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PGEU Survey 2013

A All respondents reported medicine shortages, although
severity of shortages varies.

A Many reported that the situation had got worse in last 12
months.

A Pharmacists spend-85 hours/month sourcing medicines in
short supply.

A Patients are affected directthrough unavailability but as
well indirectly when their pharmacist has to spend time
sourcing medicines rather than providing services.
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PGEU Survey 2013

Medicines affected include:

A Generic medicinesuch ag=enopine
(Ibuprofen), PantoprazoMER pantoprazo),
VenlafaxilHEX yenlafaxineg, etc.

A Branded medicinesuch asCymbalta
(duloxetinum), SymbicortTurbohaler
(budesonide formoterol), etc.
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FundamentalCauses

Causes arenultifactorialand to someaxtent unknown
however two fundamentalfactors

1. Production Constraints (e.g. supply chain, regulatory,
manufacturing difficulties, insufficient capacity);

2. Reduced incentive to supplg.g.insufficient margin
(opportunity cost of supply); fear of parallel export.
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Perspective

The Reality of Drug Shortages — The Case of the Injectable
Agent Propotol

Valerie Jensen, R_Ph., and Bob A. Rappaport, M.D.
M Engl J Med 2010; SEB:BDE-ED?| August 26, 2010 | Dol 101056/ MEJMp 1005343
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Cwer the years, physicians have come to rely on certain drugs as standards of care because of their
unigue clinical effects. Reduction in the supply of these drugs can have dramatic effects on medical
practice, ultimately keeping patients from receiving the level of care they deserve and have come to
expect. Drug shortages have therefore been a topic of some discussion within the medical
profession.1.2

Recently, the supply of one drug — the sterile injectable drug propofol, a fast-onset, short-acting
sedative—hypnotic agent used for the induction and maintenance of anesthesia or sedation — has
become critically low.? In 2009, there were three manufacturers making propofol: Teva
Pharmaceuticals, Hospira, and APP Pharmaceuticals. In early October 2009, Hospira recalled
multiple batches of its propofol owing to the presence of particulate matter in the vials. In late
October 2009, Teva recalled multiple lots of its propofol owing to possible microbial contamination.
As of May 2010, Hospira had not yet returned propofol to the market and had expanded its recall to
capture all product that might currently be in customers’ inventories, and Teva recently announced
that it would not be returning to the market. This confluence of events has left only one company to
supply propofol to the entire U 5. market — an unrealistic expectation, given anesthesiologists'
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3.1. The regulators’ dilemma

4 N
a) In some cases defective medicines had to be left on the market to prevent shortages of life saving

medicines as there is no available alternative and the risks linked to a possible exposure with the
L defective product are considered less than those linked to the unavailability of the product.

J

b) In some cases of GMP non-compliance the ability of Regulators to take action against a
manufacturing site was restricted in order to avoid product shortages. Very difficult risk-benefit
judgements had to be made between poor quality processes or product, or no product at all.

c) The switching of patients to alternatives may also be hindered by factors other than supply per se
and beyond the control of the Network. For example, the exclusive link between peritoneal
dialysis solutions from a certain MAH, the patient and the connector meant the exclusion of
competitor products so that patients were inextricably linked to products from that MAH and could

not be switched without undergoing a surgical procedure to change the connector further
increasing the risk to patients.

3.2. The impact of globalisation

a) The globalisation of manufacture has continued to increase in importance so that many medicinal
products have extended manufacture and supply chains, which increases the risk of supply
disruption including new vulnerabilities.

- )  Many sources of active substances for life-saving medicines, e.qg. antibiotics, are now wholly h
= located outside the EU, some located in countries that have uncertain political and regulatory
systems and which may be prone to natural disaster. The 2011 tsunami in Japan has illustrated

\ how natural disasters can impact the supply chain of pharmaceuticals. )




The Dutch Generic Tendering System

The effects of tendering on prices in the Netherlands, Top 10 packs by saleduivag008

PharmaceuticaProduct Preferred supplier| Pharmacy purchasprice ()

1. Omeprazole tablets/capsules, 20 mg Ratiopharm € 0.36 € 0.05 -88 %
2. Alendroninezuutablets, 70 mg Centrafarm € 4.99 € 0.36 93 %
3. Omeprazole¢ablets/capsules, 40 mg Centrafarm € 0.65 € 0.09 -86 %
4. Paroxetine tablets, 20 mg Ratiopharm € 0.37 € 0.07 -82 %
5. Simvastatin tabletgl0 mg Actavis € 0.27 € 0.04 -84 %
6. Pravastatin tablets, 40 mg Focud~arma € 0.54 € 0.13 -76 %
7. Simvastatin tablets, 20 mg Ratiopharm € 0.17 € 0.03 -85 %
8. Tamsulozingablets/capsules, 0.4 mg Centrafarm €0.34 € 0.07 -80 %
9. Amlodipine tablets, 5 mg Ratiopharm € 0.19 € 0.03 -85 %
10. Citaloprantablets, 20 mg Ratiopharm € 0.34 € 0.04 -88 %

SourceStichtingFarmaceutisch&engetalle(SFK), quoted in Kanavos, Seeley\f@rseres2009

—

Since the first wave of tenders the Dutch generics market
decreased 66% - Off Patent prices fall on average 85%
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The Issue of Parallel Distribution

A A number of EU countries are currently considering
export bans; these are bound the be tested In the
courts;

A More research needed to establish if PD is mayjor
contributory factor in exporting markets;

A The extent to which manufacturer behaviour induces
shortages In exporting markets Is disputed.
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NHS Accuses Pharmas of Creating
Drug Shortages

By Kathlyn Stone, About.com Guide June 23, 2012
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Unlike the US free market health care system, the UK's National Health Service {NHS) negotiates
with pharmaceutical manufacturers for drugs priced below the open EU market. A concerning
trend has emerged: wholesalers and retail pharmacists are selling their drugs allocated for NHS
patients in other European countries. Unable to stop the flow of medicines out of the country,
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health and government officials have turned their
attention on manufacturers for a solution to the
growing shortages.

The MHS has issued a report stating that
pharmaceutical companies are rationing drugs and
creating harmful shortages of critical drugs for treating
cancer, diabetes, stroke, schizophrenia, Parkinson's
disease and other conditions.

In a survey of 60 primary care trusts and health
authorities In England and Wales, Labour MP for
Ogmore Huw Irranca-Davies found that some areas of
Britain faced shortages of dozens of drugs and that
some patients had to wait six months for medications.
About 80 percent of NHS trusts in England and Wales
are facing shortages, according to the survey report.

Industry representatives deny that the guotas, put in




PGEU Survey 2013

A Pharmacy associations, likeU in Ireland or KNMP
In the Netherlands produce a lists of medicines In
short supply every month to assist pharmacists.

A Some regulators set up websites to inform public
and professionals about unavailability of medicines
In their territory (Belgium, Italy, Lithuania, etc.)

A Information on these lists is provided by the
manufacturers on voluntary basis.
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Aspirin Tablets (Buffered)

|06 May 201 3]

Products Affected - Description

Products Affected - Description
Ascriptin Tablets, Novartis Consumer Health
325 mg tablets, 100 count (NDC 00067-0149-10)

Bufferin Tablets, Novartis Consumer Health
325 mg tablets, 39 count (NDC 00067-2063-39) - discontinued
325 mg tablets, 130 count (NDC 00067-2063-13) - discontinued

Reason for the Shortage

« Novartis has temporarily suspended manufacture of multiple drug products that

were manufactured at the Lincoln facility including Bufferin and Ascriptin Tablets.

« Novartis voluntarily recalled all lots of Bufferin Tablets with expiration dates of
December 20, 2013 or earlier.

e« Novartis divested the rights for all Bufferin products to Ducere Pharma in early-
2013. The future availability of Bufferin products i1s unclear at this time.

e Medique Products discontinued their buffered aspirin presentations in May, 2012.

« Major states the shortage was due to increased demand for the product.
Teva discontinued their buffered aspirin products late 2009 and early 2010.
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