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The roundup of 2014’s top-selling drugs is dominated by the most
expensive of drugs to develop, the biologicals. The year’s best-selling
drug was AbbVie’s Humira, a monoclonal antibody (mAb) for the
autoimmune disease rheumatoid arthritis (RA), which surpassed its
2013 sales by 18%. The trend in increasing sales, seen in the 2014 figures,
will likely see the drug through to a top spot in the 2015 ranking, when
Cortellis Competitive Intelligence Consensus forecasts predict sales of
$14.299 billion. A highlight of 2014 was the eagerly anticipated Sovaldi
for chronic hepatitis C virus (HCV) infection which leapt straight from
launch in 2013 to the number two spot in the rankings in 2014.

Next in the ranking of the top drugs is Sovaldi. The next-generation
HCV NS5B polymerase inhibitor by Gilead ranks number two in line with
sales of $10.283 billion, up from $139.0 million in 2013. The prodrug
was first launched for chronic HCV infection in December 2013, and
Gilead now benefits from approvals in all major markets. The oncedaily pill shortens HCV treatment duration to just 12 weeks, down from
24 to 48 weeks. Line extension has already been realized through
Gilead’s launch of Harvoni, a combination of Sovaldi and Gilead’s NS5A
inhibitor ledipasvir, which entered the market in 2014 as the first oncedaily single-tablet regimen. Sovaldi benefits from protection in the US
and the EU until 2029 and 2028, respectively, but its patent portfolio
has been under attack. In most emerging markets, generic Sovaldi is
to be launched through an expanded access program under Gilead’s
non-exclusive licensing agreements with multiple generic companies;
launch in India happened in March 2015.

Humira
AbbVie’s Humira ranks number one in 2014’s top drugs, with AbbVie
reporting sales of $12.543 billion, representing a year-on-year increase
of 18% on 2013. Humira, a first-in-class fully human recombinant human
IgG1 mAb against the inflammatory cytokine tumor necrosis factor (TNF)
alpha, reduces the inflammatory response in autoimmune disease and
was first launched in January 2003 for the primary indication of RA.
Thereafter, approval was extended into other autoimmune indications,
including psoriatic arthritis, ankylosing spondylitis, Crohn’s disease,
psoriasis, juvenile idiopathic arthritis and ulcerative colitis. Thus, there is
a vast breadth of indicated use and continued expansion can be foreseen,
for example for hidradenitis suppurativa (NDA and MAA filed in 2015).
Opposing the positives of TNF-alpha blockade is a boxed warning
regarding severe and life-threatening infections, a three-fold greater risk
of the development of malignancy observed in clinical trials compared
with the general population, plus the potential for the development of
neutralizing antibodies. In the competitive landscape, the US patent is
set to expire in 2017, which will allow the many biosimilars, biosuperiors
and follow-on-biologics that are in development in on the action. In
December 2014, Zydus-Cadila launched the first Humira biosimilar,
Exemptia, in India.

Remicade
Coming in at third place is Johnson & Johnson (J&J) and Merck & Co’s
Remicade with $6.868 billion in sales reported by J&J and $2.372 billion
reported by Merck, both representing single-digit-percentage increases
on 2013. The chimeric human-murine IgG1 anti-TNF alpha mAb was first
launched for the primary indication of Crohn’s disease in October 1998,
followed by further autoimmune indications, including RA, ankylosing
spondylitis, psoriatic arthritis, psoriasis and ulcerative colitis. Mitsubishi
Tanabe has also launched Remicade in Japan for Behcet’s disease, and
there is ongoing line extension in entero-, neuro- and vasculo-Behcet’s
disease. Remicade’s major threats include Humira, which is in first
billing this year and is a well-entrenched brand with over ten years’
market access that brings in stable blockbuster-level sales. Amgen/
Pfizer’s Enbrel also competes with Remicade as the most-prescribed
biological agent for biological-therapy-naive RA patients.

Rituxan
Roche’s Rituxan, an intravenous murine/human chimeric anti-CD20
mAb, ranks fourth in the 2014 drug list. Worldwide sales for 2014
reported by Roche were CHF 6.900 billion ($7.547 billion), down slightly
from CHF 6.951 billion ($7.500 billion) in 2013. The primary indication
of relapsed or refractory, low-grade or follicular B-cell non-Hodgkin’s
lymphoma (NHL) launched in December 1997, and was subsequently
followed by approval in first-line and maintenance therapy settings.
Other indications now approved include diffuse large B-cell NHL,
chronic lymphocytic leukemia, RA and severe forms of vasculitis. In
Japan, the drug is also approved for steroid-dependent refractory
nephritic syndrome, and this is also an area of active development being
pursued in the US. Humira is a top competitor for Rituxan in the RA
field, and numerous rituximab biosimilars are being developed, with Dr
Reddy’s Laboratories’ Reditux launched in India in 2007, and Celltrion’s
Remsima launched in Europe and filed in the US.

Enbrel
Fifth place in the list goes to Amgen/Pfizer’s Enbrel, with sales of
$4.688 billion reported by Amgen and $3.850 billion reported by Pfizer,
both representing single-digit-percentage year-on-year increases on
2013. Enbrel is a fusion protein for subcutaneous use, comprising the
extracellular domain of the human TNF receptor linked to the Fc portion
of human IgG1, which interferes with the functioning of TNF. The drug
was first launched for the primary indication of moderate-to-severe RA
in November 1998, followed by further immune disorder indications,
including juvenile RA, psoriatic arthritis, ankylosing spondylitis and
plaque psoriasis. US patents covering the method of treatment,
pharmaceutical compositions, vectors, cells and processes expired in
October 2012, but a product patent remains active to 2028. Also in the
US, method-of-use and aqueous-formulation patents are set to expire
in August 2019 and February 2023, respectively. Coverage in the EU
and Japan are both expected to expire in 2015. The race is on to develop
biosimilars and market erosion will likely be seen in all indications.
Among the companies to initiate development of a biosimilar is LG Life
Sciences - phase III development of TNFcept for RA was initiated in
Japan in February 2015 with a trial expected to complete in December
2016. Hanwha has an approved biosimilar (HD-203) in Korea, and
Samsung Bioepis has filed an MAA for the biosimilar SB-4 that has
been accepted for review by the EMA.

Lantus
Sanofi’s Lantus is next up with EUR 6.344 billion ($8.431 billion) in
sales reported for 2014, representing a year-on-year increase of 11% on
2013 and gaining it sixth-place ranking in the 2014 best-seller list. The
recombinant human insulin analog for daily subcutaneous administration
was launched for both type 1 and 2 diabetes in October 2000. Sanofi is
pursuing line extension through the product LixiLan, a combination of
Lantus plus the exendin 4 analog/GLP-1 agonist lixisenatide, licensed
from Zealand Pharma, with regulatory submissions in the US and the
EU planned for 4Q15. Lantus’s US and EU compound patents expire
(including pediatric extension) in February and May 2015, respectively.
US formulation patents are set to expire in June 2023, while exclusivity
and the compound patent have already expired in Japan. Market
erosion will be seen through the launch of biosimilar Abasria by Eli Lilly
in collaboration with Boehringer Ingelheim. This product has received

approval in the major markets and is to be launched according to the
regional timings of Lantus patent expiry. Biocon has already launched
its biosimilar, Basalog, in India.

Avastin
Genentech/Roche’s humanized mAb against VEGF for intravenous
infusion, Avastin, is at number seven with CHF 6.417 billion ($7.018
billion) in 2014 sales representing a year-on-year increase of 6.0% on
2013. The product, which inhibits tumor angiogenesis, was launched in
February 2004 for first-line metastatic colorectal cancer (mCRC), with
subsequent approvals for multiple cancer indications, including nonsmall-cell lung cancer (NSCLC), renal cell carcinoma, metastatic breast
cancer, and glioblastoma multiforme. Further development plans
include pancreatic cancer that has been studied in multiple clinical trials
conducted by Genentech in collaboration with various cancer centers, as
well as development in diverse indications, such as in the rare relapsing
autoimmune disorders, neuromyelitis optica and neuromyelitis optica
spectrum disorder. Avastin was the first FDA approved angiogenesis
inhibitor. However, systemic blockade of angiogenesis is not without
its side effects and Avastin’s label carries a black box warning of
gastrointestinal perforations, surgery wound healing complications and
hemorrhage. Competition with Avastin is seen in most cancer settings,
including by Regeneron’s Zaltrap and Eli Lilly’s Alimta. Biosimilars
have yet to be filed for approval; however, there are many in phase III,
including Actavis/Amgen’s ABP-215 for metastatic NSCLC and Suzhou
AlphaMab’s KN-004 for cancers including breast and metastatic colon
cancer.

Herceptin
A third Roche drug, Herceptin, is in eighth spot in the list, with CHF
6.275 billion ($6.863 billion) in sales, representing a year-on-year
increase of 7% on 2013. The humanized version of the anti-HER2/neu
mAb 4D5 is administered via intravenous infusion. It was approved
for the non-adjuvant treatment of HER2-positive metastatic breast
cancer in September 1998, followed by approval in other breast cancer
settings, plus other HER2-positive cancer indications, including gastric
cancer and adenocarcinoma of the stomach and gastroesophageal
junction. Herceptin was the first humanized antibody approved for
HER2-positive metastatic breast cancer, and entrenched itself well in
the market. Herceptin’s US patents are expected to expire in 2019, while
European protection expired in 2014. Thus there are opportunities for
biosimilar competition and several have launched, including Celltrion’s
Herzuma that is available in South Korea for metastatic gastric cancer
and breast cancer with a BLA filing for breast cancer being planned.
Mylan/Biocon’s CANMAb has launched in India for breast cancer.

Advair
GlaxoSmithKline (GSK)’s Advair is ranked number nine in 2014’s top
drugs list. The fixed-dose twice-daily inhalant combination of the
long-acting beta-2 adrenoceptor agonist (LABA) salmeterol and the
cortocosteroid fluticasone made sales of GBP 4.229 billion ($6.967
billion) in 2014, representing a year-on-year decrease of 20% on 2013.
The decrease was attributed by GSK to a 14% drop in volume and an 11%
drop in price and mix in the US, to increasing competitive pressures in
Europe, and to the transition of the company’s respiratory portfolio to
newer products, although sales grew in emerging markets. Advair was
launched in 1999 for asthma, followed by chronic obstructive pulmonary

disease (COPD) and pediatric asthma. The product’s label carries
a black box warning of an increased risk of asthma-related deaths
associated with the LABA component, and a greater risk for pneumonia
has been reported in COPD compared with Boehringer Ingelheim and
Pfizer’s Spiriva. However, the risk of asthma-related death associated
with the LABA component was lower than the risk associated with the
LABA monotherapy. The basic patent covering Advair expired in the US
in September 2010 and patent coverage for the HFA inhalation device

expires between 2015 and 2026 in the US, and in 2017 in the EU. The
main competition to Advair is from AstraZeneca and Astellas Pharma’s
inhaled corticosteroid/LABA combination, Symbicort.

Conclusion
Humira is the top-selling drug of 2014, surpassing its 2013 sales by 18%.
A highlight of the year was the eagerly anticipated Sovaldi that jumped
straight to number two shortly following its launch in 2013.

