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11. Big Pharma faces $26.5B in losses this year as next big patent cliff looms,
analyst says

http://www.fiercepharma.com/pharma/big-pharma-faces-26-5b-patent-loss-threats-year-analyst
-says

With 18 branded drugs on the line, patent losses this year could jeopardize $26.5 billion in annual
sales from Big Pharma, projected to be the biggest fall-off until at least 2025, according to
Bernstein analyst Tim Anderson. In a new note, Anderson is warning of a "patent cliff 2.0."

Which companies are at risk? Roche, GlaxoSmithKline, Eli Lilly, Pfizer and AstraZeneca to name a
few.

This year's potential patent expiry damage is much more daunting than 2015 and 2016, when
only four and nine meds from companies in Bernstein’s coverage lost exclusivity, respectively.

Related: Top 10 U.S. patent losses of 2017

Anticipated expirations for 2017 include Roche’s Rituxan, GSK’s Advair, Eli Lilly’s Humalog and
Cialis, AstraZeneca’s Byetta, Pfizer’s Viagra and Merck’s Vytorin, according to the report. Together,
the 2017 patent losses and associated sales declines will “continue to pressure growth” in the
industry, according to Anderson.

Back in 2012, the U.S. drug market actually contracted by 1%, tallied by the IMS Institute for
Healthcare Informatics, as a wave of patent losses hit top drugmakers. It was the first time the
institute had ever noted a shrink in that metric. EvaluatePharma has reported that $55 billion in
total drug sales lost patent protection that year.

Related: Behold the patent cliff: U.S. drug market shrinks for first time

This time around, though, Anderson noted that about 45% of the sales at risk looking forward are
for biologics, which will face biosimilar competition rather than generics. There, he said, “erosion
rates will be slower,” but still “unpredictable.” Roche tops the list of drugmakers facing biosimilar
threats, with Sanofi, Bristol-Myers Squibb and Lilly trailing in order.

While considering patent losses through 2025 and including the potential value of pipeline assets,
Bernstein predicts that AstraZeneca will see the most growth of any pharma company it covers.
It’s predicting AZ to grow at an average of 5.6% per year, while Pfizer is expected to lag the pack
in the metric at 2% per year.

Excluding the value of pipeline assets, the analysts expect Bristol-Myers Squibb will see the most
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growth to 2025, with AstraZeneca trailing its pharma peers.

Related: Pressuring GSK's Advair, Teva launches both AirDuo RespiClick and authorized generic

On the same day Anderson released his report, Teva announced it’s launching a new inhaler,
AirDuo RespiClick, and an authorized generic, aiming to take a stab at Glaxo’s top drug, Advair.

The product isn’t directly substitutable, but will come at a deep discount to the hard-to-copy GSK
asthma and COPD treatment..
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12. FDA approves first treatment for a form of Batten disease
SRR https://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm555613.htm

The U.S. Food and Drug Administration today approved Brineura (cerliponase alfa) as a
treatment for a specific form of Batten disease. Brineura is the first FDA-approved treatment to
slow loss of walking ability (ambulation) in symptomatic pediatric patients 3 years of age and
older with late infantile neuronal ceroid lipofuscinosis type 2 (CLN2), also known as tripeptidyl
peptidase-1 (TPP1) deficiency.

“The FDA is committed to approving new and innovative therapies for patients with rare
diseases, particularly where there are no approved treatment options,” said Julie Beitz, M.D.,
director of the Office of Drug Evaluation Il in the FDA’s Center for Drug Evaluation and Research.
“Approving the first drug for the treatment of this form of Batten disease is an important advance
for patients suffering with this condition.”

CLN2 disease is one of a group of disorders known as neuronal ceroid lipofuscinoses (NCLs),
collectively referred to as Batten disease. CLN2 disease is a rare inherited disorder that primarily
affects the nervous system. In the late infantile form of the disease, signs and symptoms typically
begin between ages 2 and 4. The initial symptoms usually include language delay, recurrent
seizures (epilepsy) and difficulty coordinating movements (ataxia). Affected children also develop
muscle twitches (myoclonus) and vision loss. CLN2 disease affects essential motor skills, such as
sitting and walking. Individuals with this condition often require the use of a wheelchair by late
childhood and typically do not survive past their teens. Batten disease is relatively rare, occurring
in an estimated two to four of every 100,000 live births in the United States.

Brineura is an enzyme replacement therapy. Its active ingredient (cerliponase alfa) is a
recombinant form of human TPP1, the enzyme deficient in patients with CLN2 disease. Brineura
is administered into the cerebrospinal fluid (CSF) by infusion via a specific surgically implanted
reservoir and catheter in the head (intraventricular access device). Brineura must be
administered under sterile conditions to reduce the risk of infections, and treatment should be
managed by a health care professional knowledgeable in intraventricular administration. The
recommended dose of Brineura in pediatric patients 3 years of age and older is 300 mg
administered once every other week by intraventricular infusion, followed by an infusion of
electrolytes. The complete Brineura infusion, including the required infusion of intraventricular
electrolytes, lasts approximately 4.5 hours. Pre-treatment of patients with antihistamines with or
without antipyretics (drugs for prevention or treatment of fever) or corticosteroids is
recommended 30 to 60 minutes prior to the start of the infusion.

The efficacy of Brineura was established in a non-randomized, single-arm dose escalation
clinical study in 22 symptomatic pediatric patients with CLN2 disease and compared to 42
untreated patients with CLN2 disease from a natural history cohort (an independent historical
control group) who were at least 3 years old and had motor or language symptoms. Taking into
account age, baseline walking ability and genotype, Brineura-treated patients demonstrated
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fewer declines in walking ability compared to untreated patients in the natural history cohort.

The safety of Brineura was evaluated in 24 patients with CLN2 disease aged 3 to 8 years who
received at least one dose of Brineura in clinical studies. The safety and effectiveness of Brineura
have not been established in patients less than 3 years of age.

The most common adverse reactions in patients treated with Brineura include fever, ECG
abnormalities including slow heart rate (bradycardia), hypersensitivity, decrease or increase in
CSF protein, vomiting, seizures, hematoma (abnormal collection of blood outside of a blood
vessel), headache, irritability, increased CSF white blood cell count (pleocytosis), device-related
infection, feeling jittery and low blood pressure.

Brineura should not be administered to patients if there are signs of acute intraventricular
access device-related complications (e.g., leakage, device failure or signs of device-related
infection such as swelling, erythema of the scalp, extravasation of fluid, or bulging of the scalp
around or above the intraventricular access device). In case of intraventricular access device
complications, health care providers should discontinue infusion of Brineura and refer to the
device manufacturer’s labeling for further instructions. Additionally, health care providers should
routinely test patient CSF samples to detect device infections. Brineura should also not be used in
patients with ventriculoperitoneal shunts (medical devices that relieve pressure on the brain
caused by fluid accumulation).

Health care providers should also monitor vital signs (blood pressure, heart rate, etc.) before
the infusion starts, periodically during infusion and post-infusion in a health care setting. Health
care providers should perform electrocardiogram (ECG) monitoring during infusion in patients
with a history of slow heart rate (bradycardia), conduction disorder (impaired progression of
electrical impulses through the heart) or structural heart disease (defect or abnormality of the
heart), as some patients with CLN2 disease can develop conduction disorders or heart disease.
Hypersensitivity reactions have also been reported in Brineura-treated patients. Due to the
potential for anaphylaxis, appropriate medical support should be readily available when Brineura
is administered. If anaphylaxis occurs, infusion should be immediately discontinued and
appropriate treatment should be initiated.

The FDA will require the Brineura manufacturer to further evaluate the safety of Brineura in
CLN2 patients below the age of 2 vyears, including device related adverse events and
complications with routine use. In addition, a long-term safety study will assess Brineura treated
CLN2 patients for a minimum of 10 years.

The FDA granted this application Priority Review and Breakthrough Therapy designations.
Brineura also received Orphan Drug designation, which provides incentives to assist and
encourage the development of drugs for rare diseases.

The sponsor is also receiving a Rare Pediatric Disease Priority Review Voucher under a
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program intended to encourage development of new drugs and biologics for the prevention and
treatment of rare pediatric diseases. A voucher can be redeemed by a sponsor at a later date to
receive Priority Review of a subsequent marketing application for a different product. This is the
tenth rare pediatric disease priority review voucher issued by the FDA since the program began.

The FDA granted approval of Brineura to BioMarin Pharmaceutical Inc.

The FDA, an agency within the U.S. Department of Health and Human Services, protects the
public health by assuring the safety, effectiveness, and security of human and veterinary drugs,
vaccines and other biological products for human use, and medical devices. The agency also is
responsible for the safety and security of our nation’s food supply, cosmetics, dietary
supplements, products that give off electronic radiation, and for regulating tobacco products..
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13. FDA takes action against 14 companies for selling illegal cancer treatments

https://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm554698.htm

The U.S. Food and Drug Administration today posted warning letters addressed to 14 U.S.-based
companies illegally selling more than 65 products that fraudulently claim to prevent, diagnose,
treat or cure cancer. The products are marketed and sold without FDA approval, most commonly
on websites and social media platforms.

“Consumers should not use these or similar unproven products because they may be unsafe
and could prevent a person from seeking an appropriate and potentially life-saving cancer
diagnosis or treatment,” said Douglas W. Stearn, director of the Office of Enforcement and Import
Operations in the FDA’s Office of Regulatory Affairs. “We encourage people to remain vigilant
whether online or in a store, and avoid purchasing products marketed to treat cancer without any
proof they will work. Patients should consult a health care professional about proper prevention,
diagnosis and treatment of cancer.”

It is a violation of the Federal Food, Drug and Cosmetic Act to market and sell products that claim
to prevent, diagnose, treat, mitigate or cure diseases without first demonstrating to the FDA that
they are safe and effective for their labeled uses. The illegally sold products cited in the warning
letters posted today include a variety of product types, such as pills, topical creams, ointments,
oils, drops, syrups, teas and diagnostics (such as thermography devices). They include products
marketed for use by humans or pets that make illegal, unproven claims regarding preventing,
reversing or curing cancer; killing/inhibiting cancer cells or tumors; or other similar anti-cancer
claims.

The FDA has requested responses from the 14 companies stating how the violations will be
corrected. Failure to correct the violations promptly may result in legal action, including product
seizure, injunction and/or criminal prosecution.

As part of the FDA’s effort to protect consumers from cancer health fraud, the FDA has issued
more than 90 warning letters in the past 10 years to companies marketing hundreds of fraudulent
products making cancer claims on websites, social media and in stores. Although many of these
companies have stopped selling the products or making fraudulent claims, numerous unsafe and
unapproved products continue to be sold directly to consumers due in part to the ease with
which companies can move their marketing operations to new websites. The FDA continues to
monitor and take action against companies promoting and selling unproven treatments in an
effort to minimize the potential dangers to consumers and to educate consumers about the risks.

The FDA encourages health care professionals and consumers to report adverse reactions
associated with these or similar products to the agency’s MedWatch program.
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The FDA, an agency within the U.S. Department of Health and Human Services, protects the
public health by assuring the safety, effectiveness, and security of human and veterinary drugs,
vaccines and other biological products for human use, and medical devices. The agency also is
responsible for the safety and security of our nation’s food supply, cosmetics, dietary
supplements, products that give off electronic radiation, and for regulating tobacco products.
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14. FDA expands approved use of Stivarga to treat liver cancer.
KR https://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm555608.htm

The U.S. Food and Drug Administration today expanded the approved use of Stivarga (regorafinib)
to include treatment of patients with hepatocellular carcinoma (HCC or liver cancer) who have
been previously treated with the drug sorafenib. This is the first FDA-approved treatment for a
liver cancer in almost a decade.

“Limited treatment options are available for patients with liver cancer,” said Richard Pazdur,
M.D., acting director of the Office of Hematology and Oncology Products in the FDA’s Center for
Drug Evaluation and Research and director of the FDA’s Oncology Center of Excellence. “This is
the first time patients with HCC have had an FDA-approved treatment that can be used if their
cancer has stopped responding to initial treatment with sorafenib.”

According to the National Cancer Institute, approximately 40,710 people will be diagnosed with
liver cancers in 2017 and approximately 28,920 will die of these diseases. HCC originates in the
liver and is the most common form of liver cancer.

Stivarga is a kinase inhibitor that works by blocking several enzymes that promote cancer growth,
including enzymes in the vascular endothelial growth factor pathway. Stivarga is also approved to
treat colorectal cancer and gastrointestinal stromal tumors that are no longer responding to
previous treatments.

The safety and efficacy of Stivarga for treatment of HCC were studied in a randomized trial of 573
patients with HCC whose tumors had progressed after receiving sorafenib. The trial measured the
length of time the patients lived after receiving treatment (overall survival), the length of time
tumors did not grow after treatment (progression-free survival) and the percent of patients
whose tumors completely or partially shrank after treatment (overall response rate). The median
overall survival for patients taking Stivarga was 10.6 months, compared to 7.8 months for patients
taking a placebo. The median progression-free survival for patients taking Stivarga was 3.1
months compared to 1.5 months for patients taking a placebo. The overall response rate for
patients taking Stivarga was 11 percent, compared to 4 percent of patients taking placebo.

Common side effects of Stivarga include pain (including gastrointestinal and abdominal pain),
hand-foot skin reaction, fatigue, diarrhea, decreased appetite, high blood pressure (hypertension),
infection, difficulty speaking (dysphonia), high levels of bilirubin in the blood (hyperbilirubinemia),
fever, inflammation of the mucous membranes (mucositis), weight loss, rash and nausea. Stivarga
is associated with serious risks, including liver damage (hepatotoxicity), infections, heavy bleeding
(hemorrhage), holes in the stomach or intestines (gastrointestinal perforation or fistula), skin
damage (dermatologic toxicity), hypertension, problems with blood flow to the heart (cardiac
ischemia and infarction), temporary brain swelling(reversible posterior leukoencephalopathy
syndrome) and wound healing complications.
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Women who are pregnant or breastfeeding should not take Stivarga because it may cause harm
to a developing fetus or a newborn baby. Women and men who are taking Stivarga should use
effective contraception during and for two months after taking the final dose.

This Stivarga application was granted Priority Review designation, under which the FDA’s goal is
to take action on an application within six months where the agency determines that the drug, if
approved, would significantly improve the safety or effectiveness of treating, diagnosing or
preventing a serious condition.

This indication for Stivarga also received Orphan Drug designation, which provides incentives to
assist and encourage the development of drugs for rare diseases.

The FDA granted the approval of Stivarga to Bayer HealthCare Pharmaceuticals Inc.

The FDA, an agency within the U.S. Department of Health and Human Services, protects the
public health by assuring the safety, effectiveness, and security of human and veterinary drugs,
vaccines and other biological products for human use, and medical devices. The agency also is
responsible for the safety and security of our nation’s food supply, cosmetics, dietary
supplements, products that give off electronic radiation, and for regulating tobacco products.
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