was moved to a supine position and }us symptoms
1mproved over an hour.

UprimoTM 4 mg
Reports of Syncope

n 69 y/a complained of dxaphoresxs 38 minutes after
ks first dose of 4 mg. His blood | pressure at that

time was 117/50mm Hg and’ heart rate was 60
bpm. He then fainted and was unresponsive for 2
minutes. He was gwen oxygen and mtmvenous
fluids. " - :




Uprima™ 4 mg
Reports of Hypotension

m 60 y/o experienced hypotension (BP 70/41 mm Hg),
bradycardia (HR 45 bpmy), pallor, fatigue, and sweating
35 minutes after his first in-office dose of 4 mg. He
did not lose consciousness.  He was placed supine and
given water to drink. The symptoms abated within
2 hours of dosing.

UprlmaTM4mg -
Reports of Hypotensnon e

® 56 y/o received 4 mg in-office despite complaining of
diarrhea and abdominal cramps earlier in the day.- After
the dose, he éxperienced severe hypotension. He was
* unconscious for “IS to 20 minutes”. Upon awakening,
_he vomited, He was fransported to ER, where ke lost
consclousness again BP was 60 mm Hg palpable.
Y'EKG revealed‘ST-’I' changes He recewed IV fluids in

Uprima™ 4 mg
Reports Qnypotensiqn o

v

‘w59 y/o expenenced modemte hypotenslon, i )

dizziness, nausea and sweating approxunately 25
minutes after his first fr-office dose of 4 mg. HlS L
BP was 72/50 mm Hg. The duration ofthe’ ~ -
Ixypotenswn was 1 05 minutes. :

. UprlmaTM -
Efﬁeacy of the 2 —»4 mg Dose

- anary ufﬁcacy Endpomt Percentage of
Succmsful Aftempts

‘f":iMean;
OB%
| 48%
“ss %
. 53%

Uprima™ Dose Titration Study
Adverse Events

Hypotension or

Syncope "~
Placebo S 0.8%
2—»6mg ' ‘"s. %'
5mg . 50% -

6mg 34%.

Uprima™
Efﬁca»cyvin the Diabetic Study

® Primary Efficacy Endpoint: Percentage of
Successful Attempts

: Placebo Upri'ma"‘v1

4mg 15% 2%
R T




Uprima™
Efficacy in the Diabetic Study -

» Secondary Efficacy Endpoint: Percentage of
Successful Responders (2 50 % successes)

Uprima™ Diabetic Study
~ Adverse Events

Hypotension or

Syncope
Placebo' Uprima™ Pl:rlcel‘uv)t ' 1.0 %'
o dmg G 40%
4 mg 16 % 5% S S
(n=90) » Piacebq S 0.0%
Smgoc 389
Uprima™ UprlmaTM
Safety of the 5 and 6 mg Doses A Safety Risk?
Placebo ‘_ 5 mg' o 6-mg A 42 ylo received a S mg m-ofﬁce dose. He had tolerated 2
(%) (%) - ; (%) mg and 4 mg. One hour after dosing, he felt nauseated and
N stk LTI T stood up'to “find somegne.” The fiirse found him-
ausea T T s unconsciois, bleedmg ﬁ'om a tongue laceration and from a
Dizziness 0.0-34 201-203 - 164-226 . head abrasion.” After smelling salfs, he awokc Within 5.
Sweating  0.0-09 148-169  196-207  minutes he felt better ‘
Somnolence - - 0.0-17 _  1L7 7 116-172 g :
. S Yty TRl 1ae - -Five days Imrer fe cs)mplamed ofa headache CT scan
0.0 T1-10.2 .. 86- 130 -
Vomlting. S S T g “+" revealed a'left occipital skull fracture witha cortical
Hypotension 0.0- 23-65 S [43-48 . contusion: MRI showed 2 non-depressed skull fracture and a.
Syncope 0.0 26-35  11-23 'comm-ooup Injuryof the rzght frontal lobe.
Uprima™ . Percentage of Patients
A Safety Rlsk" Discontinuing Therapy

W A 63 y/o received a 5 mg in-office dose. He had
previously tolerated 2 mg and 4 mg.. Shortly after
dosing, tie felt nauseated, light-headed and c]ammy
He recalls going to the door “for dssistance”. He was
found, bleeding from a head laceration. It was
assumed he hit his head on a nearby table.

Nausea lasted for 50 minutes and li ght-headédﬁeés for
80 'minutes

Reason for Discontinuation

Study Total Lack of Patient Adverse
Duration Disc. Efficacy Request Event

M96-471 6 mos. 63 % 29 % 16 % 10%
M97-659 6 mos. 59 % 3% 1% 16%
M97-682 3y 60 % 2% 17% 10%
M97-793 3y 59% 34 % 9% 10%




Uprima™ 2 mg
Summary Comments

m Modest benefit compared to placebo

— responder rate 36% for placebo vs. 48% for
Uprima™ .

m Overall incidence rate of syncope/hypotensnon
adverse evert reports of 0.7%

m Few patients (6 to 11%) choose to remain on.
the 2 mg dose

" Uprima™ 4 mg
Summary Safety Comments '

| OveraH mc1dence rate of syncope and hypotenswe
adverse event reports of 3. 3% (about 1 in 30 patients)
L 3 Ewdence of
- persistent bradycardia”
- prolonged hypotension
- serious injury (skull fmcture, car crash head lacemton)

- urgent ‘medical intervention to prevent serious injury IV
fluids; oxygen, atropine, hospitalization)

Uprima™ 4 mg v
Summary Safety Comments.

m Syncope and hypotensive events .
- usually occurred in a doctor’s office’ i

— generally, but not always, limited’ to the ﬁrst

dose or to the ﬁrst increase m dose B
- occurred desplte careful dose nnanon ot

Uprima™ 2— 4 mg
"Summary Comments

"z ’4ms TS
- Mean percenl’age of successﬁﬂ mempts

Tw dose-ntmn ,'
. 5 mg [ fixed dose" 5. :

v Gmgﬁ)eddose: i %
0 placeBo '» T 08%

Uprima™ Diabetic Study
Summary Comments

m Efficacy
— mean percentage of snccessfu[ attempts (4 mg)
mPlacebo-  15% )
mUpdma™ "25% .-
= Safety
- incidence of hypotension and syncope
® Placebo 1.0%
B Uprima™  4.0%

U]prlmaTM 5 and 6 mg
Summary Safety Comments

| Inc1dence of nausea, dizziness, sweatmg,
somnolence and vommng are greater ]

m Doses discontinued by the sporisor dunng
Phase 3

m Higher incidence of adverse events:
- hypotension 23-65%
—syncope - - 21-35% -

[ Pharmacologxcally, little dzﬁ@rence between
4 mg, S5mg and 6 mg




