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12. Orphan medicines in the EU — leaving no-one behind

An overview of the EU’s orphan designation programme

There are over 6,000 rare diseases and it is estimated that around 30 million people in the
European Union (EU) suffer from one of them. Treating these patients can be very difficult,
because there are only few medicines available. This represents a huge unmet medical need and

a significant public health challenge.

The EU’s orphan designation programme was launched in the year 2000 to encourage companies

to research and develop medicines for rare diseases.

To date, over 1,900 medicines have been designated as orphan medicines, giving access to
specific incentives that make it more attractive for companies to develop them. By the end of
2017 over 140 of these medicines were on the market, providing treatment options for patients

who previously often had none.

The new factsheet published by European Medicines Agency today explains what a rare disease is,

how the EU programme works and what incentives are made available to developers.
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13. Modified-release paracetamol-containing products to be suspended from EU
market

http://www.ema.europa.eu/ema/index.jsp?curl=pages/news and events/news/2017/12/ne
ws detail 002876.isp&mid=WC0b01ac058004d5c1

Recommendation endorsed due to the difficulty in managing overdose

The CMDh[1] has endorsed by majority a European Medicines Agency recommendation to
suspend marketing of modified- or prolonged-release products containing paracetamol (designed
to release paracetamol slowly over a longer period than the usual immediate-release products).
The recommendation was made by the Agency’s experts in medicines safety, the
Pharmacovigilance Risk Assessment Committee (PRAC).

CMDh agreed with the Agency’s advice that the advantages of a longer-acting product did not
outweigh the complications of managing an overdose of the medicine, since the treatment
procedures for immediate-release products are not appropriate for modified-release paracetamol.
In many cases, it may not be known whether an overdose of paracetamol involves
immediate-release or modified-release products, making it difficult to decide how the overdose
should be managed.

CMDh noted the PRAC conclusion that practical measures to sufficiently reduce the risk to
patients had not been identified. Furthermore, it had not proved possible to agree a feasible and
standardised way to adapt the management of overdose across the EU to cover both immediate-
and modified-release paracetamol products. The CMDh therefore endorsed the PRAC
recommendation that the marketing authorisations for medicines containing modified-release
paracetamol, alone or combined with the opioid medicine tramadol, should be suspended.

The medicines will remain suspended unless the companies that hold the marketing
authorisations can provide evidence of appropriate and practical EU-wide measures to help

prevent overdose with these products and adequately reduce its risks.

Immediate-release paracetamol products, which are not affected by this review, will continue to
be available as before.

Because the CMDh decision was agreed by majority vote it will now be sent to the European
Commission which will issue a final legally binding decision valid throughout the EU.
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14. New medicine to treat perianal fistulas in patients with Crohn’s disease
Posted on 15/12/2017 by EMA

KR«

http://www.ema.europa.eu/ema/index.jsp?curl=pages/news and_events/news/2017/12/news d
etail 002873.jsp&mid=WC0b01ac058004d5c1

Alofisel is the tenth advanced therapy recommended for marketing authorisation

The European Medicines Agency (EMA) has recommended granting a marketing authorisation in
the European Union (EU) for a new advanced therapy medicinal product (ATMP) for the
treatment of complex perianal fistulas in patients with Crohn’s disease. Alofisel is the tenth ATMP
that has received a positive opinion from the Agency’s Committee for Medicinal Products for
Human Use (CHMP).

Crohn's disease is a long-term condition that causes inflammation of the digestive system or gut.
Apart from affecting the lining of the bowel, inflammation may also go deeper into the bowel
wall. Perianal fistulas are common complications of Crohn’s disease and occur when an abnormal
passageway develops between the rectum and the outside of the body. These can lead to
incontinence (a lack of control over the opening of the bowels) and sepsis (blood infection).
Complex fistulas are known to be more treatment resistant than simple fistulas. There is currently
no cure for Crohn's disease, so the aim of treatment is to stop the inflammatory process, relieve
symptoms and avoid surgery wherever possible. Crohn's disease can affect people of all ages,
with a higher incidence in the younger population.

The active substance of Alofisel is darvadstrocel. Darvadstrocel contains expanded adipose stem
cells which, once activated, impair proliferation of lymphocytes and reduce the release of
pro-inflammatory cytokines at inflammation sites. This immunoregulatory activity reduces
inflammation and may allow the tissues around the fistula tract to heal.

The benefits of Alofisel were studied in a main phase lll clinical trial involving 212 patients. After
24 weeks of treatment, half of the patients treated with Alofisel (49.5%) were in remission,
compared to a third of the patients under placebo. An extended ongoing follow-up study, which
will cover a period of up to 104 weeks of treatment, has supported this result to date.

Although there is a moderate difference between the treatment groups, the effect is considered
to be clinically meaningful when other treatment options for fistulas have failed. The most
common side effects observed include anal abscess and fistula, as well as procedural pain and
proctalgia.

Alofisel was assessed by the Committee for Advanced Therapies (CAT), EMA’s specialised scientific
committee for ATMPs, such as gene or cell therapies. At its December 2017 meeting, the CAT
recommended a positive opinion for Alofisel to the CHMP. The CHMP agreed with the CAT’s
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recommendation and adopted a positive opinion for the authorisation of Alofisel across the EU at
its 11-14 December 2017 meeting.

Because complex perianal fistulas are rare, Alofisel was granted an orphan designation. As always
at time of approval, this orphan designation will now be reviewed by EMA’s Committee for
Orphan Medicinal Products (COMP) to determine whether the information available to date
allows maintaining Alofisel’s orphan status and granting this medicine ten years of market

exclusivity.

The opinion adopted by the CHMP is an intermediary step on Alofisel’s path to patient access.
The CHMP opinion will now be sent to the European Commission for the adoption of a decision
on an EU-wide marketing authorisation. Once a marketing authorisation has been granted,
decisions about price and reimbursement will take place at the level of each Member State,
taking into account the potential role/use of this medicine in the context of the national health

system of that country.
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15. FDA approves drug to treat dangerously low blood pressure
Posted on December 21, 2017 by FDA

SJeiE . https://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm590249.html

The U.S. Food and Drug Administration today approved Giapreza (angiotensin II) injection
for intravenous infusion to increase blood pressure in adults with septic or other
distributive shock.

"Shock, the inability to maintain blood flow to vital tissues, can result in organ failure and
death,"” said Norman Stockbridge, M.D., Ph.D., director of the Division of Cardiovascular
and Renal Products in the FDA’s Center for Drug Evaluation and Research. "There is a
need for treatment options for critically ill hypotensive patients who do not adequately
respond to available therapies."

Blood pressure is the force of blood pushing against the walls of the arteries as the heart
pumps out blood. Hypotension is abnormally low blood pressure. Shock is a critical
condition in which blood pressure drops so low that the brain, kidneys and other vital
organs can't receive enough blood flow to function properly.

In a clinical trial of 321 patients with shock and a critically low blood pressure, significantly
more patients responded to treatment with Giapreza compared to those treated with
placebo. Giapreza effectively increased blood pressure when added to conventional
treatments used to raise blood pressure.

Giapreza can cause dangerous blood clots with serious consequences (clots in arteries
and veins, including deep venous thrombosis); prophylactic treatment for blood clots
should be used.

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

The FDA granted the approval of Giapreza to La Jolla Pharmaceutical Company.

The FDA, an agency within the U.S. Department of Health and Human Services,
promotes and protects the public health by, among other things, 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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