Horizon Pharma Announces U.S. Food and Drug Administration Acceptance of LODOTRA(R)
New Drug Application for Review for the Treatment of Rheumatoid Arthritis
DEERFIELD, IL -- (MARKET WIRE) -- 11/29/11 -- Horizon Pharma, Inc. (NASDAQ: HZNP) today announced that the United
States Food and Drug Administration (FDA) has accepted for filing and review its New Drug Application (NDA) for LODOTRA®,
a proprietary modified (delayed)-release formulation of low-dose prednisone, for the treatment of rheumatoid arthritis (RA) in
adults, and set a PDUFA date of July 26, 2012, based on the standard 10 month review. LODOTRA is currently approved for
marketing in 16 European countries.
"The acceptance of the LODOTRA NDA for review is an important milestone as we continue our commitment to bringing new
therapeutic options to patients suffering from arthritis, pain and inflammatory diseases," said Timothy P. Walbert, chairman,
president and chief executive officer, Horizon Pharma. "We are confident in the data from the Phase 3 program and believe
that if approved, LODOTRA will address an unmet treatment need for patients with rheumatoid arthritis."
The LODOTRA NDA submission was primarily based on results from the Circadian Administration of Prednisone in RA
(CAPRA-2) trial, a pivotal, 12-week, double-blind, randomized, placebo-controlled Phase 3 trial involving 350 RA patients
(N=231 on LODOTRA, N=119 on placebo). Both treatment groups in the trial continued to receive standard of care RA
treatment with a disease-modifying anti-rheumatic drug (DMARD). Results from CAPRA-2 demonstrated:
●

●

●

A statistically significant improvement in American College of Rheumatology (ACR)20 response criteria, the primary study
endpoint, for patients who were treated with LODOTRA compared to the placebo group (48.0% vs. 29.4%; p-value =
0.0007).
A statistically significant improvement in ACR50 response compared to placebo (22.3% vs. 10.1%; p-value = 0.0063) and
an improvement in the more stringent ACR70 response criteria (7.0% vs. 2.5%; p-value = 0.0955).
A statistically significant reduction in the duration of morning stiffness compared to patients in the placebo group (median
relative change: 55.2% vs. 34.6%; p-value = 0.0015).

In this study, the most commonly reported treatment-emergent adverse events were arthralgia (10.4% for LODOTRA compared
to 20.2% for placebo), RA flare (6.5% for LODOTRA compared to 9.2% for placebo), nasopharyngitis, or inflammation of the
nasal passages, (4.8% for LODOTRA compared to 3.4% for placebo) and headache (3.9% for LODOTRA compared to 4.2%
for placebo).
Additional data in the NDA submission included results from the CAPRA-1 study, which was a 12 week, double-blind,
randomized, active comparator-controlled study in Europe involving 288 RA patients. CAPRA-1 compared the night-time
administration of LODOTRA (N=144) with the morning administration of immediate release prednisone (N=144) at the same
individual dose (average dose of 6.7 mg). Results from CAPRA-1 demonstrated:
●

●

A statistically significant reduction in the duration of morning stiffness compared to patients in the immediate release
prednisone group, the primary outcome of the trial, (22.7% for LODOTRA compared to 0.4% for immediate release
prednisone (p-value = 0.045)).
Patients treated with LODOTRA had a reduction in IL-6 levels of approximately 29% (relative median change), which was
statistically significant, while corresponding IL-6 levels following treatment with immediate release prednisone remained
constant.

The most commonly reported treatment-emergent adverse events were a flare in RA-related symptoms (7.6% for LODOTRA
compared to 9.0% for immediate release prednisone), abdominal pain (3.5% for LODOTRA compared to 5.6% for immediate
release prednisone), nasopharyngitis (2.8% for LODOTRA compared to 5.6% for immediate release prednisone), headache
(4.2% for LODOTRA compared to 2.8% for immediate release prednisone) and flushing (2.8% for LODOTRA and 4.2% for
immediate release prednisone).
Following the 12-week CAPRA-1 study, patients were followed in a nine-month, open-label extension study, which included 249
RA patients, 219 of whom completed the extension study. Results showed that patients who continued treatment with
LODOTRA experienced a 55% reduction in the duration of morning stiffness. Further, patients newly assigned to LODOTRA
exhibited a 45% reduction in the duration of morning stiffness over the nine-month course of this extension study. These
patients also experienced a 50% median reduction in IL-6 levels that also corresponded to improvements in the duration of
morning stiffness following daily administration of LODOTRA.

The most commonly reported treatment-emergent adverse events in the extension study were a flare in RA-related symptoms
(14.5%), flushing (5.2%), upper respiratory tract infections (2.8%), back pain (2.8%) and weight increase (2.8%). Adverse
events indicative of aggravated hypothalamic-pituitary adrenal, or HPA, axis suppression, typical of high dose prednisone
administration, were not observed.
About LODOTRA
LODOTRA is a proprietary modified (delayed)-release formulation of low-dose prednisone. Prednisone, the active ingredient in
LODOTRA, is currently FDA approved for RA and commonly used to inhibit the production of various pro-inflammatory
cytokines, which are proteins associated with joint inflammation in RA.
A Phase 3 clinical trial of LODOTRA for the treatment of polymyalgia rheumatica (PMR) is being planned. This indication is not
included in the NDA.
About RA
RA is a chronic disease that causes pain, stiffness and swelling, primarily in the joints. RA affects approximately 1.8 million
people in the U.S. and is not associated with factors such as aging.
RA occurs when the body's immune system malfunctions, attacking healthy tissue and causing inflammation, which leads to
pain and swelling in the joints, and may eventually cause permanent joint damage and painful disability. The primary symptoms
of RA include progressive immobility and pain, especially in the morning, with long-term sufferers experiencing continual joint
destruction for the remainder of their lives.
About Horizon Pharma
Horizon Pharma, Inc. is a biopharmaceutical company that is developing and commercializing innovative medicines to target
unmet therapeutic needs in arthritis, pain and inflammatory diseases. For more information, please visit
www.horizonpharma.com
Forward Looking Statements
This press release contains forward-looking statements, including statements regarding the potential FDA approval of
LODOTRA and LODOTRA's potential to address unmet therapeutic needs of RA patients. These forward-looking statements
are based on management's expectations and assumptions as of the date of this press release, and actual results may differ
materially from those in these forward-looking statements as a result of various factors. These factors include, but are not
limited to, the development of alternative treatments for RA, whether the FDA will approve the LODOTRA NDA and the timing of
its review of the NDA, Horizon's ability to successfully commercialize LODOTRA in the U.S., if approved, and whether healthcare
professionals will prescribe LODOTRA, if approved. For a further description of these and other risks facing Horizon, please
see the risk factors described in Horizon's filings with the United States Securities and Exchange Commission, including those
factors discussed under the caption "Risk Factors" in those filings. Forward-looking statements speak only as of the date of this
press release, and Horizon undertakes no obligation to update or revise these statements, except as may be required by law.
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