GHilin

THE BUSINESS NEWSLETTER FOR THE GENERIC MEDICINES INDUSTRY Bulletin Publishing Group
4 Poplar Road, Dorridge,

Solihull B93 8DB, UK

Tel: +44 (0)1564 777550

Fax: +44 (0)1564 777524

E-mail: info@generics-bulletin.com

COPYRIGHT NOTICE

This publication must not be forwarded, exported, distributed or
circulated by any means or in any format to persons including clients
outside the direct employment of your Company. You may distribute
the publication internally, but you may incorporate only insubstantial
extracts, abstracts or summaries into presentations, providing
Generics bulletin is identified as the source of the information.

The publication/s, Generics bulletin and/or News@Genericsbulletin,
in PDF and/or HTML format, are supplied to you strictly under the
terms and conditions of the Global Licence agreement between
your Company and OTC Publications Ltd, the copyright holder of
the publications.

The publication/s are the intellectual property of the Publisher,
OTC Publications Ltd and are protected by English copyright,
trademark and other laws.

Bulletin Publishing Group is a division of OTC Publications Ltd
Registered Office: 4 Poplar Road, Dorridge, Solihull B93 8DB, UK. Registered in England No 2765878



Giz 1177‘61

3 February 2014

In

THE BUSINESS NEWSLETTER FOR THE GENERIC MEDICINES INDUSTRY

w

COMPANY NEWS

Par pays US$490m for JHP’s injectables 3
Fourth Ranbaxy site subject to FDA ban 3
Valeant sees sales exceeding US$8bn 4
McKesson revives takeover of Celesio

Ui un

Alvogen folds Asian operations
into Lotus

Biocon prepares for progress on insulins 6

Teva trumps Endo with 7
NuPathe offer

MARKET NEWS 8

GPhA disagrees over US 8
plan on shortages
Regulatory costs are 9

endangering industry
German deal blocks certain substitution 9

FDA must reconsider change 10
to label rules

PRODUCT NEWS 1

Italian ruling upholds Xalatan abuse fine 1|1

Canadian companies 12
introduce donepezil

Actavis fights over Allergan’s Restasis 13

Sandoz’ AirFluSal is launched 15
in Denmark
Ranbaxy reacts over 15

US valsartan rumours

Ranbaxy and Epirus eye Indian infliximab 16
More sued in Japan over Livalo patent 17
Teva triumphs over Atripla in Canada 19

FEATURES 22
Aurobindo bets on beating 22
Actavis units’ cost of goods

Hospira starts to see fruits 24

of global biosimilar project

REGULARS

Paragraph IV Watch - Treanda 18
Events — Our regular listing 20

Price Watch UK - Our in-depth 21
look at pricing trends in the UK

People - Pfizer’s Gulfo named 26
Mpylan strategy head

Actavis sells European
activities to Aurobindo

ctavis has agreed to sell its generics operations in seven western European countries

to Aurobindo for around €30 million (US$41 million). The deal, which is subject to
antitrust and other approvals, covers commercial infrastructure, products, marketing
authorisations, dossier-licensing rights and personnel in Belgium, France, Germany, Italy,
the Netherlands, Portugal and Spain. The two companies will also ‘“‘enter into a long-term
strategic supply arrangement”.

Around six months ago, Actavis announced it was considering strategic options, including
divestment, for businesses in “six or seven markets” in western Europe (Generics bulletin,
9 August 2013, page 1). These, the firm stated, were substitution- or tender-driven markets.

“We believe that the value created by the commercial operations in these seven markets
will be better maximised by Aurobindo, which will gain scale, additional products and enhanced
competitive market share position as a result of this transaction,” stated Sigurdur Oli Olafsson,
president of Actavis Pharma. “This transaction will permit Actavis to focus management time
and resources to support accelerated investment in driving faster growth of other markets,
including central and eastern Europe and south-east Asia.”

Aurobindo said it would gain around 1,200 individual products and a pipeline of more than
200 drugs. The Indian firm estimated that the acquired businesses increased their net sales by
a tenth last year to €320 million.

“Although these businesses are currently loss-making,” the Indian group observed,
“Aurobindo expects them to return to profitability in combination with its vertically-integrated
platform and existing commercial infrastructure.” Arvind Vasudeva, who heads Aurobindo’s
Formulations business, said the Indian company anticipated “a seamless integration” process,
with Actavis continuing to act as “a supplier and licence provider” to the acquired operations.
Stressing that Aurobindo adopted a “disciplined approach” to acquisitions and to “maintaining
a prudential capital and debt structure”, Vasudeva said the deal with Actavis would accelerate
the Indian group’s strategic goal “of becoming a significant generics player in Europe”. G

For further details, turn to page 22.

Two have trastuzumab approvals

iocon and Celltrion have both received approvals for rivals to the Herceptin (trastuzumab)

biologic cancer treatment marketed by Roche’s Genentech. Biocon’s version — developed
in partnership with Mylan — has been approved in India under the name Canmab and is due to
be available in early February. And Celltrion’s trastuzumab — branded Herzuma — received
approval from South Korea’s Ministry of Food and Drug Safety (MFDS) and is scheduled to
be launched in the first half of this year.

Herceptin had global sales of around US$6.3 billion in 2012, the firms claimed. Biocon
said the product had Indian sales of about US$21 million in 2012, while Celltrion said the
Korean market was worth around US$80 million. Both firms celebrated the approvals as
“milestones” for their biosimilar development programmes.

Meanwhile, Health Canada has approved Celltrion’s infliximab under the Remsima and
Inflectra brand names used in Europe by the South Korean firm and its marketing partner
Hospira respectively. The notices of compliance (NOCs) — effectively marketing authorisations
— were obtained through the New Drug Submission (NDS) route. G

For further details, turn to pages 11 and 13.
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MANUFACTURING

Fourth Ranbaxy site
subject to FDA ban

anbaxy’s Toansa active pharmaceutical ingredient (API) facility in

Punjab, India has become the Indian firm’s fourth plant to be
subjected to certain provisions of a consent decree imposed by the US
Food and Drug Administration (FDA) in January 2012. Those provisions
include a ban on the Toansa site producing or distributing APIs made at
the facility — or drugs containing those ingredients — for the US market.

The Indian firm recently voluntarily suspended shipments to the US
from Toansa after the plant received ‘Form 483’ observations from the
agency related to current good manufacturing practice (cGMP) violations
discovered during an inspection completed on 11 January. Those
observations included the company retesting raw materials, intermediates
and finished APIs that failed specifications “until acceptable results are
obtained”, as well as failing to report any “suspect results”.

“Adequate laboratory facilities are not maintained,” the FDA
complained. “Laboratory samples are not adequately controlled to
prevent mix-ups.”

Under the terms of the consent decree, the FDA has issued an order
prohibiting Ranbaxy from: distributing in the US drugs manufactured
using API from Toansa, including drugs made by the firm’s Ohm
Laboratories facility in New Jersey, US; manufacturing API at Toansa
for FDA-regulated medicines; exporting API from Toansa to the US
“for any purpose”; and providing API made at Toansa to other companies
or Ranbaxy facilities to make “products for American consumers”.

Furthermore, the Indian firm is required to hire a third-party expert
to inspect the Toansa facility and to certify to the FDA that methods
and controls at the site meet cGMP standards.

Last year, Ranbaxy’s plant in Mohali, India was placed under
import alert and subjected to certain terms of the consent decree, which
also covers the company’s sites in Dewas and Paonta Sahib, India
(Generics bulletin, 20 September 2013, page 3).

“This development is clearly unacceptable and an appropriate
management action will be taken upon completion of an internal
investigation,” promised chief executive officer, Arun Sawhney. G

BUSINESS STRATEGY

Actavis sells Chinese business

ctavis has agreed to sell its Actavis Foshan Pharma operation in

China to local bulk-drugs specialist Zhejiang Chiral Medicine
Chemicals for an undisclosed fee. “Actavis intends to continue further
commercial operations in China in collaboration with its preferred
business partners,” stated the Ireland-based group, which has also just
agreed to divest its generics operations in seven western European
countries to Aurobindo (see front page).

A joint venture between Actavis and Foshan Chanbende
Development, Actavis Foshan operates a facility in Foshan, Guangdong
province, that produces antibiotics, cardiovascular and gastrointestinal
drugs in a variety of dosage forms, including tablets, hard and soft-
gel capsules, oral solutions, dry suspensions, ointments and liniments.

“Actavis is focused on strengthening our investment in high-growth
markets where our size and scale allow us to maintain a competitive
presence with the leading firms in the market,” said Actavis Pharma’s
president, Sigurdur Oli Olafsson. “Our operations in Foshan were
limited in scope. We believe their value will be better capitalised on by
Chiral, which will add manufacturing and marketing capabilities.” G

MERGERS & ACQUISITIONS

Par pays US$490m
for JHP’s injectables

ar Pharmaceutical has agreed to pay US$490 million for JHP

Group Holdings, the parent company of US sterile injectables
specialist JHP Pharmaceuticals. Subject to antitrust clearance and
other approvals, Par expects to complete the deal by the end of March.

JHP currently markets 14 injectable products in the US, including
the Adrenalin (epinephrine), Aplisol (tuberculin) and Dantrium
(dantrolene) brands. The New Jersey-based company also has a pipeline
of 34 oncology and other drugs, half of which have already been
submitted for approval to the US Food and Drug Administration (FDA).

At its 16,000 sq m sterile manufacturing facility in Rochester,
Michigan — which also provides contract-manufacturing services for
third parties — JHP can make both small-scale clinical and large-scale
commercial batches. In 2012, the firm invested US$10 million in
building a 3,700 sq m quality-control laboratory.

“The acquisition of JHP expands Par’s presence into the rapidly
growing market for injectables,” commented Par’s chief executive officer,
Paul Campanelli. “With their high-barrier-to-entry products, JHP
represents a perfect complement to Par’s strategy and product line.”

Campanelli also highlighted JHP’s strong regulatory compliance
record and its “well-respected and experienced management team’
under chief executive officer Stuart Hinchen, who took over the role
two-and-a-half years ago from Peter Jenkins, with whom he had founded
the company in 2007 (Generics bulletin, 15 July 2011, page 26).

Having bought the 32-hectare Rochester site from King
Pharmaceuticals in 2007, Hinchen and Jenkins built up the company
to employ around 450 staff. Around 18 months ago, the injectables
specialist launched its JHP Generics arm with an initial portfolio of
13 stock-keeping units (SKUSs) across therapeutic categories including
anaesthetics, anti-infectives, gastrointestinal remedies and women’s
healthcare drugs (Generics bulletin, 29 June 2012, page 5). JHP
Generics’ pipeline includes acute-care and oncology medicines.

A few months later, private-equity firm Warburg Pincus took a
majority stake in JHP for US$195 million on a debt-free, cash-free basis.
Around the same time, Par was bought out for US$1.9 billion by private-
equity fund TPG Capital (Generics bulletin, 19 October 2012, page 2).

Upon closing of the transaction — which is subject to a US$30
million termination fee — JHP will become a wholly-owned Par
subsidiary. “Par has deep experience in generic pharmaceuticals and
is ideally suited to drive the next stage of growth and expansion of
JHP;” insisted Hinchen. G

BUSINESS STRATEGY

Zydus Cadila abandons Japan

ydus Cadila has decided to discontinue its operations in Japan. “The

company has recently completed a portfolio and strategy review
of its business, and has decided to exit from its business in Japan,” the
Indian group said in a brief statement to the Bombay Stock Exchange
(BSE), without revealing any other details.

The Indian company operates in Japan through a wholly-owned
subsidiary that it set up more than seven years ago (Generics bulletin,
22 September 2006, page 3). A few months later, it bought local generics
player Nippon Universal (Generics bulletin, 27 April 2007, page 1).

In the six months ended 30 September 2013, Cadila’s Japanese
sales fell by just over a tenth to Rs252 million (US$4.04 million). &
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BUSINESS STRATEGY/ANNUAL RESULTS

Lonza ponders plans
for biosimilar assets

Lonza says it is still considering what to do with the assets and
expertise — including intellectual-property rights — it had built up in
biosimilar development through its joint venture with Teva that the
two firms broke off midway through last year (Generics bulletin, 9
August 2013, page 5). “The process to evaluate Lonza’s accumulated
investments was begun in the second half of 2013 and is in progress,”
the Swiss group stated.

Eliminating low-margin businesses contributed to Lonza’s group
turnover declining by 4.2% last year to SFr3.58 billion (US$4.00
billion). That total comprised Pharma & Biotech sales that fell by 7.9%
to SFr1.43 billion — due in part to halting production to add capacity
to an antibody drug conjugates plant in Visp, Switzerland — and
Specialty Ingredients turnover that slipped by 1.3% to SFr2.16 billion.

Impairment and restructuring costs totalling SFr125 million that
were related to closing a microbial-biologics plant in Hopkinton, US,
cut the group’s operating profit by a fifth to SFr253 million. G

THIRD-QUARTER RESULTS

Torrent grows turnover in US

ouble-digit sales growth in the US, Europe and Brazil helped

Torrent Pharmaceuticals to increase its group turnover by 27% to
Rs10.2 billion (US$162 million) in the group’s financial third quarter
ended 31 December 2013.

Torrent’s total International turnover outside of India advanced by
38% to Rs6.21 billion. The Indian company said it had grown its sales
by 61% in the US, and by 59% in Europe. Sales in Brazil rose by 26%.

In India — where Torrent has agreed to pay just over Rs20.0 billion
for Elder Pharma’s Indian Branded Formulations operation (Generics
bulletin, 10 January 2014, page 5) — the Ahmedabad-based group
increased its turnover by 16% to Rs3.71 billion.

RESULTS FORECAST

Valeant sees sales
exceeding USS8hn

Valeant says launching more than 300 branded generics and
consolidating several acquisitions such as Bausch & Lomb should
enable the group to expand its turnover by around 40% to US$8.2-
US$8.6 billion this year. The group expects to report a turnover of
US$5.7-US$5.9 billion for 2013, almost US$2.0 billion of which should
come from emerging markets.

Chairman and chief executive officer Michael Pearson said the
company would aim this year to “do at least one significant deal that
creates substantial shareholder value”. Valeant is looking for “tuck-in
acquisitions” in emerging markets, especially in Asia, the Middle East
and Russia. “We continue to pursue a merger of equals,” he added.

During 2013, Pearson pointed out, Valeant had completed more
than 25 transactions, typically paying between one-and-a-half and three-
times sales. Buying Euvipharm had given the group a platform in
Vietnam, he noted, while the US$8.7 billion takeover of Bausch &
Lomb had given Valeant a strong global position in ophthalmics.

This year, Valeant expects all of its business units to grow, while
it anticipates double-digit advances in central and eastern Europe, Asia,
Latin America and the Middle East and North Africa regions.

The group’s 2014 turnover guidance of over US$8 billion assumes
an impact of more than US$200 million from generic competition to
brands including Atralin (tretinoin) gel, Lotemax (loteprednol)
suspension and Vanos (fluocinonide) cream, as well as to Wellbutrin XL
(bupropion) tablets in Canada. A US$50 million hit to sales from
divestments should be balanced by completing the acquisition of
skincare devices specialist Solta Medical.

The group’s gross margin is expected to be in the “low 70s”.
Research and development spending is set to be around US$300 million
in 2014, while capital expenditure should be around US$200 million.
By the end of this year, Valeant expects to achieve annual run-rate
synergies from the Bausch & Lomb deal of over US$900 million.

“We intend to become one of the five most-valuable pharma
companies, as measured by market capitalisation, by the end of 2016,”
Pearson stated. “This equates to roughly US$150 billion.” G
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MERGERS & ACQUISITIONS

Alvogen folds Asian
operations into Lotus

Ivogen is merging its operations in Asia into Lotus Pharmaceuticals,

the Taiwanese business in which it is acquiring a 67% stake for
around US$200 million. The deal is expected to close by the end of
June this year.

Lotus will use the proceeds from Alvogen’s purchase of a private
placement of 151 million new shares to acquire the US-based
company’s existing operations in China, India, South Korea and Taiwan.
Lotus and Alvogen are also negotiating distribution rights in the Asia-
Pacific region for two biosimilar monoclonal antibodies being developed
by the US firm’s recently-established sister company, Alvotech
(Generics bulletin, 6 December 2013, page 27).

“The combination of Alvogen’s strong geographic coverage in the
US, central and eastern Europe and Asia with Lotus’ strategically
important foothold in the Taiwanese market and its growing US product
pipeline is expected to generate significant opportunities to drive revenue
growth and margin enhancement, and to create further value for the two
firms,” Alvogen stated (Generics bulletin, 10 January 2014, page 3).

Included in the transaction is the operation in South Korea that
Alvogen gained 18 months ago by acquiring local firm Kunwha, which
has a local manufacturing plant in Gongju (Generics bulletin, 2
November 2012, page 3). Alvogen China promotes mainly paediatric and
women’s health products through a 500-strong fieldforce, while the
US-based firm’s Taiwanese operation holds 22 marketing authorisations,
with a similar number pending regulatory approval. Alvogen India is
a contract research organisation (CRO) based in Bangalore that operates
under the brand Norwich Clinical Services (NCS).

Alvogen will also gain access to Lotus’ high-potency and cytotoxic
oral formulations facility, while the Taiwanese company will be able
to utilise its US-based parent company’s sales and marketing
infrastructure covering more than 30 countries. G

THIRD-QUARTER RESULTS

Alembic rises outside of India

Imost doubling its Formulations sales outside of India enabled

Alembic Pharmaceuticals to report group gross turnover ahead by
31% to Rs4.87 billion (US$77.6 million) in its financial third quarter
ended 31 December 2013.

International Formulations sales increased by 96% to Rs1.49 billion.
During the quarter, the Indian company submitted one abbreviated new
drug application (ANDA) in the US, taking the firm’s cumulative
ANDA filings to 60. One ANDA approval during the three-month
period took Alembic’s total to 31, including four tentative approvals.

In its domestic market, the Indian company advanced its
Formulations turnover by 13% to Rs2.57 billion, led by growth from
its Indian Specialty business segment.

Global active pharmaceutical ingredient (API) sales by the
Vadodara-based group increased by 13% to Rs756 million as Alembic
submitted two drug master files (DMFs), taking its total DMF filings to
64. Export incentives added Rs48.8 million to group turnover.

The Indian group’s total Exports sales rose by 81% to Rs2.12
billion, while its Domestic turnover grew by 8% to Rs2.75 billion.

Even with research and development spending a third higher at
Rs290 million, Alembic improved its pre-tax profit by 48% to
Rs888 million. G

MERGERS & ACQUISITIONS/DISTRIBUTION

McKesson revives
takeover of Celesio

M cKesson’s proposed takeover of Celesio is back on, after the US
pharmaceutical wholesaler agreed fresh deals with its European
counterpart’s two biggest shareholders.

McKesson said it would now acquire Franz Haniel & Cie’s 50.01%
stake in Celesio for €23.50 (US$32.16) per share, a rise from its
previous offer of €23.00 per share (Generics bulletin, 10 January 2014,
page 6). Crucially, McKesson has also agreed a deal with Celesio’s
second-largest shareholder, Elliot International, to acquire for an
undisclosed sum the US-based hedge fund’s stake, which is in the
form of convertible bonds.

Once the transactions had been completed — which was expected
“within 10 business days” — McKesson said it would exceed its stated
target of holding more than 75% of Celesio’s shares. A voluntary
tender offer to the remaining minority holders of Celesio common
shares would be launched shortly after the close of the transactions,
added the US-based group, which does not anticipate requiring any
approvals from antitrust authorities.

Deal appeared to have collapsed

Just two weeks earlier, McKesson’s proposed tie up with Celesio
appeared to have collapsed. Although Haniel had already agreed to sell
its 50.01% stake to McKesson (Generics bulletin, 18 October 2013,
page 5), the improved US$23.50 per share offer failed to entice the
company’s remaining shareholders. As a result, the minimum acceptance
rate of 75% was not reached by the deadline of 9 January. Media reports
suggested that US-based Elliot — which had reportedly built up a 25%
stake in Celesio — was sceptical about the deal’s value.

Generic purchasing efficiencies are central to the US$275-US$325
million of annual synergy savings that McKesson believes it will
unlock through the deal.

McKesson’s chairman and chief executive officer, John
Hammergren, promised “more efficient delivery of healthcare products
and services around the world”. “Our customers will benefit from the
increased scale, supply-chain expertise and sourcing capabilities of
the combined company, together with enhanced access to innovative
technology and business services,” he maintained.

Celesio operates in 14 countries, supplying 65,000 pharmacies
and hospitals from 132 wholesale depots, while its retail operation
comprises around 2,200 of its own stores and 4,100 pharmacies in
partnership or banner schemes.

With an annual turnover of US$122 billion, McKesson claims
to deliver a third of all pharmaceuticals used in North America. G

MANUFACTURING

Lincoln opens injectables plant

Lincoln Pharmaceuticals plans to seek approval from the US Food
and Drug Administration (FDA) and the UK’s Medicines and
Healthcare products Regulatory Agency (MHRA) for the Rs270 million
(US$4.39 million) injectables facility that the Indian firm has just
opened near its existing operations in Ahmedabad, India.

The Indian company expects the plant — which can manufacture
ampoules, vials, dry-powder injectables and liquid-syrup formulations —
to add Rs500 million to its annual turnover. In the year ended 31 March
2013, Lincoln posted a turnover of Rs2.00 billion. G
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BUSINESS STRATEGY/THIRD-QUARTER RESULTS

Biocon prepares for
progress on insulins

iocon says it preparing “the groundwork”, along with its partner

Mylan, for “a global Phase III trial for our generic insulin glargine”.
The Indian firm already holds approvals in more than 50 countries for
its generic recombinant insulin; while an insulin facility that it is
building in Johor, Malaysia, is scheduled to start production within
the next year or so following a US$160 million investment. Biocon
has also started global trials for its IN105 oral insulin project in the
US through a partnership with Bristol-Myers Squibb.

Growth from Basalog Insupen (insulin glargine) and BioMab
EGFR (nimotuzumab) in India — where Biocon is poised to launch its
Canmab brand of trastuzumab (see page 11) — contributed to group
turnover increasing by 9% to Rs7.19 billion (US$115 million) in
the firm’s financial third quarter ended 31 December 2013.

Sales by Biocon’s Indian Branded Formulations business rose
by 15% to Rs990 million, representing just under a fifth of total
Biopharmaceuticals turnover that grew by 4% as reported to Rs5.17
billion, but fell by 2% on a constant-currency basis.

“Our small-molecules portfolio is currently being optimised to
balance margin accretion with growth platforms. We have seen good
momentum in imunosuppressants and orlistat, while our changing
product mix for statins has helped balance out headwinds in the
industry,” Biocon commented.

Half of the 31% sales rise to Rs1.83 billion reported by the group’s
Research Services business was due to exchange-rate fluctuations.
Other operations contributed Rs190 million.

Lower research and development spending helped to push up
Biocon’s pre-tax profit by 15% to Rs1.36 billion. G

BUSINESS STRATEGY

Impax is looking to acquire

mpax Laboratories is looking to acquire companies that have attractive

generics development capabilities, both within and outside of the
US. The debt-free, US-based firm is also looking for business-
development opportunities that cover high-value solid-dose or other
dosage forms, such as semi-solids and patches, as it looks to spend
a cash pile of more than US$400 million.

Chief financial officer Bryan Reasons told a recent investors’
conference that Impax had been relying on external partnerships for
generics launches while it awaited a re-inspection of its facility in
Hayward, California, that could lift a warning letter issued by the US
Food and Drug Administration (FDA) two-and-a-half years ago
(Generics bulletin, 30 June 2011, page 5).

As an example, he cited the firm’s recent introduction of a rival
to Fougera’s Solaraze (diclofenac) 3% gel through an alliance with
Tolmar (Generics bulletin, 15 November 2013, page 20).

Solaraze took to 10 the number of “alternative dosage forms” —
neither standard nor controlled-release orals solids — marketed by
Impax, out of a total of 47 drugs. Alternative dosage forms make up
nearly a quarter of Impax’ generics pipeline of 77 products pending
approval or under development. Nearly half, or 37 products, are
controlled-release oral solids. Impax expects to spend US$46-US$49
million on generics research and development this year.

“The majority of potential generic product launches will likely
require resolution of the warning letter at Hayward,” Reasons said. G
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ASPEN PHARMACARE is expanding its operation in Ireland
by adding 42 new positions, taking its local workforce to around
100 within the next 12 months. Having set up a European marketing
and supply-chain hub in Dublin in 2012, the South African group
18 months ago established a local “centre of excellence” for
regulatory affairs, including pharmacovigilance and quality assurance
(Generics bulletin, 19 October 2012, page 2).

JEAN COUTU said sales by its Pro Doc generics operation
increased by 16% to C$47.9 million (US$43.4 million) in the group’s
financial third quarter ended 30 November 2013. Pro Doc’s
operating profit, excluding amortisation, climbed by just over a
third to C$21.6 million. On the same basis, the Canadian pharmacy
retailer improved its group operating profit by 3.4% to C$88.0
million — “despite the deflationary impact on pharmacy sales of a
strong generic drugs penetration” — on turnover that slipped back
by 1% to C$713 million.

DSM reported small increases in sales and earnings before interest,
tax, depreciation and amortisation (EBITDA) by its Pharma cluster
to €184 million (US$251 million) and €4 million respectively,
according to preliminary figures for 2013. The Pharma cluster now
covers only the group’s DSM Sinochem antibiotics joint venture, as
its DSM Pharmaceutical Products drug-development arm is considered
a discontinued activity after it announced a US$2.6 billion tie-up
with JLL Partners, the private-equity owner of contract research
organisation Patheon. DSM will own a 49% stake in the combined
entity, with JLL controlling the other 51%.

CATALENT PHARMA SOLUTIONS has filed a registration
statement with the US Securities and Exchange Commission (SEC)
ahead of a planned initial public offering (IPO). The US-based
drug-delivery specialist — which has yet to set details of the share
offering — said it would use the proceeds to repay debt and for
“general corporate purposes”.

ABBOTT said turnover by its Established Pharmaceuticals division
declined by 2.9% to US$4.97 billion last year. Growth of 1.5% to
US$2.36 billion in 14 “key emerging markets” — including Brazil,
China and Russia — was outweighed by a 6.5% fall to US$2.62
billion in “other” markets, such as western Europe and Japan. “In
2014,” Abbott commented, “Established products will continue to
focus on driving growth in key emerging markets, which currently
represent approximately 50% of total sales, and are projected to grow
to approximately 60% of total sales over the next several years.” Key
strategic priorities for the division include “building locally relevant
portfolios across key therapeutic areas and tailoring local commercial
activities to each market”.

CFR AND ADCOCK INGRAM have admitted it is “taking longer
than expected to obtain the necessary approval from the [South
African] Companies and Intellectual Property Commission” to
pursue a ZAR12.8 billion (US$ 1.16 billion) takeover of the latter
by the former. CFR’s shareholders have approved the deal, but the
Chilean firm had extended until at least 31 January the deadline for
meeting certain pre-conditions. CFR’s rival suitor for Adcock, Bidvest,
has set 4 February as the closing date for its ZAR70-per-share offer
for up to 34.5% of the South African company’s shares.

ALKALOID has invested €1.20 million (US$1.64 million) in

establishing a 1,600 sq m warehouse for finished products in Gjorche
Petrov, Macedonia. The 13-metre high warehouse can accommodate
more than 3,100 pallets. G



RESULTS FORECAST

Stada expects sales
to exceed €2 billion

tada Arzneimittel’s group turnover exceeded €2 billion (US$2.7

billion) last year, according to preliminary figures. The German
group — which passed the €1 billion mark in 2005 — plans to publish
its final 2013 results on 27 March.

“In reaching over two billion euros in group sales,” commented
executive chairman Hartmut Retzlaff, “we were not only able to exceed
an important mark, we could also show that we continue to be on the
growth path with our sustainable business model. Our activities in the
two market regions of Commonwealth of Independent States (CIS)/
Eastern Europe as well as Asia-Pacific, and our Branded Products
segment, contributed to the sales growth in particular.”

“This confirms our strategic orientation by which we concentrate
on furthering our business in emerging markets and focus on the
expansion of our strong brands,” Retzlaff added.

In 2012, Stada increased its group turnover by 7% to €1.84 billion,
largely by virtue of growing its Branded Products business segment by
26% to €596 million. Generics turnover edged ahead by 2% to €1.21
billion despite a 9% slide to €331 million in the German group’s
domestic market (Generics bulletin, 5 April 2013, page 5).

In Germany, the company’s latest sales organisation, StadaVita,
has begun promoting a range of consumer healthcare products,
including a diabetes-care range, under the leadership of Steffen Retzlaff
(Generics bulletin, 18 October 2013, page 3). G

CUSTOM DEVELOPMENT
AND CUSTOM MANUFACTURING

Alkaloid AD - Skopje offers custom development and
custom manufacturing of the following Pharmaceutical
forms:

® Oral solid dosage forms
Liquids

Both of the production sites for the above forms are EU
GMP approved by the MHRA.

Out-license is possibility for the current MAs within the
EU markets, for products in running DCPs as well as for
pipeline product.

For additional information contact us on:
business.development@alkaloid.com.mk
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MERGERS & ACQUISITIONS

Teva trumps Endo
with NuPathe offer

eva has agreed to pay US$144 million for US-based neuroscience

firm NuPathe, trumping Endo’s earlier takeover bid. NuPathe’s
board of directors has unanimously approved Teva’s US$3.65 per
share cash offer — which is around 28% more than Endo’s upfront cash
offer of US$2.85 per share made late last year (Generics bulletin,
10 January 2014, page 4) — and the two firms expect to close the deal
this month, subject to various conditions.

The Israeli group’s offer also includes contingent payments —
which match those offered by Endo — of up to US$3.15 per share, based
on sales milestones for NuPathe’s US Food and Drug Administration
(FDA) approved Zecuity (sumatriptan) transdermal migraine treatment.
Sales of at least US$100 million across any four consecutive quarters
during Zecuity’s first nine years on the market will see the Israeli
company pay an additional US$2.15 per share, while an extra
US$1.00 per share will be paid should turnover exceed US$300 million
for any 12-month period.

“We believe that Zecuity is a great fit with our existing US Central
Nervous System (CNS) business unit, with near-term sales and significant
commercial potential,” observed the Teva unit’s general manager, Mike
Derkacz. As the only prescription migraine patch approved by the FDA,
Zecuity had been shown to relieve not only migraine headache pain,
but also migraine-related nausea, pointed out Teva, which will also
gain access to NuPathe’s proprietary transdermal technology.

Reporting a third-quarter operating loss of US$7.59 million on
no sales, NuPathe said it had teamed up with LTS Lohmann to make
commercial quantities of Zecuity patches.

The Israeli group could face US generic competition for its CNS
blockbuster Copaxone (glatiramer acetate) when US patents expire
in May. Teva recently predicted its turnover this year could be US$500
million higher should US generics not be launched. The firm has just
received US approval for a three-times-a-week, 40mg/ml formulation
of Copaxone.

While NuPathe’s board had unanimously approved Endo’s offer,
on 6 January it received an e-mail from Teva’s head of global business
development, Ivana Liebisch, making an unsolicited acquisition
proposal. The two firms had previously been negotiating a co-promotion
partnership. In that e-mail, Teva offered to pay the US$5.0 million
termination fee that NuPathe would owe Endo for breaking off the deal.

Maintaining that Endo’s offer had “represented fair value for
NuPathe”, the US firm’s president and chief executive officer, Rajiv
De Silva, said Endo would “look to deploy capital on other opportunities
to create value for its shareholders”. G

MANUFACTURING

Indoco allays facility worries

ndoco Remedies has moved to allay concerns that its sterile-products
facility in Goa, India, may be subjected to a warning letter issued
by the US Food and Drug Administration (FDA).

Stressing that it had not received a warning letter, the Indian
company said it had responded with remediation and preventive actions
to a ‘Form 483’ list of observations issued after the FDA inspected the
Goa site in August last year. “All the issues stand resolved, and the
company is awaiting an establishment inspection report (EIR), which
normally takes five to six months,” Indoco stated. G
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REGULATORY AFFAIRS

GPhA disagrees over
US plan on shortages

mposing a fixed time limit within which supply-chain disruptions

must be reported as part of efforts to tackle drug shortages is “not
feasible” and could lead to “significant over-reporting”, according to
the US Generic Pharmaceutical Association (GPhA). The US Food and
Drug Administration (FDA) last year invited comments on a proposal
to set this limit at five business days (Generics bulletin, 15 November
2013, page 14).

In a letter to the FDA, the GPhA’s senior vice-president for sciences
and regulatory affairs, David Gaugh, said the association “must disagree
respectfully” with the time-limit proposal.

“We are concerned that in some instances it may not be feasible
for the manufacturer of a drug to comply,” Gaugh said, adding that the
proposal also risked the “unintended consequence” of manufacturers
reporting a supply interruption when they did not know whether this
would lead to a disruption. Instead, Gaugh recommended the FDA to
maintain the ‘as soon as practicable’ standard stipulated in the FDA
Safety and Innovation Act (FDASIA), thus avoiding the “significant
over-reporting of routine, everyday interruptions”.

The GPhA also suggested the FDA should consider market
dynamics. This would also avoid the reporting of supply-chain disruptions
“that are not true drug shortages”. A filter of ‘primary suppliers’ could
identify those that contributed a “significant” percentage of a certain drug.

Another GPhA suggestion included adding a 60-day potential
supply disruption period as the minimum for reporting, which could
“avoid chances of inventory hoarding and artificial increases to market
demand that ultimately undermines the intent of FDASIA”. The
association also urged the FDA to work with manufacturers to define
more clearly the products which were used in the “severe and life-
threatening conditions” referred to in the proposal.

Furthermore, the GPhA has asked the FDA to consider regulatory
discretion where “medically necessary drugs” are concerned. “An
available product may be impacted by a minor good manufacturing
practice (GMP) deviation, but could be usable to save a patient’s life,”
the generics association pointed out. G

INTELLECTUAL PROPERTY

Accusations fly in South Africa

Arow has broken out in South Africa over originators’ attempts to
steer a review of the country’s intellectual-property laws.

Reacting to reports that health minister Aaron Motsoaledi had
accused originators of “genocide” through a “satanic plot” to derail
measures that would improve access to medicines, humanitarian group
Meédecins Sans Frontieres (MSF) insisted that “to have foreign
companies spending ZAR6 million (US$0.55 million) to dissuade
government from pushing legislation that promotes access to more
affordable medicines is outrageous”.

But the Innovative Pharmaceutical Association South Africa
(Ipasa) said the supposed plot was a proposal for a campaign made by
a public-affairs company that it had rejected. “Ipasa supports the
broad objectives of the draft national policy on intellectual property,”
the originators’ body stated, adding that it had submitted its comments
to South Africa’s Department of Trade and Industry (DTI), which is
responsible for finalising the policy (Generics bulletin, 6
December 2013, page 19). G
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MHRA - the UK’s Medicines and Healthcare products Regulatory
Agency — has released the latest edition of its guide on European
Union (EU) current good manufacturing practice (cGMP) and
distribution, the Orange Guide. The text, which replaces the previous
guidance published in 2007, includes “substantial amendments” to
the Community code relating to human medicinal products.

S&P DOW JONES INDICES - a provider of financial market indices —
has said that patients choosing generic alternatives over brands
contributed to total US medical costs rising by only 3.2% in the
12 months ended August 2013, compared to the 4.8% rise reported
over the prior-year period. Pointing to the falling use of brands, the
managing director of S&P’s Index Committee, David Blitzer, said
“purveyors of branded pharmaceuticals chose to respond to price
competition by increasing prices to offset declining usage”. “Compared
to branded [medicines], where usage is dropping by 15% annually,
generics see consistent increases,” he added.

US doctors are a third more likely to prescribe branded medicines
when they are requested by a patient, despite the availability of
cheaper generic rivals, according to a study authored by Eric Campbell
and published in JAMA Internal Medicine. The study also found that
37% of doctors admitted to neglecting to prescribe generics. “That
figure is probably an underestimate,” Harvard professor Campbell
observed, “because even though our survey was anonymous, there’s
still going to be a reluctance among doctors to admit doing something
that would be perceived negatively.”

NATURE BIOTECHNOLOGY has published a joint paper by trade
association Biotechnology Industry Organisation (BIO) and research
service BioMedTracker (BMT) which shows that the overall success
rate for drugs moving through clinical trials to US Food and Drug
Administration (FDA) approval dropped by as much as half between
late 2003 and the end of 2011. Using BMT’s proprietary database
of close to 4,500 drugs and over 7,300 unique development paths,
the two bodies showed that FDA approval slid from about one in

five or six to one in 10 over the eight years.

PHARMEXCIL - the Pharmaceuticals Export Promotion Council
of India — is requesting feedback from members that would be
interested in making use of a warehousing facility that it is proposing
to set up in Nigeria. The council — which plans to have premises
in Lagos — is requesting information such as whether members
have offices in Nigeria and neighbouring countries, and the value
of their exports to those countries.

IEIS — the Pharmaceutical Manufacturers Association of Turkey —
has stated that IBSA Pharma has joined its association. The Swiss
firm has been operating in Turkey since 2007.

FDA — the US Food and Drug Administration — has announced plans to
“take enforcement action against unapproved and misbranded oral
and injectable drug products labelled for prescription use and
containing codeine sulfate, codeine phosphate, or dihydrocodeine
bitartrate”. Some products covered by this action also included
acetaminophen — known as paracetamol in other markets — at doses
higher than 325mg, the agency pointed out, despite this being the upper
limit allowed per dosage unit by the FDA in oral prescription products.

DANISH manufacturers, importers and distributors of active

pharmaceutical ingredients (APIs) must notify the Danish Health and
Medicines Authority by 1 March of any changes to their registration
information that may affect the quality or safety of their APIs. G



SUBSTITUTION

German deal blocks
certain substitution

he immunosuppressant ciclosporin and the epilepsy drug phenytoin

will be excluded from generic substitution from 1 April under the
terms of a deal hammered out between Germany’s statutory health
insurance funds and the country’s pharmacy association, the DAV.
Further ingredients could be barred at a later date, based on general
principles agreed by the two parties.

Triggered by a petition to exclude strong analgesics from
substitution, the German government had commissioned the DAV and
the funds’ GKV-Spitzenverband umbrella body to draw up a list of
substances that should not be substituted. After lengthy arbitration, the
two bodies have now reached an agreement.

“For the first time,” said the DAV, “ingredients have been defined
for which prescribed medicines do not have to be switched for cheaper
drugs covered by rebate contracts.” The pharmacists’ association believes
around 20 molecules should be exempted, including cardiovascular
agents, immunosuppressants and modified-release analgesics.

Arguing that undisclosed “objective criteria” that the two parties
had agreed would ensure exceptions from substitution were rational,
the GKV-Spitzenverband said the agreement should not affect the
newly-installed German parliamentary coalition’s intention to transfer
responsibility for the list of exceptions to the country’s federal joint
committee, the G-BA. G

REGULATORY AFFAIRS

ANDA filers must look ahead

ompanies considering filing abbreviated new drug applications
(ANDAs) in the US should be looking at drugs currently in Phase II
and III clinical trials as potential targets, according to Shashank Upadhye,
a partner at US law firm Seyfarth Shaw, speaking at a company seminar.
Former Apotex and Sandoz executive Upadhye said generics
companies needed to be planning far ahead if they were to remain
competitive. “We are seeing ANDAs being filed within two months of
the reference-listed drug being approved and launched,” he observed.
Competition to achieve first-to-file status, and the accompanying
180-day generic market exclusivity, was intense, Upadhye noted. At
least 16 companies had filed ANDAs containing paragraph IV patent
challenges for lacosamide on the first day possible, a year before UCB’s
new chemical entity (NCE) exclusivity for Vimpat expired on 28 October
2013, he pointed out (Generics bulletin, 6 September 2013, page 24). G

REGULATORY AFFAIRS

FDA aims to improve quality

mproving the “completeness and quality” of abbreviated new drug

applications (ANDASs) is the goal of a public docket established by
the US Food and Drug Administration (FDA). The docket is open
for comments until 24 March.

“Specifically,” the agency stated, “FDA is interested in hearing
about any difficulties sponsors are having developing and preparing
their ANDA submissions that FDA could help address, for example by
providing better information.” The agency is also “seeking input on how
to best share suggestions for improving the quality of ANDAs”. G

REGULATORY AFFAIRS/INDUSTRY ASSOCIATIONS

Regulatory costs are
endangering industry

Europe’s generics industry must push for “significant changes to the
regulatory environment” to ensure associated costs do not “become
a barrier to developing and improving generic and biosimilar products,
or even maintaining these products in the market”, according to Beata
Stepniewska, deputy director-general of the European Generic
medicines Association (EGA).

Speaking at the 13th EGA Regulatory & Scientific Affairs
Conference, held in London on 23-24 January, Stepniewska highlighted
“huge potential” for improving the European Union’s (EU’s)
regulatory environment. Practical steps, she argued, should include:
streamlining the costs and processes of variations procedures;
simplifying the decentralised procedure; improving work-sharing
as a core element of the EU regulatory network; and assessing the
impact of new legislation on both competent authorities and industry.
Enabling single development processes for global markets would also
be crucial to ensure EU firms remained competitive, she insisted.

The EGA is also concerned that new pharmacovigilance fees
payable to the European Medicines Agency (EMA) have been imposed
on top of similar fees due to national agencies. For drugs approved via
the EU’s decentralised route, this raised the risk of industry having
to pay at least twice.

Furthermore, the association estimates, implementing anti-
counterfeiting safety features will cost industry around €1 billion
(US$1.4 billion) over the next few years (Generics bulletin, 4 May
2012, page 10).

“The impact of this high burden for our industry might create a
shift of generic medicines production away from Europe and a significant
decrease in the availability of high-quality medicines for patients,”
warned the EGA’s medical affairs manager, Maarten Van Baelen. &G

REGULATORY AFFAIRS

US agrees to restore user fees

n agreement has been reached between the US House of
Representatives and the country’s Senate on legislation that would
restore ‘sequestered’ user fees paid to the US Food and Drug
Administration (FDA) in the financial year ended September 2013.
A group of representatives recently urged the US Office of Management
and Budget that user fees — including almost US$15.3 million collected
by the FDA under the Generic Drug User Fee Act (GDUFA) — should
not be affected by the 5.1% across-the-board sequestration that took
effect on 1 March 2013 (Generics bulletin, 10 January 2014, page 15).
“The Omnibus Appropriations Act reflects the bipartisan support
of members of Congress to roll back the sequester of fiscal year 2013
user fees,” explained Representative Anna Eshoo. Commending the
legislation, the US Generic Pharmaceutical Association (GPhA) said
it “looks forward to prompt Senate approval in the coming days”.
“Restoration of previously sequestered user fees, particularly
those designated in accordance with GDUFA, and the Biosimilar
User Fee Act (BsUFA), is a necessary and commendable step,” said
Ralph Neas, president and chief executive officer of the GPhA.
“Now,” he added, “agency experts can get back to business,
expediting site inspections and enhancing the generic-drug application
and review process to ensure that savings from generic medicines are
realised by patients, government, businesses and others.” G
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REGULATORY AFFAIRS

Brazil urges input on
similares proposals

omments have been invited from industry stakeholders by Brazil’s

medicines agency, Anvisa, over proposals to allow ‘similares’
drugs — which contain the same active ingredients as brands but
were not approved under the same bioequivalence standards as
generics — to be substituted in the same way as traditional generics.

“The determination of the equivalence of similares drugs is possible
due to the determination by Anvisa that all products in this category
prove equal to the reference medicine,” the agency stated, adding that
rules introduced in 2003 had set out a ten-year timetable for similares
products to prove equivalence to their branded counterparts. “By the
end of 2014, all “similares’ products on the market will be technically
equivalent to the reference products,” Anvisa noted.

As part of the proposals — first mooted by Anvisa last year
(Generics bulletin, 15 November 2013, page 17) — similares drugs
would all have packaging indicating their status, in a similar fashion
to the yellow band used on Brazilian packs of generics.

Anvisa recently agreed a memorandum with local generics
industry association Progenéricos to foster technical and operational
cooperation between the two bodies (Generics bulletin, 10 January
2014, page 10). G

PHARMACOVIGILANCE

Proportionality key to EU risk

Risk-management plans (RMPs) required as part of marketing-
authorisation applications for generics in the European Union (EU)
need not be overly burdensome to applicants, according to Peter Arlett,
head of sector for pharmacovigilance and risk-management at the
European Medicines Agency (EMA). Rather, he told delegates to the
European Generic medicines Association’s (EGA’s) pharmacovigilance
discussion forum in London, UK, at the end of January, RMPs should
be proportionate to the product’s risk.

“I know that there is concern about the requirement for generics
to submit RMPs,” Arlett acknowledged, “but it is a question of getting
it right in terms of proportionality.” The process would become more
efficient as more RMPs were made public and were able to be used
as the basis for future plans, Arlett predicted.

Meanwhile, Mick Foy from the UK’s Medicines and Healthcare
products Regulatory Agency (MHRA) observed that the requirement
to submit an RMP was still not clear to all suppliers, noting that some
firms attempting to register generics had mistakenly asked the UK
regulator for a “waiver” from RMPs. G

REGULATORY AFFAIRS

FDA must reconsider
change to label rules

hanges to rules on generic labelling being considered by the US

Food and Drug Administration (FDA) should be reconsidered
by the agency, according to a letter sent by a group of US congressmen
to FDA Commissioner Margaret Hamburg. Under the proposed rule —
opened for comment late last year (Generics bulletin, 15 November
2013, page 1) — US generics firms would be able to update safety
information on product labelling using the same ‘changes being
effected’ process as originators. Current US federal law dictates that
a generic’s label must match that of the brand and can only be updated
once brand labelling is altered.

“Allowing generic manufacturers to unilaterally change their
labelling means potentially dozens of drugs that are chemically and
biologically identical might nonetheless bear different safety
information,” the letter warns, “confusing patients and prescribers alike.”
The proposed rule would “conflict directly with the statute”, the
congressmen insist, as well as imposing “significant costs on the drug
industry” that “could be in the billions”.

These expenses could result from “costly, duplicative testing”
due to a lack of clarity for manufacturers over labelling changes that
might previously have been considered or rejected by the FDA, the
letter suggests, as well as increased exposure to tort lawsuits.

Emphasising their “grave concerns” over the proposal, the
congressmen “respectfully request the agency explain and reconsider
this departure from more than two decades of settled practice”.

The FDA recently granted a request made by the US Generic
Pharmaceutical Association (GPhA) to extend the deadline for
comments on the proposed rule until 13 March 2014 (Generics
bulletin, 10 January 2014, page 15). G

PRICING & REIMBURSEMENT

German funds solicit offers

he GWQ group of 43 German funds is seeking bids for 144 active

ingredients or combinations in its ninth tender round. Two-year
supply contracts in the funds’ ninth tender round are scheduled to start
on 1 July 2014, offering access to around 7 million Germans.

In total, the GWQ is seeking bids for 163 lots, 139 of which will
be awarded on an exclusive basis, with the remaining 24 to be split
between three suppliers. At retail prices, the ingredients — which include
acarbose, levetiracetam and valsartan, as well as those covered by the
fifth GWQ tender round that expires on 30 June this year — have annual
sales through the funds of around €110 million (US$151 million). G

LEGISLATION

India clarifies investment rules

N on-compete clauses will be allowed as part of foreign direct

investment (FDI) pharmaceutical deals in India only “in special
circumstances”, the country’s Ministry of Commerce and Industry has
clarified. Stating that there was in principle no limit on greenfield or
brownfield foreign investment in pharmaceuticals, the ministry said the
Indian government “may incorporate appropriate conditions for FDI
in brownfield cases at the time of granting approval”. G
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MARKET RESEARCH

GPhA points to spending drop

ealthcare spending in the US that increased by just 3.7% in 2012

marked “the fourth consecutive year of low growth”, according
to research by the Centers for Medicare and Medicaid Services (CMS)
cited by the US Generic Pharmaceutical Association (GPhA). “This
successful cost control is consistent with data demonstrating that savings
from generic medicines are at an all-time high, reaching US$217 billion
in 2012,” the association observed. G



BIOLOGICAL DRUGS

Biocon’s trastuzumab
is introduced in India

Biocon is launching a follow-on version of trastuzumab in India
under the brand name Canmab. The product — which was developed
in partnership with Mylan and is being manufactured at Biocon’s plant
in Bangalore, India — would be available to patients “around the first
week of February”, Biocon said. Roche’s Herceptin original had
Indian sales of about US$21 million in 2012, Biocon claimed.
Calling the launch “an important milestone for our biosimilars
programme”, Biocon’s managing director and chairperson, Kiran
Mazumdar-Shaw, said the product “demonstrates our ability to deliver
on our promise of affordable innovation with a high-quality, world-
class product”. The monoclonal antibody would “make a significant
difference in the treatment paradigm for HER2-positive breast cancer
in India”, Mazumdar-Shaw added. Biocon’s version offered “the same
level of safety and efficacy as the reference product”, she insisted.
Moreover, Biocon added, “unlike the product currently available
in the market, both 150mg and 440mg formulations of Canmab can
be stored for one month”. This was “an important offering for patients
in India, as it will ensure that there is no under-dosing or wastage”.
“Canmab will be available at about a 25% discount to the current
list price of the reference product in India,” Biocon revealed. This was
“already significantly lower than its price in developed markets”, the
firm added. The 150mg presentation will be priced at Rs19,500
(US$317) per vial. G
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Italian ruling upholds
Xalatan abuse fine

taly’s Council of State has upheld a ruling that Pfizer abused its

dominant market position for Xalatan (latanoprost) to keep generics
off the market. In 2012, the country’s competition authority, the
AGCM, fined Pfizer €10.7 million (US$14.5 million) after finding
that the originator abused its position by artificially extending
protection for Xalatan (Generics bulletin, 17 February 2012, page 1).

In its ruling, the AGCM had found that Pfizer “exploited the legal
uncertainty” surrounding a supplementary protection certificate
(SPC) based on divisional patent EP1,225,168 to prevent generics firms
from launching latanoprost rivals. The SPC extended protection from
6 September 2009 — when the basic molecule patent EP0,364,417
expired — until 17 July 2011. However, a separate decision by an
administrative court later concluded that Pfizer had done no more than
protect its “legitimate rights and interests” (Generics bulletin, 14
September 2012, page 1).

Noting that the latest ruling by the Council of State “definitively
confirms the decision of the competition authority”, Italy’s generics
industry association, Assogenerici, said the decision was an “important
result” that the association would “evaluate in detail” once the full
details were published. To avoid the possibility of such “delaying tactics”
being used, urged Assogenerici’s president, Enrique Hidusermann,
Italy’s government should take steps to align local legislation with
European rules on patent linkage. G
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ALZHEIMER’S DISEASE DRUGS

Canadian companies
introduce donepezil

everal of Canada’s leading generics players have introduced

donepezil tablets after the expiry of Eisai’s Canadian patent
CA1,338,808 that protected the Aricept brand marketed by Pfizer.

Ranbaxy says it conducted a ‘day-one’ launch of donepezil Smg
and 10mg tablets. Quoting IMS data, Ranbaxy — which is making the
finished-dosage form at its Ohm facility in New Jersey, US — said
Aricept achieved Canadian sales of C$154 million (US$141 million)
in the 12 months ended November 2013.

Mylan — which had earlier failed to overturn the ‘808 patent
(Generics bulletin, 20 April 2012, page 13) — has also introduced
donepezil tablets in Canada, as has Apotex. Other companies that have
obtained notices of compliance (NOCs), or marketing authorisations,
for donepezil tablets from Health Canada are Accord Healthcare,
Laboratoire Riva, Sandoz and Teva.

According to Health Canada’s Patent Register, the sole unexpired
patent that covers Aricept is Canadian patent 2,252,806, which describes
processes for producing four polymorphs of donepezil hydrochloride
and expires on 6 June 2017. G

ANALGESICS

Teva wins on US OxyContin

hree US low-impurity patents protecting Purdue’s OxyContin

(oxycodone) analgesic are invalid, a New York district judge has
ruled. Judge Sidney Stein also found that an abuse-resistance patent
was invalid, while another of Purdue’s abuse-resistance patents was
not infringed by a generic version of OxyContin developed by Teva.

Addressing the three patents describing an oxycodone salt with
low levels of o,B-unsaturated ketone (ABUK) impurities — US patents
7,674,799, 7,674,800 and 7,683,072, each of which expires on 30
March 2025 — Stein noted that Teva’s extended-release tablets, which
used an active pharmaceutical ingredient (API) made by Noramco,
would infringe the three patents.

However, Stein decided that “the low-ABUK invention would have
been obvious to a skilled artisan”. Creating a low-ABUK API, as required
by the US Food and Drug Administration (FDA), involved no more
than “a predictable use of prior-art elements according to their established
functions” as described in the landmark KSR obviousness decision.

US abuse-deterrent patent 8,114,383 was invalid, Stein said,
because its claims were disclosed in a prior-art application describing
a hot-melt extrusion process. G

BIOLOGICAL DRUGS

Janssen seeks different INNs

Biosimilars should have international non-proprietary names (INNs)
that are distinguishable from their reference products or other

biosimilars, according to a citizen petition submitted to the US Food
and Drug Administration (FDA) by Johnson & Johnson’s Janssen

subsidiary. “Our own experience with Eprex/Erypo (epoetin alfa) has
informed our views,” Janssen said, highlighting “the importance of
the ability to identify precisely which product a patient has received
and the risks associated with inadvertent switching”. G
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SANDOZ is appealing against a US decision denying the generics
firm a declaratory ruling that its planned biosimilar rival to Amgen’s
Enbrel (etanercept) does not infringe two patents protecting the
biologic brand. Late last year, a northern California district court
rejected Sandoz’ motion for a ruling confirming that the firm’s
“assertedly biosimilar product” did not infringe US patents 8,063,182
and 8,163,522 (Generics bulletin, 6 December 2013, page 23).

PROSONIX — the UK-based respiratory specialist — says it has
received “positive top-line results” from a Phase II dose-ranging
study for glycopyrronium bromide suspension developed using its
novel particle-engineering technology (Generics bulletin, 4 October
2013, page 24). A double-blind, single-dose study of the firm’s
PSX1002 candidate met its primary endpoint of demonstrating
improved lung function in 37 chronic obstructive pulmonary disease
(COPD) patients, with “statistically significant separation from placebo
for all doses” and a clear progression of effect by dose. Having
identified two potential doses and a once-daily dosing interval, Prosonix
plans to conduct a repeat-dose, dose-ranging study later this year.

ACTAVIS, HI-TECH, LUPIN and SANDOZ have failed to overturn
five US patents protecting Allergan’s Lumigan (bimatoprost) 0.01%
ophthalmic solution until 13 June 2027. Texas District Judge Michael
Schneider found all five patents — four of which expire in March
2025, and the other in June 2027 — were valid and infringed by the
generics firms’ abbreviated new drug applications (ANDAs).

AKORN has added to its ophthalmics portfolio by acquiring the US
marketing authorisation and all rights to Japanese firm Santen’s
Betimol (timolol) 0.25% and 0.5% ophthalmic solution. The US
company — which recently bought fellow US generics firm and
ophthalmics specialist Hi-Tech Pharmacal for US$640 million
(Generics bulletin, 6 September 2013, page 1) — expects to launch
the glaucoma and ocular hypertension treatment early this year.

TEVA UK has launched a rival to GlaxoSmithKline’s Malarone

(atovaquone/proguanil) 62.5mg/25mg and 250mg/100mg tablets
under the brand name Mafamoz. The generics firm noted that the
malaria treatment was “under certain circumstances” prescribed on
the UK’s National Health Service (NHS), but was typically available
via private prescription. India’s Glenmark has marketed a generic
rival to Malarone in the UK since early last year, after successfully
convincing the country’s High Court to revoke the originator’s patent
for obviousness (Generics, bulletin, 15 February 2013, page 21).

HI-TECH intends to begin shipping its generic rival to Ista’s Bromday
(bromfenac) 0.09% ophthalmic solution “immediately”, after the
US firm’s abbreviated new drug application (ANDA) received final
approval from the US Food and Drug Administration (FDA). Fellow
US company Mylan was the first firm to launch generic bromfenac,
but its ANDA was based on a discontinued formulation of a different
dosing regimen that the originator marketed under the Xibrom
brand (Generics bulletin, 10 June 2011, page 23).

FRENCH rivals to Bayer’s Diane 35 (cyproterone/ethinylestradiol)
2mg/0.035mg tablets have been allowed to re-enter the market
following a decision by the European Medicines Agency’s (EMA’s)
Pharmacovigilance Risk Assessment Committee (PRAC) that the
brand and its generic alternatives are safe to use as an acne
treatment (Generics bulletin, 9 August 2013, page 21). France’s
medicines agency, ANSM, had previously suspended marketing
authorisations for the products over safety concerns (Generics
bulletin, 15 February 2013, page 23). G



BIOLOGIC DRUGS

Celltrion gets nod for
Korean trastuzumab

Celltrion has received approval for a biosimilar version of
trastuzumab from South Korea’s Ministry of Food and Drug Safety
(MFDS) under the brand name Herzuma. The firm said it expected to
start marketing the product “within the first half of this year, after the
completion of administrative procedures, including notification to
the Ministry of Health and Welfare”. Herzuma has been approved
for treating “early and advanced metastatic HER2-positive breast
cancer as well as advanced metastatic stomach cancer”.

Claiming that trastuzumab — marketed by Roche’s Genentech
as Herceptin — had global sales of around US$6.3 billion in 2012,
Celltrion said its domestic market for the product was worth around
US$80 million. The price of Genentech’s Herceptin in Korea would
automatically drop by 30% as soon as the first biosimilar rival to the
brand entered the market, the firm added.

Noting the MFDS approval received by Celltrion in 2012 for its
Remsima (infliximab) rival to Janssen’s Remicade (Generics bulletin,
3 September 2012, page 16) — which was followed by European
approval for the product a year later (Generics bulletin, 20 September
2013, page 17) — the company said the trastuzumab authorisation
“consolidates our position as a leader in biosimilar competition”.

“Herzuma’s approval is another major milestone for biosimilar
development, as this approval marks the first approval of an oncology
biosimilar monoclonal antibody (mAb) with global clinical trial results,”
Celltrion observed. The firm said it had conducted global clinical trials
involving 558 patients starting from August 2009 to December 2011,
in 115 locations across 18 countries.

“To date, there have been no biosimilar mAbs for breast cancer
that have completed clinical trials in Europe or any other developed
nations,” Celltrion added, “which confirms Celltrion’s advantageous
position in the breast cancer biosimilar mAb market.” When Celltrion
filed its trastuzumab application with the MFEDS last year (Generics
bulletin, 28 June 2013, page 20), t