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Objectives:

A Upon completion of the presentation the
participant should be able to:

I Recite the medications that are top selling
medications in US

I List appropriate alternatives to top selling
medications based on therapeutic equivalence
data and or cost data

I List common drug interactions for the top selling
medications

I Justify the monitoring parameter schedules for
the commonly prescribed medications
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Top Branded Drugs 2009 Top Drugs by Number of Prescript

% Change from
previous year

1 Lipitor 42 027 -14.3%
2 Mexium 26 464 -1.5%
3 Plavin 25615 1.9%

4 Singulair 24 820 3.8%
b Lexapro 23,713 8.7%
B ProAlr HFA 22,100 5B.T%
T Synthroid 21077 8.8%
8 Crestor 18,430 21.9%
9 Advalr Diskus 17 410 23%
10 Diovan 14 678 -6.4%
11 Cymbalta 14 653 1.6%
12 Effestor XR 13,732 -18.8%
13 Klor-Con 13,051 3.7%
14 Prevacid 13,040 -30.0%
15 Diovan HCT 12,137 B.0%
16 Actos 11,698 -6.6%
17 Romax 11,680 0.9%
18 Seroquel 11,079 3.7%
19 Levaquin 10652 ATA%
20 Tricor 9,929 8.7%
21 Yaz 9,896 0.7%
22 Wytorin 9,618 -33.9%
23 Wiagra 9,613 -4.9%
24 Celebrex 9,606 -10.7%
25 Lantus 9,587 -6.6%
26 MNasonex 9,538 B8%

Drug Total Rxs % Change from
(000) previous year

1 Hydrocodone/ APAP 120478 0.6%
2 Usinoprl 74,544 6.8%

3 Simvastatin 72966 21.3%
a Levothymudne 63,710 B.7T%

b Amcciliin 51430 -12%
6 Anthromyein 49 902 1.3%

T Hydrochlorothlazde 46,403 -1.4%
8 Amlodipine besylate 45,107 15.6%
9 Alprazalam 44 ABT 2.0%
10 Metfarmin 42,161 B.3%
11 Omeprazole 38, 33.0%
12 Atenolol 37973 -T2%
13 Furosemide oral 36,774 -1.8%
14 Metoprolol tartrate 36,016 21.4%
15 Sertraline 30,508 3.5%
16 Zolpidem tartrate 30,081 6.2%
17 Metoprolol succinate 27,884 -28.3%
18 (rycodone w/ APAP 27238 3.8%
19 Prednisone oral 26821 6.2%
20 Ctalopram HER 25,856 19.9%
21 Ibuprofen 25,728 0.7%
22 Auoxetine 23417 0.6%
23 Gabapentin 23,351 13.0%
24 Warfarin 23 287 2.0%
25 Tramadol 23,282 9.4%




Major Organ Systems Reviews

A Cardiovascular A Drugs for Mental Health
I Lipid Lowering I Atypical Antipsychotics
I Antiplatelets I Depression

A Gastrointestinal i Fibromyalgia
i PPI A Diabetes
i H2 Blockers A Rheumatoid Arthritis

A Asthma/COPD



Vascular Health 2010

A Lipitor® #1 A Diovan® #10
A Crestor® #8 A Diovan HCT® #15

A Plavix® #3 A Tricor® #20



Cardiovascular Issues 2010

Adl AIK t20SyDe@g2g t20SyO0e
I Atorvastatin Lipito® I Lovastatin Mevac@®

A Number 1 $7.77 Billion i Lovastatin SR Altoprév
A Number 1 by Prescriptions i Eluvastatin Lescél
I Rosuvastatin Crestor®

AdaSRAdzY t20SyOeé¢é
I Pravastatin Pravech®l

T Simvastatin Zoc@®Generic
A # 3 by Prescriptions
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Figure. Products of the Mevalonate
Pathway Possibly Affected by HMG-CoA
Reductase Inhibitors (Statins)
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Lipid-Lowering Properties of HMG-CoA Reductase Inhibitors in Placebo- and Active-Controlled Trials®
Lipid/Lipoprotein®
Drugs
Lovastatin (IR

10 mg
20 gy
40 mg
o0 miy
Fravastatin®
10 gy
20 gy
40 mg
80 gy

Simvastatin®
5 myg
10 myg
20 gy
40 mg
80 iy

Lipid-Lowering Properties of HMG-CoA Reductase Inhibitors in Placebo- and Active-Controlled Trials®
Lipid/Lipoprotein®
Drugs

Atorvastatin®

10 g
20 mg
40 g
80 iy

Rosuvastatint

5 mg

10 miy
20 mg
40 gy
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RX MERCK & CO., INC.

\ S N
730* 10 mg  731* 20 mg 732* 40 mg

Mevacor®
(lovastatin)

PRAVACHOTL

(pravastatin sodium) &z

ZOCOR

VIVASTALIT

Lescol' XL
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http://www.lipitor.com/cwp/appmanager/lipitor/lipitorDesktop?_nfpb=true&_pageLabel=home

A Lovastatin
i 20, 40
i $0.070.14
A Pravastatin
i 20, 40
i $0.120.14
A Simvastatin

I 20,40,80 mg

i $0.21-0.80
A Zoco®

i $4.78 All Strengths

HMG Costs

Table 3: Primary Hypercholesterolemia Studies:
Dose Response of PRAVACHOL Once Daily Administration
Dose Total-C LDL-C HDL-C TG
Mean Percent Changes From Baselme After § Weeks*

Placebo (N=346) -3% 4% +1% 4%
10 mg (N=18) 16% 22% +7% 13%
20 mg (N=19) -24% -32% +2 -11%
40 mg (N=18) 25% 4% +12% 4%

Mean Percent Changes From Baseline After 6 Weeks™

Placebo (N=162)

0%

1%

1%

_lqu

80 mg (N=277)

TS
=L 140

-37%

i
20

-19%

* a multicenter, double-blind, placebo-controlled smdy
**pooled analysis of 2 multicenter, double-blind, placebo-controlled studies




% LDL-C Reduction/Cost
Simvastatin Zocor ®

30
20
1
8 | @ Simvi 5
m Simvi 10
-10 - v
B Simvi 20
-20 - v
B Simvi 40
e 5 Simvi 80
40 -
-50
-60 . —
LDL Cost 2 f ANBSY Qa -3
W Simvi 5 -26 14.99 Price Club Pricing for 30@
W Simvi 10 -30 16.99 [iepnses:
H Simvi 20 -38 19.99
H Simvi 40 -41 19.99
O Simvi 80 -47 24.99




The NEW ENGLAND
JOURNAL o« MEDICINE

ESTABLISHED IN 181X

Rosuvastatin to Prevent Vascular Events in Men
with Elevated C-Reactive Protein

Paul M Ridker, M.D., Eleanor Danielson, M.1LA., Francisco &.H. Fonseca, M.D., Jac
Antonio M. Gotto, [r, M.D,, John P Kastelein, M.D., Wolfgang Koenig, M.D., P
Alberto |. Lorenzatti, M.D., Jean G. MacFadyen, B.A., Borge G. Nordestgaard, M.D., J;
Jarnes T. Willerson, M.D., and Rebert |. Glynn, Sc.D., for the JUPITER St

NOVEMBER 20, 2008 VOL, 35% O 21

and Women
Body-rmass index)
Median
Interquartile range
Blood pressure —mm Hg
Systolic
I edian
Interquartile range
Diastalic
M edian
Interquartile range
Current smoker — na. (%)

Family history of premature CHD — no. (96§

Metabolic syndrome — no. (%9
Aspirin use— nou (%)

Hi gh-sansitivity C-reactive protein— mg/liter]

edian

Interquartile range
LOL chalesterol — mg/dl

Median

Interquartile range
HDL cholesteral —mg/dl

Median

Interquartile range
Trighrcerides — mg/fdl

Median

Interquartila range
Total cholesterol —mg/dl

Median

Interquartile range
Glucose— mgfdl

Median

Interquartile range

253
25.3-320

134
124-145

&0
75-87
1400 {15.7)
007 {11.2)
3652 (41.0)
1481 {16.6)

4.2
23-7.1

108
a4-119

40
40-60

118
85160

186
led—200

254
253-32.0

134
124-145

80
75-87
1420 (16.0)
1048 (11.8)
3723 [41.8)
1477 (16.5)

4.3
28-7.2

108
a4-119

113
B6-160

185
169-199

a8&-102




Table 3. Outcomes According to Study Group.

End Point

Primary end point

Maonfatal myccardial infarcion
Any myocadial infarction

Manfatal stroke

Ay stroke

Arterial revascularization
Hospitalization for unstable angina

Arterial revascularization or hospitalization
farurstable angina

Wypocardial infarction, stroke or confirmed
death from cadiovascular causes

Crzath from any causa
Ceath on known date
Any death

Rosuvastatin
[M=80a])
M. of Rate per
Patients 100 personsT
142 0.77
K 012
31 017
ia 0la
13 018
| 038
1a LS
Ta 041
83 045
150 095
198 L.

Placabo Hazard Ratic
[N=8801) (@53 Cl) PValue
M, of Rate per
Patents 100 persanyr Primary Endpoints:
251 1.36 056 (046-069)  <0.00001 )
[ .33 035 (0.22-0.58) <0.00001 nonfatal ) ) ]
&8 037 046 (030-070) 00002 myocardlal mfarctlon,
58 0.31 052 (033-080) 0003 | nonfatal stroke,
6d 034 0.52 (0.34-0.79) 0,002 hOSpitaIization
131 o7l 054 (0410727 <0000 f bl .
27 014 0.50(0.32-1.10) 0.0a or unSta € angln_a’ a_n
143 077 053040070 <ooooo1 |@rterial revascularization
procedure, or confirmed
157 a5 053 (040-0e0)  <000001
death from
cardiovascular causes
235 119 081 (0670 58) 0.03
247 125 0,80 (067047 0.0z

Table L Lipid and High-Sensitivity C-Reactive Protein Levels during the Follow-up Period, According to Study Group.*

Lavel 12 Mo 24 Mo i6 Mo 48 Mo
Rosuvastatin Placebo  Rosuvastatin Placebo  Rosuwastatin Placebo  Rosuvastatin Placebo

High-sensitivity C-reactive protein
{mgfliter)

Iledian 22 35 2.2 3.5 2.0 i5 18 33

Interquartile range 1.2-44 2.0-6.2 1.2-43 2.0-6.1 11-3.9 Li-6.0 11-3.7 1.7-6.1
LEL chalesteral imgfdl)

Kedian 55 110 54 108 53 106 55 109

Interquartile rang e 44-72 04-125 42-60 03-123 4268 a0-121 44-T0 04-124
HDL chalesteral {mgfdl)

Median 52 50 52 50 50 49 50 50

Interquartile range 43-64 41-61 44-65 42-61 41-62 40-59 41-61 42-60
Triglycerides jmg/dl)

Kedian ag 119 aa 116 106 123 aa 113

Interquartile range 74-137 &7-167 73134 83-185 77-148 a-17 74-140 87-164

* P0.001 for all batwesn-group comparisons ecept for high-density lipoprotein (HDL) cholesterol at 36 maonths (P=0.003) and at 48 months
{P=0.34). The mean difference in low-density lipoprotein (LOL) cholestercl levels betwesn the two groups at 12 months was 47 mg per
deciliter (1.2 mm ol per liter]. To corvert values for cholesterol to millimoles per liter, multiply by 0.02586. To convert values faor trighy cerides
to millimaoles per liter, multiply by 001129,




Pacebo
{N=890])

1377 (15.5)

1375 (15.4)
9 (0.1)

0

314 (3.5)
58 (0.7)

1711 (19.2)
480 (5.4)
275 (3.1)
186 (2.1)

10(0.1)

66.6
58.3-76.2
17 (0.2)

5.8
S.6-6.1

a3
00106
32 (0.4)

716 (24)
o (0.1

Table 4. Monitored Adverse Events, Measured Laboratory Yalues, and Other Reported Events of Interest
during the Follow-up Perad.*
Rasuvastatin

Event [N =&001)
Maonitored adverss events
Ay serious adverse evert — no. (%) 1352 (15.2)
Muscularwea kness, stiffness, or pain— nau (%) L1421 {1600
My cpathy — no. (%) 10 0.1)
Rhabdomydysis —no. (%) L =01)
Mewly diagnosed cancer — nia. (35 298 (3.4)
Creath from cancer— no. (%6) I500.4)
Gastmintestinal disorder— no (%) 1753 {19.7)
Renal disordar— no. [ 535060
Bleeding — no. (955 258 (2.9)
Hepatic disorder— na. (%) 216 (2.4)
Laboratory valuesy
Creatining =100% increase from basaline — no. (35 16 (0.2)
Glomerular filtration rate at 12 mo— ml/minf1.73 m?*

Kedian o,

Interquartile range 50.1-76.5
Alanine aminotransferase =3= ULM on consecutive visits — na. (%) 23 00.3)
Glycated hemoglobin at 24 mo — %6

Kledian 5.4

Interquartile rangs 57-6.1
Fasting glucose at 24 mo— migfdl

Kedian ag

Interquartile rangs al-107
=Trace of glucosein urine at 12 mo— no %) 316 00.5)
Cither events
Mewly diagnosad diabetes (physician-reported) — na. (%) 270 3.0
Hermarrhagic stroke — na. (%) & 0.1}

P Value

0.60
0.34
0.52

0.51
0.02
0.43
0.08
045
0.13

0.24

0.02

0.34
0.001

0.12

.64

0.01
044

* Data were missing for some patients for some events.
1 The single case of rhabdormyolysis oocurmed after closure of the trial.

T To corvert walues for creatinine to micromoles per liter, multiply by 88.4. To comeert values for glucose to millimaoles

per liter, multiply by 005551, LILN denctes upper limit of the normal range.

1 Rhabdo

Same musculoskelatal
complaints 16%
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A Pitavastatin Livalo
A Yawn

Table 4. Dose-Response in Patients with Primary Hyvpercholesterolemia (Adjusted
Mean % Change from Baseline at Week 12)

Treatment N LDL-C Apo-B TC TG HDL-C
Placebo 33 -3 -2 -2 1 0
LIVALO 1mg 52 -32 -23 -23 -135 8
LIVALO ?mg 44 -36 -30 -26 -19 7
LIVALO 4mg 517 -43 -3 31 -18 3

# The number of Iﬁl‘.ﬂ::njns-::tr; for Apo-B was 49

®Livalo

(pitavastatin) tablets



2010 Buzz Around Statins

A Statins: A Statins:

I Primary Prevention I Cancer Risk
A Statins: A Statins:
I After Stroke I Dosed around
A Statins: i Angiographic procedures

A Stents

A Statins:

I In patients who still have
low HDL levels

I Renal Disease

A Statins:
I Do they decrease CV DX

Statins and All-Cause Mortality
in High-Risk Primary Prevention  conctusion: this literature based meta-anaysis did not

find evidence for the benefit of statin therapy on all-cause
A Meta-analvsis ﬂ_]r 11 Randomized Controlled Trials mortality in a high-risk primary prevention set-up.

Involving 65 229 Participants Arch Intern Med. 2010;170(12):1024-1031



Type 2 B patients Inc LDL, Inc TG

A Niacin: NICOTINIC ACID:
A Adverse Effects:

I Cutaneous: Flushingpistamine response
premedicate with aspirin

and agents to INC HDL

I Gasttrointestinal: nausea, vomiting, diarrhea,
activation PUD,

I (hepatitis, cholestatic jaundice associated with SR
form don't use)

I Decrease glucose tolerance-gaution in diabetic

patients

A Efficacy: at 3 GRAMS a day

Dracer:

% Dec LDL

% Inc HDL

% Dec TG

Niccin

10% {15-25%)

+5.-10% (20)

26% {30-50%)




How do | initiate RR Niacin?

Foily Praciice Medical Cenfer Recommendations:
How do I start Niacin therapy?
Regalar release aspirin fASA 325) I hoar before helps decrease flashing

I. Go andbay QTC 50 mg fablets
{You may have fo ask the Pharmacist fo order this for yon baf they can do if)
a 1 tab g day with food antil folerated
b. I iaqb BID fTwice a day)with food antil folerated
o 1 fab TID (Three fimes a day) with food antil folerated
d. 2 tabs TID (Three times a day) with food antil folerated

2. Go and bay the OTC 100mg iablet sirengfh
{You may have fo ask the Pharmacist fo order this for yon baf they can do if)

e. 1fab TID (Three fimes a day) with food antil folerated
2 fabs TID (Three fimes a day) with food anéil folerated
g. o fablefs TID {Three times a day)with food antil tolerafed

3. Go and bay the OTC 250 myg fablef sirengith
g. I tab TID Three times a day) with food antil tolerated
h., 2 tabs TID (Three times a day) with food antil folerated

4. Go and bay the OTC regalar release 500 myg fablef sfrengith
I I tab TID {Three times a day) with food antil tolerafed
J, 2 tabs TID (Three times a day) with food antil folerated

You arein no rash fo get fo the target dose of 3-4 grams a day. Be pafient and
you will be more saccessfalf



Whet about Prescription Niacin? Niaspoan®

Dose LDL HDL TG Comments
Pleacebo: fn-44) - 1% +3% -6%
Nicspan S00 HS - 3% + I10% -3%
| Nigspan 1000 HS - %% + 15% -I11%
Nigspan 1500 HS - I4% + 22% - 28%
| Nigspan 2000 HS -I7% +26% - 30%
Nicaspoan + HMG -32% +235% - 32%
@0 weeks

Low HDL is like
an accident
waiting to happen

s
=

e S e SR
%‘rﬁ,«sm xﬁﬁf- e

NILAXS

FLIACIFL:

;/‘//"'

N ! D-REI_ EASE

The HDL-evator

Give your patienits
HDL insurance with NIASPANT®

M =S
e L
o . S e = Y,

Dear Healthcare Professional,

Do you currently treat patients with dyslipidemia who
need added help to reach their HDL-C, LDL-C, and
triglyceride (TG) NCEP targets?

At Kos Pharmaceuticals, Inc., we are committed to
helping your patients get the most benefit possible
fron then c*‘nolestcrot therapy. As you knovz [ht_ NCEP




Fibric Acid Derivatives

A Mechanism Of Action: A Adverse Effects:
I Inhibits peripheral lipolysis I Gastrointestinal: Dyspepsia 20%,
i Reduces hepatic triglyceride cholestatic jaundice,
production (primary) pancreatitis
i Inhibit APGB VLDL carrier I Hematologic: anemia, |
protein leukopenia, thrombocytopenia
i Increase HDL unknown I CNS: Dizziness, somnolence,
mechanism depression
A Gemfibrozil: I GU: impotence, decreased
fertility?

I Lopid®, Generics 600mg QD, BID

A Fenofibrate:
I Tricor®, Antara®, Trilipex® others

I Dermatologic: rash, itching
A Drug Interactions:

T increase effects of coumadin
T Inc rhabdo risk with statins



% Dec LDL

% Inc HDL

% Dec TG

_Gemfibrizol: 2-8

17-24

40

Fx Tricor (sbhott)

Fx Triglide (Firat
Horizon)

Fx Lofibra (Gate

Fx Tricor (shhott)

Fx Lofibra (Gate)

Ry Triglide (First
Horizon)

Fx Antara (Reliant

Fx Lofibra (Cate
Fx Antara (Reliant

Fx Lofibra (Gate)

Fenofibrate: 29

Tablets: 45 my
Tablets: 50 mg

Tablets: 54 mg
Tablets: 145 my
Tablets: 160 mg

Capsules: 43 mg (micronized fenofibrate)

Capsules:BY mqg (micronized fenofibrate)

Capsules: 130 mg (micranized
fenofibrate )

Capsules: 134 mg (micranized
fenofibrate))

200 myg (micronized fenofibrate)

17

Lactose, sucrose. (FI1. Yellow. InS90s.
Lactose. (FH 50). Offwhite. |n 90s.

Lactose. (93 73300, Yellow. Film coated. In 90s.
Lactose, sucrose. (FOY. White. In 90s,

44

Lactose. (93 7331). White to offwhite, oval. Film coated. In 90=.

Lactose. (FH 160). Off-white. In 90s.

sugar spheres. (43 ANTARA) Lt greenfwhite to oftwhite. In 30= and

100s.

Lactose. (Lofibra B7 mg Gate 322). Opague pink. In 100s.
sugar spheres, (130 ANTARA). Dk, greenfwhite. |n 30s and 100s,

Lactose. (Lofibra 134 mg Gate 323). Opague It blue. In 100s.

Lactose. (Lofibra 200 mg Gate 324). Opague orange. In 100s.




Fenofibrate Efficacy

Demonstrated results of TriCor ws a statin (2)

HOL-C Triglycerides

F<D.001 F<0.001

&0 o o
&2

an c & i0
&3

- +34
+ % =

30 £m 40
&

20 =T 40
]

1n : E 50

-3

Fanofibrate® Simvastatin® Fenofibrate”  Simvastatin®
Ba=sine {modLl 32 a1 Basaline Imglaly U0 3855

200-mao capsulefday; simvastatin *Fenofi '0-mg capsulefday; simvastatin
20 molf

ohanges in dpid

ot o patiemts

20

. =20 -22,, -23..

a0

pEETELEE

Wanar [iErCan

Fenofibrate®  Simyvastatin® Fenofibrate®  Simvastatin® Fenofibrate®  Simvastatin®
Baselne (mg.dL} 10 185 a0 296 190 156

*Fenofibrate 200-mg capsulelday; sirmvastatin 20 morday

| e n=23



2 K Q4 b S

e}
s e
s as i _ : :
G = = Table 1. Treatment-Emergent Adverse Events Reported in = 3% of

Patients Receiving Trilipix or Trilipix Co-Administered
with a Statin During Double-Blind Controlled Studies
[Number (%))

A - - AdverseEvesl  Tnlipn LowDose Trlipiv: Moderale  Tnlipiv+  High-Dose
Choline Fenofibrate o B gk il o2

(N =4 (N=489)
. —__ Tasiruniestinal Disorders
| Tr||| IX 45 135 m Abbo‘l Cosipaion 1603 1100 1603 BRE 5O 604
y Diarthez BEAY 66D ISAD  BEY  BAD 1769
Dyspepsia BAT BRE  BAD 065 BED 604
. Nasea AAY BET 0BRSS DES 1eS) 10
A Fenofibrate fris o
Administration Site
Condifions
N ] Faipue W B3RS BRD B  KE3) SO
| L| Ofen 50 150 m KOW Pan ITA5) 9(1& 16033 &(1A T(14) §i13)
p | g  Tadections and Infestations
Nasopharyngitis T35 M58 BED 1633 iy 1i3T)
] Simusit KO3 405 429 KIS 105 408
A F f b t UpperRespirioy Tt~ %053 1326) 1837 BED  BED 709
enoriprate dcor
Investizations
N . ATheessd 6012 204 1530 208 1RS48
| Fenoglide 40, 120 Shore .=
g y Conpective Tiesue Disorders
Artina BEY DES  NAD  NE) RS 1209
Back Pain WEY 6D NED  NES NE) 863
Miscle Spasms Bl 18T 1224 MiEh 15(3.1) hild)
Myalgia §03) MAY 1785 BAD  BED 156D
PininEatemity ~ DA5) MA9) 49 NE)  BEH 947
Nervous System Disorders

Dizzingss Nl B(L&) 19039 iz 16(33) 200.8)

ARemember GenenCSI Heahce  G2(127) 6401300 840131 RI&T  SOLY 3R

Low-dose statin = rosuvastatin 10 mg, simvastatin 20 mg, or atorvastatin

. 20 mg
I 43 , 54 , 1 6 O , 2 O O I I l g Moderate-dose statin = rosuvastatin 20 mg, simvastatin 40 mg, or atorvastatin

40 me




Clopidogrel Plavix Number s

A Recent:
I MI, Stroke, PAD

A Acute Coronary Syndrome
i STEMI
i NSTEMI

A Loading dose acute situations
I 300-600mg




FUOA NEWS HELEASE
For Immediate Release: Nov, 13, 2009

Media Inquiries: Sandy Walsh, 301-796-4669, sandy.walsh@fda.hhs.gov
Consumer Inquiries: 888-INFO-FDA

FDA Announces New Warning on Plavix: Avoid Use with Prilosec/Prilosec OTC

Patients should avoid using the stomach acid reducer Prilosec/Prilosec OTC {omeprazole) with the anti-clotting drug Plavix
{clopidogrel), the U.S. Food and Drug Administration warned on Nov. 17,

Mew data suggest that when patients take both Prilosec and Plavix, Plavix's ability to block platelet aggregation (anti-clotting
effect) may be reduced by about half.

"Both of these drugs, when used properly, provide significant benefits to patients.” said Mary Ross Southworth, Pharm.D., of the
Division of Cardiovascular and Renal Products in the FDA's Center for Drug Evaluation and Research. "However, patients at risk for
heart attacks or strokes who use Plavix to prevent platelet aggregation will not get the full effect of this medicine if they are also
taking Prilosec.”

S U5 Department of Health & Human Services k-3 www.hhs.gov

m U.S. Food and Drug Administration A-Z Index Search | Koo}

Home | Food | Drugs | Medical Devices | Vaccines, BElood & Biologics | Animal & Veterinary | Cosmetics | Radiation-Emitting Products | Tobacco Products

Drugs EJ Share [ Email this Page = Printthis page Bl Change Font Size
Home = Drugs = Drueg Safety and Availability = Postmarket Drue Safety Information for Patients and Providers

Information on Clopidogrel Bisulfate (marketed as Plavix)

Postmarket Drug Safety [03-12-2010]

}Jnfor_::lation for Patients and The U.S. Food and Drug Administration (FDA) has added a Boxed Warning to the label for Plavix,
roviders the anti-blood clotting medication. The Boxed Warning is about patients who do not effectively
Index to Drug-Specific metabolize the drug {i.e. "poor metabolizers") and therefore may not receive the full benefits of
Information the drug.

Approved Risk Evaluation and The Boxed Warning in the drug label will include information to:
Mitigation Strategies (REMS) « Warn about reduced effectivenass in patients who are poor metabolizers of Plavix. Poor

Postmarketing Safety metabolizers do not effectively conwvert Plavix to its active form in the body.

Evaluation of Mew Molecular « Inform healthcare professionals that tests are awvailable to identify genetic differences in
Entities: Final Report CYP2C19 function.

Drug Safety Communications »« Adwvise healthcare professionals to consider use of other anti-platelet medications or

Drug Safety Information for alternative dosing strategies for Plavix in patients identified as poor metabolizers.

Healthcare Professionals Plavix is given to reduce the risk of heart attack, unstable angina, stroke, and cardiovascular
death in patients with cardiowvascular disease. Plavix works by decreasing the activity of blood
cells called platelets, making platelets less likely to form blood clots.



New Prasugrel data” t/fent

(rasugre|) tablets
Table 1. Thienopyridine Pharmacokinetics and Pharmacodynamics™=2
Parameter Ticlopidine Clopidogrel Prasugrel
Dose E00 mg loading doss, 250mg  300-900 mg loading dose, 75-150 mg &0 myg loading dose, 10 myg
maintenance dose twice daily maintenance dose once daily maintenance dose once daily
Absorpiion =808 =50 =798
Plasma protein banding BB Q% QB
Time to maximuem platelet nhibition  3-5 days J00 mg loading doss: 5-6 h; 600 mg loadng &0 mg loading dose: 1-15h
dosa: 5-6 h; 900 mg loading dose: 56 h
Half-Eie (h) 13 8 T
Excretion Urine &07%; feces 23% Urine 509%; feces 45% Urine 68%:; feces 27M%
Intenpatient response vanability MNA High Low
MA = not available.
Table 3. TRITON-TIMI 38 Efficacy and Safaty Outcomes™
Outcome Prasugrel, n (%) Clopidogrel, n (%) p Value Hazard Ratio {35% Cl)
Composite primary endpoint? 643 (9.9) Tod (12.1) <000 0.81 (0.73 to 0.90)
death from cardiovascular causes 133 (2.1) 150 (2.4) 0.3 0.89 (0.70to 1.12)
nionfatal M| 475 (7.3) 620 (9.5} <0004 0.76 [0.6T to 0.8B5)
nonfatal stroke 1(1.0) 60 (1.0} 0.93 1.02 (0.71 to 1.45)
Non-CABG TIMI major bleeding® 146 (2.4) 111 {1.8) 0.03 1.32 (1.03 to 1.68)
Non-CABG TIMI life-threatening bleeding BS (1.4} 56 (0.9) 0. 1.52 (1.08 to 2.13)
TIMI major and minor bleeding 303 (5.0) 231 (3.8) 0.002 1.31 (1.1 101.56)
CABG = coronary artery bypass graft; M = myocardial infarction; TIMI = Thromisolysis in Myocardial infarction.
*Mumber needed to treat = 45.
SNumber nesdad to ham = 166.

210 = The Annals of Pharmacotherapy =

2011 February, Volume 45

thednmaly.com



Shifting to the ~ Fradaxa

CAPSULES

Gw95 /[ he¢é 2Kl

A Warfarin Coumadin A Dabigatran Pradaxa
A DOC for 50 years A Oral Direct Thrombin
A INR Monitoring Inhibitor
i Costs I Reduce risk of stroke and

systemic embolization in
patients with non
valvular atrial fibrillation
A Vitamin K antagonist & cost Around

17 200/month
19
T 10
T 2

I Convenience
T Time to SS control



Gastrointestinal Agents

A #2 Nexium Sales up

A Protonix
Generic

A Prevacid
Generic

A Aciphex
Still Brand

A Prilosec
Generic

a Histamine Hy

recaplar antagonists

Hstaming o "_--\

Histaming Ha recaptor

Parieta
el

Acetyicheling

Muscarinic I Muscarninic
M:j receptor l antagonsts

- Iﬂm () Gastin

CCK, recaptor

Protan pump
Inhibicrs

s ' ’\ Gastric gland ) ; /
< % lumen ! ’
. \\\ ] /;/
J
Parietal cell canaliculus lumen

HK+-ATPasa
HiC., m ,-:Hw
H \ = N
e ;. /1
N s HiK-ATPase

\}—g

.-r
OCH, ‘C'CHj

Sulphenamide intermediate Enzyme-inhibitor complex

Nature Reviews | Drug Discovery



esmo(nexium) vs
ome(prilosec) or pant (protonix)

Table . Studies comparing esomeprazole (E) and omeprazole (O) or pantoprazole (P Drugs were given by mouth or
®intravenoushy

Authors and reference M Drug and Day of Proportion of o) Owverall result®
dose (mg/day) assessment day at pH =4 (%)

Miner et al™ a4 E 40 5 58 .4 0.0 E 40020
O 20 5 49.0

Rohss at all® 130 E 40 1 48.6 0.0 E 400 40
O 40 1 41.6
E 40 5 6.4 0.0 E 400 40
O 40 5 62.0

Lind at al.[51 an E 40 5 7680.0 0.0 E 400 40
O 40 5 43.0

Miner at al.=] a4 E 40 5 58.4 0.0001 E 40 P 40
F 40 5 42.0

Armstrong et al.®" a0 E 40 5 59.2 0.001 E 40> P 40
P 4P 5 219
E 40 1 43.4 0.0 E 40P 40
P 4P i 250

Wilder-Smith et a.=! 28 E 40 1 48.7 =<0.05 E 40P 40
F 40 1 28.8
E 40 5 62.4 <0.05 E 40P 40
P 40 5 471

Rohss et all*9 108 E 20 5 59.5 0.00 E20=P20
P 20 5 ag.5

Wilder-Smith at al,®=) a E 40 1 50.0 0.00 E 40> P 40
P 40 1 29.0
E 40 5 6e8.0 0.0 E 40P 40
P 40 5 44.0



PPl Costs:

A Omeprazole A Rapeprazole
i Prilosec OT&- $0.58 i Aciphe®20mg $5.33
i Generic RX$0.40 A Esomeprazole
i Zegrid®RX $5.71 i Nexiun®20, 40 $5.11
i Zegrid OTC A Dexlansoprazole

A Lansoprazole i Kapide®30, 60 $3.72
i Prevacid® 15, 30 $5.09
I Generic late 2009 A Ranitidine

A Pantoprazole i 150mg $0.020.04
i Protonix® 40 RX $4.07 i 300mg $0.040.06

I Generic $2.363.11
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Intermittent

Persistent Asthma: Daily Medication

Consult with asthma specialist if step 4 care or higher is required.

el LG Consider consultation at step 3.
Step 6
Et'Ep 5 Freferred:
Preferred” Hgh-dose
St'EFI' High-stas ICS + LABA + oral
Breferrag” Medium-dase IC5 AND ARD
Step Low-dose v .
. IS + LABA _ Consider Considar
Freferred. R Alfernativa Chrmalimsimak for Omalizumaie for
StEp 1 Lo b Medium-dose IC5 Medium-doss |05 Fﬁ]!ﬂt wha have ;T:;i“hn .
Alfernative; Alfernative: + gither LTRA, allarghas
Preferred Cromalyn, LTRA, Low-dose [CS + Theaphylline, or
SABA PRN MNedocromil, or aither LTRA, Jileutan
Thecehylline Theaphylline, or
Jilautan

Each step: Patient education, environmental control, and management of comorbidities.

Sieps 24

iConsider subcutanaous allesgen immunctherapy for pabients who have alergic asthma (s2e notes)

Quick-Felief Medication for All Fatients

SABA s needed for sympioms. Intensity of freatment depends on severity of sympioms: up to 3 treatments at 20-minute infervals
o5 needed. Shod course of oral systemic coricostercids may be needed.

Use of SABA =2 doys o week for symptom relief jnof prevention of EIB) gemerally indicates inadegquate control and the need to siep

up treatment.

Step up If
needed

(first, check
adherence,
environmental
control, and
comorbid
cohditions)

Assess
control

Step down If
possible

(and asthma s
well controlled
at least
3 monthe)




For children aged 4 to 11..

manex-

Twisthaler: no mcg
. (mometasane furoate infafation powder)

Inhaled Corticosteroias

Table 3
Inhaled Daily Corticosteroid Doses for the Treatment of Asthma in Adults
_Inhaled Corticosteroid Dose Strength Low’ _Medium® High"
Beclomethasone dipropionate 40, 80 pg/pufi 2-6 pufis 3-6 pufis >6 puffs
MDI (HFA) (QVAR) (40 pg/putl) (80 pg/puft) (80 pg/putf)
Budesonide DPI 200 po/putt 1-3inh 3-6 inh >6 inh
{Pulmicort Turbohaler)
Flunisolide MDI 250 po/puft 2-4 puflfs 4-8 pufls >8 puffs
(CFC) (Aerobid)
Fluticasone MDI 44,110, 2-6 puffs 2-6 puifs >3 puffs
(CFC) (Flovent) 220 pg/puft (44 pgipuf) (110 wgipul) (220 polpuff)
Fluticasone MDI 50, 125, 2-6 inh 2-5 inh >3 inh
(HFA) (Flovent HFA) 250 pg/inh (50 pg/inh) (125 pg/inh) (250 pg/inh)
Fluticasone DPI 50, 100, 2-6 inh 3-6 inh >6 inh
(Flovent Diskus) 250 po/inh (50 pg/inh) (100 yg/inh) (100 pg/inh)
Triamcinolone acetonide 100 pg/puff 4-10 puffs 10-20 pufis >20 puffs

MD! (CFC) (Azmacort)

Mometasone DPI'
(Asmanex Twisthaler)

* Inbaled corticorteroids are administered in divided doses, twice daily: in some patients only one dose is needed.

" Available in 220 pgipuff. The recommended srarving dose i 220 pg Q PM and maximum dose is 4490 pg (220 pg bid or 440 pg Q
"M) for patiests on patients on previons browehodilaror or inhaled corticosreroid therapy, Patienss taking sral corticosteroids duily may
need doses wp 1o 880 pglday (440 pg bid).

MDI: metered-dose inbaler; DPL: dry powder inkaler; CRC: chlorofluarocarbon; HEA: bydrofluoroalbane propellant,



New product 2010

HFA solutions provide small particle size,” which allows
medication to effectively penetrate small airways**

ALVESCO formulation delivers small particle size'

budesonide DP1® mometasone DPI®  fluticasone HFAY  beclomethasone HFA® AIvEE n‘ﬁ

feiclesomde)

4.0 3.7 2.4 1.1 1.1

Particle size of ICS medications, Mass Median Aerodynamic Diameter (pm)’



Assessing Control >12

FIGURE 4—-2¢C. ASSESSING ASIHMA CUNIRUL IN
YOUTHS =212 YEARS OF AGE AND ADULTS

Classification of Asthma Control
(Youths 212 years of age and adults)
Components of Control

Not Very Poorly
Well-Controlled  Well-Controlled Controlled
Symptoms =2 days/week =2 days/waek Throughout the day
Mighttime awakening Z2% monrth 1-3x/wesk Z4w/wesk
Interfarence with normal Mone Some limitation Extremely limitad
activity
Short-acting beta:-agonist use Z2 days/week =2 days/week Several times per day
for symptom control (not
Impairment preventicn of EIE)
FEV, or peak flow =80% predicted/ 60-80% predicted) <60% predicted/
personal best personal best personal best
Validated Questionnaires
ATAG (0] 1-2 3—4
ACQ <0.75* >1.5 NJA
ACT 220 15-19 15

i

Consider severity and interval since last exacerbation

Progressive loss of lung Ewaluation requires long-term fellowup cara
Risk function
Treatment-related adverse Medication side effects can vary in intensity from none to very
affacts troublesome and worrisome. The level of intensity does not correlate to

specific levels of contral but should be considered in the owverall
assessment of risk.
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No Denying that Adva® Works

A ADVAIR HFA 45/21 2 inhalations twice daily (n = 85)

® Fluticasona propionate inhalation aerosol 44 mog 2 inhalations
twice daily (n = 75) ~

® Saimeterol inhalation aerosol 21 meg 2 inhalations twice daily (n = 63)

* Placebo (n = 56)

ADVAIR 178

ey e

0 1+ 2 3 4 5 6 7 8 9 10 11 12

Basealine

Weak 12
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FDA Drug Safety Communication: New safety requirements
for long-acting inhaled asthma medications called Long-
Acting Beta-Agonists (LABAS)

Safety Announcement

Additional Information for Patients

Additional Information for Healthcare Professionals

FDA Approved Medications Containing a Long-Acting Beta Aqgonist {(LABA)
Data Summary

Safety Announcement

‘ [02-18-2010] Cue to safety concerns, the 1.5, Food and Drug Administration (FOAY is requiring

changes to how long-acting inhaled medications called Long-Acting Beta-Agonists (LABAS) are
used in the treatment of asthma. These changes are based on FDA's analyses of studies showing
an increased risk of severe exacerbation of asthma symptoms, leading to hospitalizations in

pediatric and adult patients as well as death in some patients using LABAs for the treatment of
asthma (see Data Summary below),

LaBas are approved as single-ingredient products {Serevent and Foradil) and as an ingredient in
combination products containing inhaled corticosteroids (Advair and Symbicort) for the treatment
of asthma and chronic obstructive pulmonary disease (COPDY. They work by relaxing muscles in
the airway and lungs. This helps patients breathe easier, and lessens symptoms such as
wheezing and shortness of breath. The new recommendations only apply to the use of LARAS in
the treatment of asthma.

To ensure the safe use of these products:

The use of LARBAS is contraindicated without the use of an asthma controller medication such
as an inhaled corticosteroid. Single-ingredient LaBas should only be used in combination with
an asthma controller medication; they should not be used alone.,

LABAs should only be used long-term in patients whose asthma cannot be adequately
contralled on asthma controller medications.

LABAsS should be used for the shartest duration of time required to achieve control of asthma
symptoms and discontinued, if possible, once asthma contral is achieved. Patients should then
be maintained on an asthma controller medication.

Pediatric and adolescent patients who require the addition of a LABA to an inhaled
corticosteroid should use a combination product containing both an inhaled corticosteroid and
a LABA, to ensure compliance with both medications.



What about some competition tAdvaiy
Symbicort

RERTTE

Learrh' more about Learn more about
SYMBICORT for asthma SYMBICORT 160/4.5 for COPD




And now there are Three

A Mometasone/Formoterol

A 100/5, 200/5 Dulera® 2010

Changa From Baseline FEVT (L)
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DULERA
100 mcg's mecg
K =144

F 5mcg

H=135
MF 100 mcz

N =149

Placebo
N=128

1] 1 2 3 4 5 ] 7 B ]

m 1 1z

Howrs Relaotive to AM Dosing

MF = Mometsone furoate
F = Formatero] fumarate

Mean FEV] awer 12 heurs at Week 12 (shown as AVE)

* ohvg

Dulera

(mometasone furoate/
formoterol fumarate dihydrate)
Inhalation Aerosol



# 4 2009 Singulair

A Leukotriene receptor antagonists
| Stop the bronchoconstriction

A Use for Asthma
A Use for Allergy

. ONCE-A-DAY
SINGULAIR - 'l § SINGUL
(MONTELUKAST SODIUM) 3 5\ ' (MONTELUKAST SODIUM)
nd outdo

- for Asthma

Once-a-day SINGULAIR helps prevent asthma
symptoms before they start. SINGULAIR also
helps provide effective 24-hour control.

Learn m hmat n t

e about an

> for AIIergles

j IN ULAIR v r1- differently by
ave symptoms of




Montelukast Efficacy

FIGURE 2 FIGURE 3
FEV, FEV,
Mean Percent Change From Baseline Distribution of Individual Patient Response
(Multinational Trial) (Multinational Trial)
30
. [0 Beclomethasone
& | oe |- M SINGULAIR
-
o
E 2 920
E L
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SINGULAIR
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Cell Stabilizers:
s Leukotriene agents
A Montelukast Singulair®

A Last line agent for Asthma?

A Marginal efficacy for seasonal allergies
I 10 mg adults
I 5 mg children
I 2-4 mg for infants

A Expense: $6.00/day

A Zifurlukast Accolate®
I Now generic




Efficacy of Singulair® Allergies

TABLE 3
Effects ol SINGULAIR on Daytirme Magal Symploms Scare” ina Flaseba- and Active-canlralled Trial
in Fatianis with Seasonal Allergic Rhinilis

Differance Babvean Treabrmesnt
Eigrs sl irse and Flaceba (95% CI)
Treatmeant Group (M) T Meaan Change from Bassaline Lesst-Squares Mean
SINGLLAIR 10 mg N it
209 -0.359 0003 (<00, -0.08)
{344)
Flacebo 2.1 0.2 .
(351) ) ) e
Actve Contral
[Loratadine 10 mg) 2.06 -0.46 -0.24% (0,31, -017)
(S48}

" Average of Indvidual scores of nasal congeston, rinarmea, nasal iehing, sheezing as assesaad by pallents on a -3 calegoncal scale.
P The study was not designed for statishical companison between SINGULAIR and the active contral (loratadine)

F Sratistiealy differant fram placebo (p=0.001).



How do we Determine EFFICACY

Placebo

L10

C2:5
120

C5
L40

~+ LAl

1 10 100 500

Histamine concentration {mg/ml)

Weal area ([mm? = SEM)

Doseresponse curves of histamine in the human skin. Peripheral inhibition of histaminmduced weal by
loratadine (L; 10, 20, 40 mg) and cetirizine C; 2.5, 5, 10 mg) 8 hours after drugFrom De Vos C: Clin Exper
Allergy 19:503507, 1989.)



Top Drugs Mental Health

A Lexapro® #5
A Cymbalta® #11
A Effexor XR® #12

A Seroquel® #18




Escitalopram Lexapro® #15

NC
Qe

b CEH204 CHECHECHEN * HBr

O

F

Escitalopram Lexapro®

10, 20mg

#34 in 2003

#17 In 200465% increase
#13 In 2005 19.2% increase
#15 in 2007 2.62

#5 In 2009 58.7% increase

Citalopram Celexa®
Now Generic
10, 20, 40mg



TABLE 2

J Treatment-Emergent Adverse Events:
r""' Incidence in Placebo-Controlled Clinical Trials*
(Percentage of Patients Reporting Event)
Body System/Adverse Event Celexa Placebo
: Autonomic Nervous System
escitalopram “oxalate . oo ot 0 "
Swealing Increased 1% %%
TABLE 3 Central & Peripheral Nervous

Incidence of Common Adverse Events* in Patients with Major System Disorders 0, "
Depressive Disorder Receiving Placebo, 10 mg/day Lexapro, or Gastrointestinal Disorders |
20 mg/day Lexapro Nausea 21% 14%

Adverse Event Placebo 10 mg/day 20 mg/day Diarrhea 8% 5%
N=311)  Lexapro Lexapro e iy i

. (N=310) (N=125) Abdominal Pain 3% 2%
Insomnia 4% % 14% General . 3
Diarrhea 5% 6% 14% Fatigue o i
Dry Mouth 3% 4% 9% Athalga - 2% 1%
Somnolence 1% 4% 9% Pex piouic Disorders 2 1
Dizziness 2% 4% 7% Somnolence 18% 10%
SweatingIncreased  <1% 3% 8% ik i o
Constipation 1% 3% 6% Anorexia o 2%
Fat!gue i 2% 2h 6% gg!;ti::]nrrhaﬂ g": ;“Z
Indigestion 1% 2% 6% Libido Decreased 2, <1%
Yawning 2% <1%

Respiratory System Disorders

Upper Respiratory Tract Infection 5% 4%

: : Elhin'rtlisl gE 31%

nusiis 1%

I ch_allenge you to |pler_1t_|fy any area \_/vhere iogentsl

escitalopram has significantly less side Fﬁﬂfﬂs Disorder? iy 1%

effects than citalopranh
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I Duloxetine Cymbalt®& :

I Venlafaxime Effex®

I Milnacipran Savel@&
A1/8/2009

Cymbalta (duloxetine HCI: Official Site
Cymbalta.com is a site for patients and caregivers to leamn more about Cymbalta.
wnnn. depressionhurts.com/ - 56k - Cached - Similar pages

oide Effects Already Prescribed Cymbalta

How Cymbalta |s Believed to WWork Irmportant safety information
Fibramyalgia Free Cymbalta Sample Beceive a ...
Learn about Cymbalta Feal Stores

bore resulis from depressionhurts. com s




SNRI
Duloxetine Cymbalta

Table 1. Baseline Demographic and Clinical Characteristics
of All Treated Patients With Major Depressive Disorder and

At Least Moderate Pain

Diuloxetine Placebo

Characteristic (N = 162) (M= 165)
Gender, N (%)

Female 123(75.9) 118 ({71.5)

Male 24 47 (28.5)
Age mean (range), v A8 1 (1808000 52,3 (18.0-82.0)
Ethnicity, Caucasian, N (%) 161 (99.4) 162 (98.2)
BPI-SF score, mean (5D

Average pain 5T7101.8) 5.710(1.6)

Least pain during IB2D 4000200

the last 24 hours
Pain right now 5402.1) S.6101.9)
Worst pain during 7001 TOil.6)
the last 24 hours

Interference (maan score) 550199 5.5 )
MADES total score, mean (500 299 (4.5 9.2 (4.5)
CGl-Severity of Illness, N (%)

Muoderate 134 (82T 137 (B3.00

Severs 270167 271(1&64)

Missing 1{0.6) 1i{0.6)

Abbreviations: BPI-SF = Brief Pain Inventory-Short Form,
CGI = Clinical Global Impressions, MADRS = Montgomery-Asberg

Depression Rating Scale.

Figure 1. Mean Change From Baseline to Endpoint in Brief
Pain Inventory-Short Form Average Pain (primary efficacy
measure ), Worst Pain, Least Pain, Pain Right Now, and

Interference in Patients Treated With Duloxetine or Placebo
for 8 Weeks®

Hight
0 Average Worst Least Mow  Interference
0.5
g —1.04
|5 15
215
E | = _2_|:|._
ElZ =002
_2_5_
= 0008
_E.U'_ H r p= IIF.'J1E
- O Placabo
¥ 354 p=0001 B Dulosting

"Maximum likelihood-based mixed-effects repeated-measures analysis

i full analysis set, observed cases). All results are statistically
significant with LOCF also.

*LOCF only.
Abbreviation: LOCF = last obsarvation carried forward.

Trial Registration: ClinicalTrials.gov identifier

NCTOO191919 (http:/fwww.clinicaltrials. gov).
(J Clin Psychiatry 2007 :68:1707-1716)



NOT without SE

Table 4. Most Frequent (= 2% in any group) Treatment-
Emergent Adverse Events in Patients Treated With
Duloxetine or Placebo for 8 Weeks

Duloxetine Placebo
Adverse Event (N=162), N (%) (N =165), N (%)
MNausea 40 24,7 130(7.9)
Hyperhidrosis 19011.7) 4(2.4)
Diry mouth 17 (10.5) 6 (3.6)
Fatigue 13 (3.0) 3015
Headache 12 (74) 15(9.1)
MNasopharvngitis 10i6.2) Q(5.5)
Dizziness Q{5.6) 6 (3.6)
Constipation Q(5.6) 201.2)
Diarrhea Ti4.3) 3015
Vomiting T7i4.3) 201.2)
Insomnia h (3.7) (1.8}
Influenza 4(2.5) 20012
Vertigo 4 (2.5 42.4)

Stomach discomfort 4 (2.5) 1 (0.6)




Atypical Antipsychotics
For Refractory Depression?

A Switching Strategies
a2 AGKAY [ f1 aaé

: ™71 Figure 1. STAR*D (Sequenced Treatment Alternatives to
AAge nt Wlth m O re N E aCtIVIty Relieve Depression) Treatment Algorithm®

| (r] I (‘j N \B é é / f I é ELC,;H Initial Treatment: citalopram

Switch to: bupropion (sustained release), cognitive

therapy, sertraline, venlafaxine (extended release)
Level 2 : . .
Or augment with: bupropion (sustained release),

buspirone, cognitive therapy

z

A A m n n r (Only for those receiving cognitive therapy in Level 2)
u g e a I O a e g I eS Level 2a Switch to: bupropion (sustained release) or

venlafaxine (extended release)
c

Figure 4. Aripiprazole Augmentation: Comparison 0f3 ST e e
Randomized, Double-Blind, Placebo-Controlled Trials Level 3 OF augment with: lithium or thyroid hormone
60 (only with bupropion [sustained release], sertraline,
b B Aripiprazole + Antidepressant venlafaxine [extended release])
O Placebo + Antidepressant i/‘7
Level 4 Switch to: tranylcypromine or mirtazapine combined with

2 40l S venlafaxine (extended release)

3]

< “‘Reprinted with permission from Rush et al.”
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Berman etal 200742 Marcus et al 200843  Berman et al 200944
(N =362) [N =381) (N =349)



Back to Cardiovascular

A For a second A To make you aware!
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A Adrenergics:

'|'
'
'
'
A Calcium Channel Modulators:
|
'

Beta Blockers
Alpha/Beta Blocker
Alphal Antagonists
Alpha 2 Agonists

Dihydropyridine
Non Dihydropyridine

A Dluretlcs

Thiazide

Thiazide Like
Loops

Potassium Sparing

" Aldosterone Antagonists

NI A Y vszéljé
LY F2NNIF GA2YE

A RAAS:
i ACE
i ARB
I Renin Antagonist
I Aldosterone Antagonists

A Vasodilators:
I Hydralazine
I Minoxidil

I Nitrates

I Combo

I Miscellaneous

AWhat are thefactors that influence

your selectiorof one drug within a
class over another drug within a class
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lj
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Angiotensin Il Blockers:

S

COZAM HYZANRE  HYZANRB

(LOSARTAN POTASSIUN (LOSARTAN POTASSIUNE (LOSARTAN POTASSIUM-
TABLETS) HYDROCHLOROTHIAZIDE TABLETS) H'I’Eﬂ'[ﬂ'llﬂ{}THMII}E TABLETS)

A Losarten:Cozaap
T Merck 1995, GENERIC 2010

A ValsartenDiovar
T Novartis 1996

A Candesarten Atacanc
I AstraZene¢merck 1998

A Telmisartan  Micardis
I Boehringerl998

A IbesartanAvapree A Eprosartan  Tevetem
T BMS/Sanofi 1997 i Bioavail1999

A Olmesartan  Benica®
I Sankyo 2002



ARB

A Losartan ££oza®
A GENERIC AVAILABLE
A Costlow

A Retail app 50

A Valsartan
I Diovar® #10
I DiovanHCT® #15
I Cost 80mg app 75
I Retall app 90
A2 KIGQa
A Combos!!!
A Exforg®
I Valsartanamlodipine
A Azo®
I Olmesartanamlodipine
A Tribenzo®
I Olmesartan,amlodipinenctz

b 9?2

A Valturna®

I Valsartanaliskiren

Twynstap
I Telmisartan amlodipine



5AFoSuSa 2KI
A Rosiglitazone Avandia Warning

A Incretins

I Injectable
I DPP4 Inhibitors
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Incretins

A Multiple agents identified

A Most studied:

A Glucagon like peptidé GLPL
I T Y very short-2 minutes

A Glucose dependent insulinotropic polypeptide
I GIP T % 7.3 minutes

I Has not been shown to decrease post parandial blood sugar:
likely to become commercially available

A Amlin
A Incretins are metabolized by dipeptidyl peptidageDPR4




Incretin Analogs

Figure 2

A Exenatide Byetta®

I 1.Binding and activating
glucose dependent insulin
secretion from beta cells of
pancreas

I 2. Suppresses elevated
secretion of glucagon

I 3. Slows gastric emptying
I 4. Nausea higldecrease

caloric consumption =
WEIGHT Loss

o BYETTA signals the pancreas
to make the right amount of
insulin after you eat. It acts
like the natural “Helper
Hormones” in your body
that help prevent high
blood glucose after
meals, which helps
lower your blood
glucose doser
to normal.

Mean (SEM) Plasma Glucose

BYETTA may also reduce
your appetite and the
nnnnn t of food you eat.
In clinical trials, most
people lost weight.

'D BYETTA helps slow

down how quickly

-_— food and glucose
leave the stomach.

‘—\ This helps prevent

m high blood glucose

BYETTA stops the
liver from making
too much glucose
when your body
does not need it,
especially after

meals.

levels after you eat.

: _Byettar

exenalide nection

Mean (+5EM) Postprandial Plasma Glucose Concentrations on Day 1 of
BYETTA' Treatment in Patients With Type 2 Diabetes Treated With
Metformin, a Sulfonylurea, or Both (N = 54)

350 - 5C Injection
Standardized Breakfast
300 4 l
T 250 1
=
B
E 200-
150 4
1[]":' | | | | | | | | |
-30 0 30 60 90 120 150 180 210 240
Time (min)

—d— BYETTA N=26
=0~ Placebo, N=28

* Mean dose (7.8 mcg based on body weight) was admimistered by subcutaneous (SC) mjection.


http://www.byetta.com/index.jsp

Exanatide Byetta® -Dyetta

exenaiideinecton
A 5 mcg BID + Metformin resulted

I In 31-46% patients HbAlc less than 7 -
i Vs 13% of placebo patients
A 5-10 mcg BID plus Sulfonylurea
I 32-41% patients HbAlc less than 7 P*% w) o

t Insulin Secretion

I Vs 7% of placebo patients  Gusgon erion

A 5-10 mcg BID plus SU plus Metforn ..
I 27-33% patients HbAlc less than 7 R
I Vs 9% of placebo patients

A5 mcg 1.2 ml AWP 201$303.05
A 10 mcg 2.4 ml AWP 201$335.99


http://www.byetta.com/index.jsp

I 0.6 mg/c
I 1.2 mg/c

I 1.8 mg/c

ViCTOZA

2 K I 'l]\l % raglutide (DNA origin)injection

A Liraglutide Victoza®
A 0.6-1.8 mg Q day (vs BID with Byetta)
A 6mg/ml 2x3ml AWP $317.27

ay $158.63/mont
ay $317.27/mont
ay $475.90/mont

N 0.5% Dec Alc
N 0.8% Dec Alc

N 1.1% Dec Alc



