THERAPEUTIC

FOCUS

Cardiovascular

New cardiovascular treatments are gaining FDA approval as massive brands lose patent
protection in the cholesterollowering, antiplatelet and antihypertension areas. Noah Pines
on the potential of these new entrants to replace that lost revenue, and what this
wave of approvals portends for an evolving sector

he cardiovascular category has grown and diversified of late,

with two novel drugs and three new combination products.

These brands could help supplement lost revenue from mature
CV agents that have, or are about to, fall over the patent cliff.

Take Bayer’s Xarelto (rivaroxaban), approved in July. Sales could
hit $1.9 billion worldwide by 2015, predicts Bernstein Research’s
Tim Anderson, MD. It followed Boehringer Ingelheim’s first-in-class
Pradaxa (dabigatran), approved in 2010. As the FDA conducts a
safety review of Pradaxa bleeding and heart-attack risks, it’s set to
decide in March whether a third oral blood thinner can come to
market, Bristol-Myers Squibb/Pfizer’s Eliquis (apixaban).

Easily the most important cardiovascular news of 2011, “We are
seeing these new warfarin-replacing [agents] as a game-changer,”
says Leon Henderson, MD, senior analyst for Wolters Kluwer
Pharma Solutions’ inThought.

While the agents, which all minimize warfarin’s dosing and moni-
toring challenges, are expected to eventually displace the generic
mainstay, the battle for best-in-class should be a hot one. Each drug
has strengths in specific indications: “In SPAF [stroke prevention

in atrial fibrillation], we like Eliquis, but
in ACS [acute coronary syndrome] it
was a come-from-nowhere victory for
Xarelto at the American Heart Asso-
ciation,” asserts inThought director of
research Ben Weintraub, PhD, refer-
ring to trial data discussed at the AHA

meeting. “[ACS] is a billion dollars of

NDC 0591-3777-19 revenue potential.” Only Eliquis

Atorvastatir was shown to reduce risk of
Calcium death vs. warfarin though.
Tablets With two orals in late-

stage development—Dai-
ichi Sankyo’s edoxaban and
Portola Pharmaceutical’s
betrixaban—the warfarin-
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drugs in areas like ACS.

Those efforts may be stymied, analysts say, by antiplatelet agents,
like AstraZeneca’s Brilinta, approved in July, which analysts think
could hit $1 billion in sales by 2015. Other CV drugs sanctioned in
2011 include an addition to physicians’ antihypertension arsenal:
Edarbi, the new molecule from Takeda that is also available with a
diuretic (Edarbyclor), and Juvisync, Merck’s pairing of diabetes drug
Januvia with simvastatin, for diabetics who need lipid lowering.

These newbies have a tough act to follow. Lipitor, which has been
the world’s biggest selling drug, brought Pfizer nearly $10 billion in
annual sales before losing patent protection in November. Similarly,
Plavix’s (BMS/Sanofi) $8 billion and Diovan’s (Novartis) roughly
$4 billion in yearly sales are set to erode steeply as those two products
hit patent extinction in May and September, respectively.

So for insurers and patients, CV disease will be collectively cheap-
er to treat in 2012. For branded drugmakers, it’s another story. To
defend market share, Pfizer reduced its price and has offered co-pay
assistance cards. However, as of early January, Lipitor had already
ceded 60% share to the two available atorvastatin copycats, Watson’s
authorized version and Ranbaxy’s semi-exclusive one. Come June
1st, other copies are expected to drive its share even lower.

And don’t look for Lipitor to go over-the-counter anytime soon, say
experts—the FDA rejected a similar possibility for Merck’s Mevacor.
Also, a switch may not pass the muster of a more safety-conscious
FDA concerned about untoward liver or muscle adversities.

But 2011’s five CV arrivals—more than in any of the past seven
years—bode well for potential CV blockbusters moving through
pharma pipelines. These include cholesteryl ester transfer protein
(CETP) inhibitors, designed to raise HDL or “good” cholesterol, and
PCSKD9 inhibitors, which may work with statins to lower uncontrolled
lipids seen in a third of statin-treated patients.

Miller Tabak fund manager Les Funtleyder thinks a more moder-
ate approval timeline awaits the CETP inhibitors, being developed by
Merck, Roche and Eli Lilly; the PCSK9 inhibitors, led by Regeneron/
Sanofi and Amgen; and mipomersen, the lipid drug that will soon
be filed by Isis and Sanofi’s Genzyme unit. “It appears to us that
the pendulum swung too far to the [direction of] safety.” H

MM &M'’s Therapeutic Focus series will continue with April’s look
at metabolic products.



TOP 50 CARDIOVASCULAR PRODUCTS, 2011

Category leaders, ranked by US sales, and their media spend for the 12 months ending Oct. 31 (for sales/TRx) and Sept. 30 (for media)

US DTC US journal

US sales $ Vs.prior  TRx Vs. prior media $ Vs.prior  media$ Vs. prior
Rank Product Manufacturer (millions)* 12 mos. (millions)* 12 mos. (000s)** 12 mos. (000s)** 12 mos.
1 Simvastatin Generic $9,517.8 51.7% 97.6 5.8% 0* N/A 0 N/A
2 Lipitor Pfizer $9,452.5 12.5% 42.1 7.0% $249,673.7t -13.9% $1,765.0 64.7%
3 Plavix BMS/Sanofi-Aventis $8,019.7 13.9% 27.1 4.0% $74,354.3" -50.0% 0 -100.0%
4 Crestor AstraZeneca $5,366.3 22.8% 25.4 6.0% $65,275.31 -41.4% $1,196.0 59.0%
5 Amlodipine besylate Generic $2,825.7 21.6% 61.0 8.9% (0 N/A 0 N/A
6 Lisinopril Generic $2,635.3 28.1% 93.7 4.1% 0¥ N/A 0 N/A
7 Diovan Novartis $2,293.9 8.0% 15.2 -8.3%  $3,645.2 968.2% 0 N/A
8 Diovan HCT Novartis $1,935.7 7.2% 11.9 9.7% 0t N/A 0 N/A
9 Lovenox Sanofi-Aventis $1,914.8 -36.8% 0.4 -72.7% (0 N/A 0 N/A
10 Pravastatin Generic $1,862.3 64.4% 27.2 14.7% 0* N/A 0 N/A
11  Zetia MSP $1,673.4 3.0% 8.2 -8.9% $23,846.1%F -4.1% $40.0 N/A
12  Metoprolol succinate Generic $1,635.1 4.7% 33.7 6.0% 0* N/A 0 -100.0%
13  TriCor Abbott Labs $1,634.6 2.1% 7.9 -16.2% 0* N/A 0 N/A
14  Niaspan Abbott Labs $1,499.6 4.6% 6.6 2.3% $49,910.8% 109.3% $1,073.0 193.2%
15 Enoxaparin sodium Generic $1,434.2 577.7% 1.3 570.9% 0* N/A $129.0 N/A
16 Lovastatin Generic $1,427.7 -1.2% 15.1 5.1% 0* N/A 0 N/A
17  Vytorin MSP $1,3946  -13.1% 6.8 -25.1% $199.9F  99.1% 0 -100.0%
18 Amlodipine bes.-benaz. Generic $1,277.7 9.8% 10.2 0.0% 0t N/A $14.0 -65.9%
19 Lovaza GlaxoSmithKline $1,201.1 15.6% 5.6 5.5% $36,721.2F -51.6% $34.0 -72.4%
20 Lisinopril-HCTZ Generic $1,065.0 16.6% 29.8 4.0% 0% N/A 0 N/A
21 Losartan potassium Generic $989.1 111.6% 17.2  220.9% (0 N/A $21.0 -77.7%
22 Benicar Daiichi Sankyo $856.0 4.4% 6.1 -17.0% 0* N/A $458.0 573.5%
23  Benicar HCT Daiichi Sankyo $747.3 -0.3% 5.2 -16.7% 0¥ N/A $587.0 652.6%
24  Carvedilol Generic $742.9 2.8% 21.2 8.6% 0* N/A 0 N/A
25 Losartan-HCTZ Generic $661.0 106.9% 9.3 195.9% 0* N/A $21.0 -77.7%
26  TriLipix Abbott Labs $649.3 13.7% 3.7 -8.9% 0¥ -100.0% 0 -100.0%
27 Ramipril Generic $641.6 4.4% 8.9 5.7% (0 N/A 0 N/A
28 Avapro BMS/Sanofi-Aventis $549.2 -1.2% 3.9 -14.6% 0* N/A 0 N/A
29  Angiomax The Medicines Co. $512.1 10.8% N/A N/A 0t N/A 0 N/A
30 Warfarin sodium Generic $497.6 3.0% 26.7 0.3% 0* N/A 0 N/A
31 Welchol Daiichi Sankyo $494.5 12.9% 1.8 2.3% 0* N/A $1,154.0 -22.4%
32 Pradaxa Boehringer Ingelheim $475.6 N/A 1.6 N/A  $72,635.7F  N/A $5,357.0 N/A
33  Fenofibrate Generic $469.5 50.5% 6.2 43.5% (0 N/A 0 N/A
34  Atenolol Generic $463.0 1.0% 36.4 -6.5% 0* N/A 0 N/A
35 Diltiazem 24HR ER Generic $4459  -10.4% 7.2 -16.8% (0 N/A 0 N/A
36  Micardis Boehringer Ingelheim $438.6 8.0% 2.3 -13.1% 0* -100.0% 0 -100.0%
37  Arixtra GlaxoSmithKline $432.5 -3.7% 0.1 9.9% 0* N/A 0 N/A
38  Bystolic Forest $419.2  50.7% 5.2 36.6% S477.5+  49.4% $5,719.0  -23.0%
39  Heparin sodium Generic $412.7 -3.7% 0.1 2.6% (0 N/A $64.0 120.7%
40 Exforge Novartis $400.3 15.2% 2.4 -3.1% 0* -100.0% 0 N/A
41 Caduet Pfizer $397.2 9.1% 1.5 -26.4% (0 -100.0% 0 -100.0%
42 Nifedipine ER Generic $377.5 -1.8% 4.5 -4.7% 0¥ N/A 0 N/A
43  Toprol XL AstraZeneca/Par $375.2 -5.6% 3.4 -14.9% 0* N/A 0 N/A
44  Micardis HCT Boehringer Ingelheim $343.8 7.0% 20  -14.3% 0t N/A 0 N/A
45 Coreg CR GlaxoSmithKline $337.9 -7.0% 1.7 -16.9% (0 N/A 0 N/A
46 Fragmin Eisai $319.9 12.6% 0.1 11.7% 0* N/A $60.0 N/A
47  Quinapril HCI Generic $271.8 6.7% 4.7 -10.3% 0¥ N/A 0 N/A
48 Azor Daiichi Sankyo $271.5 17.5% 1.7 0.6% 0* N/A $1,043.0 634.5%
49  Gemfibrozil Generic $270.6 45.1% 6.1 2.2% 0* N/A 0 N/A
50 Metoprolol tartrate Generic $259.6 34.3% 37.7 0.2% 0¥ N/A 0 -100.0%

*Manufacturer benchmark sales (MBS) and TRx between 11/10-10/11 inclusive.
**DTC/journal spend between 10/10-9/11 inclusive. Sources: Sales/TRx, Wolters Kluwer Pharma Solutions; DTC media spend, Kantar(t), Nielsen(f); journals, IMS Health. TRx count includes retail only.
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