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Healthcare

Actelion Uptravi launched in the US at higher-than-expected price

Price CHF136.80 Fair Value CHF166 vs. CHF159 (+21%) BUY — Top Pick List
Bloomberg ATLN VX Yesterday, Actelion held a conference call to discuss the label and the commercial strategy for
Reuters . ATLN.VX Uptravi in the US where it is currently being launched. The company is still very much focused on
12-month High / Low (CHF) 146.2/93.5 developing a combination strategy that would leverage its comprehensive portfolio of drugs for PAH
Market Cap (CHFm) 15,613

and also highlighted a meaningful lever should it succeed in boosting the use of prostacyclins for class

i\\l, g(BSrES(:;TjtZle(rE::&)O) 1;1'79392 1I-1ll PAH. Together with a higher-than-expected price set for the drug, we now see peak sales of
R G 6.6% CHF1.3bn (vs CHF1bn). Our FV is slightly increased to CHF166. Actelion is added to the Top Pick List.
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e In line with the pre-marketing campaign conducted to promote the “power of three”, Actelion

YEnd Dec. (CHF 2014 201 201 2017 . .
nd Dec. (CHFm) 20 015e 016e 017e presented a strategy that was very much dedicated to the promotion of a standard of care made

Sales 1,956 2,039 1978 2,209 of combinations. After SERAPHIN and AMBITION, GRIPHON is a third outcome-based study that
% change 42%  -3.0% 11.7% gives advantage to combinations over monotherapies to treat PAH. The combination of an ERA
EBITDA 687 758 680 831 with a PDE-5 inhibitor has progressed over the last few years and is still gaining share. What
EBIT 570.1  643.8 5655 715.0 Actelion can now offer is an alternative to this combination, at least for those who are switching
% change 12.9% -12.2% 26.4% from whatever product to a dual or even a triple combination. It has been appropriately recalled
Net income 648.2 679.8 608.1 7418 that 79% of the patients in GRIPHON have already received therapy at baseline and almost 50% of
% change 4.9% -10.6% 22.0% those even two drugs. Recent data presented by Pr Sitbon at AHA show that triple therapy with

Uptravi improves time to first morbi-mortality event by 37%, in a highly significant manner.
2014  2015e  2016e  2017e
®  So, based on this set of data and on a favourable label, Actelion will not only tackle the existing

Operating margin 40.1 40.6 37.8 41.5
Net margin 131 133 307 336 market of inhaled prostacyclins (this is the natural market the company anticipates a lot of
ROE 138 4.4 123 315 switches from) but intends to enlarge the audience for the class thanks to the first-ever approved
ROCE 5.0 04.0 813 905 oral PC to have positive combination data and positive outcome data. In the US, only 1 out of 4
Gearing 505 403 549 658 PAH specialists prescribing drugs for the disease do actually prescribe prostacyclins. The objective

is to increase significantly this proportion, hence to increase use of prostacyclins overall. Today,
(CHF) 2014 2015e  2016e  2017e less than 5,000 PAH patients are treated by inhaled PC in the US. The upside can be significant.
EPS 5.58 6.02 549 676 This will be made easier by the combined marketing of Opusmit and Uptravi by the same sales
% change - 7.9% -8.7%  23.2% force that will leverage the respective advantages of each drug (and their combination).
P/E 2030 227x 283 2020 o Thic will require some education, that is why Actelion does not anticipate as quick a ramp-up as
FCF vield (%) 0.-8% 4.1% 41%  48% with Opsumit. Physicians and nurses have to become familiar with the uptitration strategy. That
Dividends (CHF) 1.30 140 140 140 said, we are more optimistic than ever before about the final success of Uptravi. We see 9,000
Div yield (%) 1.0% 1.0% 1.0% - 1.0% patients in total on the drug by 2023 (incl. 7,500 in the US). Actelion also reported a gross price of
EV/Sales 7.5 7.4x 7Aoo BAx USD160,000 (for the 200 mcg dose) to USD170,000 (for all the other doses), which is above our
EV/EBITDA 21.3x 198 215x  16.9x previous expectations (net price of USD120,000).
EV/EBIT 25.7x  233x  25.8x  19.7x

VALUATION

e  Beyond the changes to the Uptravi estimates, we have also made a couple of others: first is roll-
over into 2016 with a negative impact as 2015 was a spectacular year in operational cash flows but
less good in free cash flows as share buy-backs lowered available cash significantly. Moving to
2016, the cash base is then lower whereas the number of shares was already adjusted. The second
impact is positive and is the reduction of the beta from 1.0 to 0.9 which we are more comfortable
with now that Actelion has a second significant product approved and launched.

e  All together, the three inputs have a combined effect on the FV of CHF7 per share. Actelion
remains a strong conviction with a BUY rating and jumps into the Top Pick List for Q1.
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Bryan Garnier stock rating system

For the purposes of this Report, the Bryan Garnier stock rating system is defined as follows:

Stock rating

Positive opinion for a stock where we expect a favourable performance in absolute terms over a period of 6 months from the publication of a
recommendation. This opinion is based not only on the FV (the potential upside based on valuation), but also takes into account a number of
elements including a SWO'T analysis, positive momentum, technical aspects and the sector backdrop. Every subsequent published update on the stock
will feature an introduction outlining the key reasons behind the opinion.

Opinion recommending not to trade in a stock short-term, neither as a BUYER or a SELLER, due to a specific set of factors. This view is intended to
be temporary. It may reflect different situations, but in particular those where a fair value shows no significant potential or where an upcoming binary
event constitutes a high-risk that is difficult to quantify. Every subsequent published update on the stock will feature an introduction outlining the key
reasons behind the opinion.

Negative opinion for a stock where we expect an unfavourable performance in absolute terms over a period of 6 months from the publication of a
recommendation. This opinion is based not only on the FV (the potential downside based on valuation), but also takes into account a number of

elements including a SWO'T analysis, positive momentum, technical aspects and the sector backdrop. Every subsequent published update on the stock

will feature an introduction outlining the key reasons behind the opinion.

BUY ratings 56,9%

Distribution of stock ratings

NEUTRAL ratings 34,6% SELL ratings 8,5%

Research Disclosure Legend

1 Bryan Garnier shareholding | Bryan Garnier & Co Limited or another company in its group (together, the “Bryan Garnier Group”) has a No
in Issuer shareholding that, individually or combined, exceeds 5% of the paid up and issued share capital of a company
that is the subject of this Report (the “Issuer”).
2 Issuer shareholding in Bryan | The Issuer has a shareholding that exceeds 5% of the paid up and issued share capital of one or more members | No
Garnier of the Bryan Garnier Group.
3 Financial interest A member of the Bryan Garnier Group holds one or more financial interests in relation to the Issuer which are | No
significant in relation to this report
4 Market maker or liquidity A member of the Bryan Garnier Group is a market maker or liquidity provider in the securities of the Issuer or No
provider in any related derivatives.
5 Lead/co-lead manager In the past twelve months, a member of the Bryan Garnier Group has been lead manager or co-lead manager No
of one or more publicly disclosed offers of securities of the Issuer or in any related derivatives.
6 Investment banking A member of the Bryan Garnier Group is or has in the past twelve months been party to an agreement with the | No
agreement Issuer relating to the provision of investment banking services, or has in that period received payment or been
promised payment in respect of such services.
7 Research agreement A member of the Bryan Garnier Group is party to an agreement with the Issuer relating to the production of No
this Report.
8 Analyst receipt or purchase The investment analyst or another person involved in the preparation of this Report has received or purchased No
of shares in Issuer shares of the Issuer prior to a public offering of those shares.
9 Remuneration of analyst The remuneration of the investment analyst or other persons involved in the preparation of this Report is tied No
to investment banking transactions performed by the Bryan Garnier Group.
10 Corporate finance client In the past twelve months a member of the Bryan Garnier Group has been remunerated for providing No
corporate finance services to the issuer or may expect to teceive or intend to seek remuneration for corporate
finance services from the Issuer in the next six months.
11 Analyst has short position The investment analyst or another person involved in the preparation of this Report has a short position in the No
securities or derivatives of the Issuer.
12 Analyst has long position The investment analyst or another person involved in the preparation of this Report has a long position in the No
securities or derivatives of the Issuer.
13 Bryan Garnier executive is A partner, director, officer, employee or agent of the Bryan Garnier Group, or a member of such person’s No
an officer household, is a partner, director, officer or an employee of, or adviser to, the Issuer or one of its parents or
subsidiaties. The name of such person or persons is disclosed above.
14 Analyst disclosure The analyst hereby certifies that neither the views expressed in the research, not the timing of the publication of | Yes
the research has been influenced by any knowledge of clients positions and that the views expressed in the
report accurately reflect his/her personal views about the investment and issuer to which the report relates and
that no part of his/her remuneration was, is or will be, directly or indirectly, related to the specific
recommendations or views expressed in the repott.
15 Other disclosures Other specific disclosures: Report sent to Issuer to verify factual accuracy (with the recommendation/rating, No
price target/spread and summary of conclusions removed).

A copy of the Bryan Garnier & Co Limited conflicts policy in relation to the production of research is available at www.bryangarnier.com
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Important information

This document is classified under the FCA Handbook as being investment tesearch (independent research). Bryan Garnier & Co Limited has in place the measures and arrangements required
for investment research as set out in the FCA’s Conduct of Business Sourcebook.

This report is prepared by Bryan Garnier & Co Limited, registered in England Number 03034095 and its MIFID branch registered in France Number 452 605 512. Bryan Garnier & Co
Limited is authorised and regulated by the Financial Conduct Authority (Firm Reference Number 178733) and is a member of the London Stock Exchange. Registered address: Beaufort
House 15 St. Botolph Street, London EC3A 7BB, United Kingdom

This Report is provided for information purposes only and does not constitute an offer, or a solicitation of an offer, to buy or sell relevant securities, including securities mentioned in this
Report and options, warrants or rights to or interests in any such securities. This Report is for general circulation to clients of the Firm and as such is not, and should not be construed as,
investment advice or a personal recommendation. No account is taken of the investment objectives, financial situation or particular needs of any person.

The information and opinions contained in this Report have been compiled from and are based upon generally available information which the Firm believes to be reliable but the accuracy of
which cannot be guaranteed. All components and estimates given are statements of the Firm, or an associated company’s, opinion only and no express representation or warranty is given or
should be implied from such statements. All opinions expressed in this Report are subject to change without notice. To the fullest extent permitted by law neither the Firm nor any associated
company accept any liability whatsoever for any direct or consequential loss arising from the use of this Report. Information may be available to the Firm and/or associated companies which
are not reflected in this Report. The Firm or an associated company may have a consulting relationship with a company which is the subject of this Report.

This Report may not be reproduced, distributed or published by you for any purpose except with the Firm’s prior written permission. The Firm reserves all rights in relation to this Report.
Past performance information contained in this Report is not an indication of future performance. The information in this report has not been audited or verified by an independent party and
should not be seen as an indication of returns which might be received by investors. Similatly, where projections, forecasts, targeted or illustrative returns or related statements or expressions
of opinion are given (“Forward Looking Information”) they should not be regarded as a guarantee, prediction or definitive statement of fact or probability. Actual events and circumstances
are difficult or impossible to predict and will differ from assumptions. A number of factors, in addition to the risk factors stated in this Report, could cause actual results to differ materially
from those in any Forward Looking Information.

Disclosures specific to clients in the United Kingdom

This Report has not been approved by Bryan Garnier & Co Limited for the purposes of section 21 of the Financial Services and Markets Act 2000 because it is being distributed in the United
Kingdom only to persons who have been classified by Bryan Garnier & Co Limited as professional clients or eligible counterparties. Any recipient who is not such a person should return the
Report to Bryan Garnier & Co Limited immediately and should not rely on it for any purposes whatsoever.

Notice to US investors

This research report (the “Report”) was prepared by Bryan Garnier & Co Limited for information purposes only. The Report is intended for distribution in the United States to “Major US
Institutional Investors” as defined in SEC Rule 15a-6 and may not be furnished to any other person in the United States. Each Major US Institutional Investor which receives a copy of this
Report by its acceptance hereof represents and agrees that it shall not distribute or provide this Report to any other person. Any US person that desires to effect transactions in any security
discussed in this Report should call or write to our US affiliated broker, Bryan Garnier Securities, LLC. 750 Lexington Avenue, New York NY 10022. Telephone: 1-212-337-7000.

This Report is based on information obtained from sources that Bryan Garnier & Co Limited believes to be reliable and, to the best of its knowledge, contains no misleading, untrue or false
statements but which it has not independently verified. Neither Bryan Garnier & Co Limited and/or Bryan Garnier Securities LL.C make no guarantee, representation or warranty as to its
accuracy or completeness. Expressions of opinion herein are subject to change without notice. This Report is not an offer to buy or sell any security.

Bryan Garnier Securities, LLC and/or its affiliate, Bryan Garnier & Co Limited may own more than 1% of the securities of the company(ies) which is (are) the subject matter of this Report,
may act as a market maker in the securities of the company(ies) discussed herein, may manage or co-manage a public offering of securities for the subject company(ies), may sell such securities
to or buy them from customers on a principal basis and may also perform or seck to perform investment banking services for the company(ies).

Bryan Garnier Securities, LLC and/or Bryan Garnier & Co Limited are unaware of any actual, matetial conflict of interest of the research analyst who prepared this Report and are also not

aware that the research analyst knew or had reason to know of any actual, material conflict of interest at the time this Report is distributed or made available..
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