3Q16 PORTFOLIO COMMENTARY

Janus Global Life Sciences Fund

Investment Environment
Global health care stocks were roughly flat during the quarter, outpaced by gains in
broader equity markets. Stocks rose over the early part of the quarter as markets
regained their footing after sliding in the wake of June’s Brexit results. Global markets
remained largely range-bound for much of the rest of the period as investors turned their
attention toward monetary policy. The calm was broken as Federal Reserve (Fed)
officials put forth the case that the economy was nearing the point where interest rates
should be raised. Despite the late-period volatility, many benchmarks finished the quarter
with gains, led mostly by cyclical sectors. Within health care, gains were largely
concentrated in life sciences tools and services, with biotechnology and health care
technology also registering solid increases. Health care distributors and pharmaceuticals
delivered the steepest losses within the index.
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Performance Discussion
The Fund outperformed its primary benchmark, the MSCI World Health Care Index and
its secondary benchmark, the S&P 500 Index, for the quarter. We seek to invest in
companies worldwide that are addressing high, unmet medical needs and providing
efficient and cost-effective health care solutions. We believe the health care sector, with
its rapid growth and high complexity, offers abundant opportunities for differentiated
research. We believe understanding both the science and the business behind new
therapies is key to driving long-term results.
The Fund’s outperformance against its primary benchmark was driven mostly by our
selection of biotechnology stocks, followed closely by our overweight to the sector.
Strong stock selection and an underweight to pharmaceuticals also aided results.
Holdings within health care services and life sciences tools and services weighed most
on performance. As biotechnology stocks came under pressure earlier in the year, we
believed valuations had hit levels that would make promising companies attractive
acquisition targets. Over the past quarter, not only did the sector rebound from what we
considered oversold levels, but many such deals came to fruition. The appetite for
innovation was not only illustrated by the significant premiums commanded – reaching
levels well above historical norms – but also by several takeover candidates being
pursued by multiple buyers.
Among the Fund’s leading contributors was Puma Biotechnology. During the quarter,
cancer-focused biotech companies gained favor with investors in the wake of Pfizer’s
acquisition of Medivation for $14 billion. This raised the expectation that other
companies with promising cancer therapies in their pipelines could become acquisition
targets as well. Company-specific news also aided Puma as the Food and Drug
Administration (FDA) accepted the new drug application for Neratinib, Puma’s therapy
aimed at early-stage breast cancer. The company is hopeful that Neratinib can go to
market in both the U.S. and Europe in 2017.
Also benefiting from encouraging developments in new therapies was the UK’s GW
Pharmaceuticals. Late in the quarter, the company announced positive phase 3 trial data
for Epidiolex in the treatment of Lennox-Gastaut Syndrome (LGS), a rare form of
childhood-onset epilepsy. Epidiolex is a cannabidiol product aimed at reducing seizures
in LGS patients. Earlier in the year, GW presented positive results for another indication
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Executive Summary
• Global health care stocks
finished the quarter roughly flat,
although biotechnology
companies rebounded from
early-year weakness due, in
part, to acquisition activity.
• The Fund outperformed its
primary benchmark, largely due
to its biotech holdings.
• We see innovation continuing to
drive the sector, and doubt that
the winner of November’s
elections will command a
sufficient mandate to make
wholesale changes to the
sector.
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treated by Epidiolex, Dravet Syndrome.
Biogen’s shares rose during the period on the back of a solid
earnings report. Management also provided forward guidance
ahead of expectations, which was well-received by investors.
Aiding the stock, too, was a rebound amid rumors that Biogen
could be another potential acquisition target.
Pharmaceutical company Bristol-Myers Squibb weighed most
on performance. The stock declined after the company reported
that its immuno-oncology therapy – Opdivo – failed to improve
progression free survival rates when taken alone for a certain
type of lung cancer. While disappointed with these specific
results, it is our view that the failure was, in part, driven by the
design of the study. We continue to like the potential of the
company’s immuno-oncology franchise, headlined by Opdivo, as
the drug has already been proven effective in treating an
expanding number of cancers. It has approved for the treatment
of lung cancer, kidney cancer, skin cancer, head and neck
cancer and Hodgkin’s lymphoma. We are also excited about the
potential for combinations of Opdivo with other immunooncology agents in development.
While French drug maker Sanofi weighed on performance, we
believe that the market overreacted to developments that, in our
view, were already reflected in the stock price. The launch of
cholesterol-lowering drug Praluent has been admittedly slower

than expected, and its long-acting insulin therapy, Lantus, faces
competition from the introduction of a follow-on-biologic. North
American pharmacy benefits managers (PBM) have capitalized
on the latter development to extract price concessions on
Lantus in their formularies. We believe, however, that
management had already been forthcoming in signaling these
developments to investors. The company’s current valuation, in
our view, does not represent the positive developments that
have transpired; the management team has streamlined the
company’s culture and elevated the priority of its four key
franchises. Toward the end of the quarter, the Food and Drug
Administration (FDA) slated for priority review the company’s
new – and potentially blockbuster – atopic dermatitis therapy
that it is developing with Regeneron.
Shares of diabetes-focused Novo Nordisk slid in the wake of a
weak earnings report and softer near-term outlook. Quarterly
sales missed consensus estimates, although tighter cost
controls limited the damage to earnings. Management also
lowered full-year guidance and expressed caution about its
outlook for 2017. Key to their concerns was the expectation of
increased pricing pressure in its U.S. business as competition
for important product lines increases, and a few products face
new generic competition. Still, we remain optimistic about Novo
Nordisk’s pipeline and long-term growth potential.

For detailed performance information or to download a Fact Sheet, please visit www.janus.com/funds

Outlook
Innovation continues to drive growth. While FDA approvals will
not top last year’s record of 45, 2016 should still register a
robust number of new launches. Quicker approvals are the
hallmark of the increased efficacy of many new treatments and
their ability to address high, unmet medical needs. With plentiful
innovation and a significant pullback in valuations, we have
seen a meaningful pickup in deal activity. Low stock prices have
translated into significant premiums in many of these deals, a
trend we expect to continue.
The recent backlash on drug prices, along with consolidation
among payers, represents an impediment to what drug
companies can charge. The long-running debate between
access and affordability has become an issue in the upcoming
U.S. presidential election, a development brought home by the
negative publicity surrounding the price increases Mylan has
recently taken for Epipens. Unless new drugs demonstrate
important benefits for patients and value for the system,
coverage becomes less certain. Already we see some new
cardiovascular therapies receiving greater scrutiny until
outcome benefits are proven.

As the election draws nearer, investors must look past
sweeping election year promises and focus on what targeted
reforms can make it into legislation. Any discussion of
Affordable Care Act (ACA) reforms must address the long-term
viability of the health care exchanges, which have been
challenged by insurers opting out due to substantial losses. The
increasing likelihood of a split government, with one party
controlling one of both houses of congress and the other the
White House, means that the eventual winner will likely lack a
clear mandate to institute far-reaching reforms. The result may
be a climate where compromise at the margin is possible to
address issues where both sides can find common ground.
The transition from fee-for-service to value-based payments is
an accelerating trend and presents a sea change for the sector.
We expect these reforms will create a climate where true
innovation in health care delivery is possible. Companies that
create the most efficient products and services stand to be the
largest beneficiaries.
With increased scrutiny on drug pricing, we believe it’s more
important than ever to focus on innovative therapies that
address high, unmet medical needs. New cancer therapies and
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drugs addressing rare and life-threatening diseases should
remain well positioned to garner attractive reimbursements
from payers.
We remain cautious on select specialty pharmaceutical
companies, recognizing that recent challenges have yet to fully

dissipate. Debt-driven merger and acquisition activity has
resulted in leveraged balance sheets. At the same time, external
pressure has likely dented a business model reliant upon
sizable price increases.

Top Contributors and Detractors for the Quarter Ended 9/30/16
Top Contributors

Ending
Weight (%)

Contribution (%) Top Detractors

Ending
Weight (%)

Contribution (%)

Puma Biotechnology Inc

1.00

0.72

Bristol-Myers Squibb Co

2.65

-0.81

Biogen Inc

1.58

0.42

Novavax Inc

0.00

-0.42

GW Pharmaceuticals PLC (ADR)

1.14

0.40

Novo Nordisk A/S

1.00

-0.31

Amgen Inc

3.53

0.38

Sanofi

2.51

-0.24

Alder Biopharmaceuticals Inc

1.24

0.37

Jazz Pharmaceuticals PLC

1.22

-0.22

The holdings identified in this table, in compliance with Janus policy, do not represent all of the securities purchased, held or sold during the period. To obtain a list
showing every holding as a percentage of the portfolio at the end of the most recent publicly available disclosure period, contact 877.33JANUS (52687) or visit
janus.com/advisor/mutual-funds.

Top Contributors

Top Detractors

Puma Biotechnology: The development-stage
biotechnology company develops novel therapeutics for the
treatment of various forms of cancer. Puma focuses on inlicensing drug candidates that are undergoing or have
already completed initial clinical testing and then seeks to
further develop those drug candidates for commercial use.
Puma’s lead drug Neratinib was recently filed with the FDA
and European Medicines Agency, with the hope of a launch
in 2017 for the treatment of early-stage breast cancer. We
believe the stock still offers value based on the potential for
Neratinib in breast cancer, and think Puma could be an
attractive acquisition candidate.

Bristol-Myers Squibb: We like the potential for the
company’s immuno-oncology franchise, headlined by Opdivo,
which is proving effective in treating an expanding number
of cancers, and is already approved for the treatment of lung
cancer, kidney cancer, skin cancer, head and neck cancer
and Hodgkin’s lymphoma. We are also excited about the
potential for combinations of Opdivo with other immunooncology agents in development.

Biogen: Biogen is a leader in the field of multiple sclerosis
treatments, with several blockbuster therapies on the market
addressing different aspects of the disease. We continue to
like the potential of some of the company’s drugs on the
market and in its development pipeline, including a potential
revolutionary disease modifying treatment for
Alzheimer’s disease.
GW Pharmaceuticals: The UK-based company researches
and develops cannabinoid (marijuana derivative) prescription
medicines for the treatment of epilepsy and other pain
syndromes. The company’s lead product, Epidiolex, has
demonstrated success with three positive phase 3 trials for
severe epilepsy conditions where other anti-epileptic drugs

Novavax: The company is a clinical-stage vaccine developer
that focuses on respiratory-tract diseases. Despite strong
phase 2 data, recent phase 3 trials for respiratory syncytial
virus (RSV) did not meet our expectations, causing us to
eliminate our position.
Novo Nordisk: The Denmark-based pharmaceutical
company is the global market leader for diabetes, an
epidemic that affects over 400 million people worldwide. We
appreciate the company’s attractive position in a market with
limited competition, rational pricing and strong long-term
growth prospects, given the company’s solid pipeline and the
growing worldwide prevalence of diabetes.
Sanofi: We like changes the new management team is
making at Sanofi and believe that improving accountability
and responsibility in different business lines will help the
company compete more effectively on a number of fronts.
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Top Contributors (continued)

Top Detractors (continued)

have proven ineffective. We believe the company remains
attractive based on the prospects for Epidiolex, with a
potential launch in 2017.

We also like the potential of some of Sanofi’s new
treatments including Praluent for cardiovascular disease,
Aubagio for multiple sclerosis, and Dupilumab for atopic
dermatitis and allergic asthma.

Amgen: Amgen is a global leader in the biotech sector with
multiple blockbuster biologic products addressing fields
such as cancer, autoimmune disease, kidney disease and
osteoporosis. The company is in the midst of a major new
product cycle, with multiple new launches ongoing including
Repatha for the treatment of cardiovascular disease (the
leading cause of death worldwide). We believe Amgen is
capable of significantly expanding operating margins over
the next several years. The company also has plentiful free
cash flow that it can use to either repurchase stock or make
additional acquisitions to further enhance growth.

Jazz Pharmaceuticals: This specialty pharmaceutical
company’s most important asset is Xyrem, which we
consider to be a life-changing drug for people who suffer
from narcolepsy, a chronic sleep disorder. We believe the
company is led by an astute management team that
continues to use capital effectively to add additional
products to enhance growth.

Alder Biopharmaceuticals: Alder is a Seattle-based
biotechnology company with a novel antibody production
platform and a seasoned management team. The company
is focusing on its lead compound, a potential prophylactic
treatment for severe migraine headaches, a disease which
afflicts over 10 million patients in the U.S. alone. We think
the stock is undervalued based on the potential for its lead
product for migraine prevention.
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Please consider the charges, risks, expenses and investment objectives carefully before investing. For a prospectus
or, if available, a summary prospectus containing this and other information, please call Janus at 877.33JANUS (52687)
or download the file from janus.com/info. Read it carefully before you invest or send money.
Past performance is no guarantee of future results. Call 877.33JANUS (52687) or visit janus.com/advisor/mutual-funds for current month-end performance.
Discussion is based on performance of the Fund's "parent" share class (typically that with the longest history).
As of 9/30/16 the top ten portfolio holdings of Janus Global Life Sciences Fund are: Amgen Inc (3.47%), Eli Lilly & Co (3.26%), Pfizer Inc (2.98%), Celgene Corp
(2.77%), AstraZeneca PLC (2.68%), Bristol-Myers Squibb Co (2.60%), Aetna Inc (2.58%), Shire PLC (ADR) (2.48%), Sanofi (2.46%) and Allergan plc (2.38%).
There are no assurances that any Janus portfolio currently holds these securities or other securities mentioned in this commentary.
The opinions are as of 9/30/16 and are subject to change at any time due to changes in market or economic conditions. Janus may have a business relationship
with certain entities discussed. The comments should not be construed as a recommendation of individual holdings or market sectors, but as an illustration of
broader themes.
Security contribution to performance is measured by using an algorithm that multiplies the daily performance of each security with the previous day’s ending
weight in the portfolio and is gross of advisory fees. Fixed income securities and certain equity securities, such as private placements and some share classes of
equity securities, are excluded.
A Fund’s performance may be affected by risks that include those associated with nondiversification, non-investment grade debt securities, highyield/high-risk securities, undervalued or overlooked companies, investments in specific industries or countries and potential conflicts of interest.
Additional risks to a Fund may also include, but are not limited to, those associated with investing in foreign securities, emerging markets, initial
public offerings, real estate investment trusts (REITs), derivatives, short sales, commodity-linked investments and companies with relatively small
market capitalizations. Each Fund has different risks. Please see a Janus prospectus for more information about risks, Fund holdings and other
details.
Foreign securities are subject to additional risks including currency fluctuations, political and economic uncertainty, increased volatility, lower
liquidity and differing financial and information reporting standards, all of which are magnified in emerging markets.
MSCI World Health Care IndexSM is a capitalization weighted index that monitors the performance of health care stocks from developed market countries in
North America, Europe and the Asia/Pacific Region. The index includes reinvestment of dividends, net of foreign withholding taxes.
S&P 500® Index measures broad U.S. equity performance.
A Fund’s portfolio may differ significantly from the securities held in an index. An index is unmanaged and not available for direct investment; therefore its
performance does not reflect the expenses associated with the active management of an actual portfolio.
Janus is a registered trademark of Janus International Holding LLC. © Janus International Holding LLC.
Funds distributed by Janus Distributors LLC
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