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Fair Value EUR60 (+16%)

Standard-of-care in RCC will change a lot - don't be afraid!

BUY-Top Picks

In order to avoid any misunderstanding, we would like to use the announcement by Pfizer and Merck
of a phase Ill start in first-line RCC as an opportunity to reassess the underlying assumption
supporting our call on Ipsen as far as cabozantinib is concerned. We’ve put ourselves on the safe side.

ANALYSIS

A couple of days ago, Pfizer and German group Merck announced that they had recruited a first
patient into the JAVELIN Renal 101 phase llI trial that compares the combination of their anti-PD-
L1 avelumab and Pfizer’s TK inhibitor Inlyta (one of the current standards in second-line) vs the
standard of care, Sutent, in first-line renal cell carcinoma (RCC). This may cast doubt on Ipsen’s
recent acquisition of cabozantinib’s rights for the European markets as it could suggest that, after
nivolumab (Opdivo), which has already been approved in 2L RCC and is under investigation in 1L
RCC, another 10 agent is moving forward in RCC. Different players in the oncology field look
interested in testing their 10 drugs in RCC. The fact is that BMS and Pfizer have virtually unlimited
financial resources to test their drugs in various settings which could raise the bar in terms of
accumulated clinical data supporting an efficacy claim. We are talking here about a 583-patient
large phase Il trial that will recruit in 170 different sites. As a reminder, BMS is currently testing
the combination nivolumab/ipilimumab in 1L RCC too and so we might see the SoC in 1L RCC
moving to this type of combination of drugs if the trials are successful by the end of the decade.

Clearly, this evolving paradigm in RCC could raise concern about the ability of smaller players to
impact clinical practise, and this definitely includes Ipsen and its recent deal with Exelixis that has
meaningful upfront components to it. First of all, this is going to be data-driven. So players with
deep pockets can do more and faster but they cannot impact the results. Second, it is very fair to
say that the US and Europe might behave differently re innovation in oncology because of pricing
and incentives to prescribe. Third, the call behind cabozantinib as developed in our recent note is
not — and Ipsen shares the view — that we expect “cabo” to beat 10 agents in RCC, but to see the
two sharing most of the market over the coming years. By the way, what we are mainly talking
about with “cabo” so far is 2L RCC and not 1L RCC which is a free option. A phase Il trial called
CABOSUN is running that will report data by year-end but there are no estimates in our model. As
such, if 10 agents move into 1L RCC this would keep 2L RCC open for another active agent. Should
I0/10 combinations be too expensive and/or toxic or involve only a fraction of the overall
population, then this could leave some room for alternatives like “cabo” to take a share anyway.
Where CABOSUN could be instructive, beyond first-line, is if “cabo” proves superior to Sutent and
Sutent therefore moves to 2L because of |0 agents moving to 1L, then “cabo” could remain a
preferred product in 2L over Sutent and other TKis. Lastly, it is also worth mentioning that JAVELIN
Renal 101 and Checkmate-214 are expected to report results in 2018 and 2019 respectively,
thereby offering “cabo” some time to convince everyone of its benefit-risk profile in 2L. As a
reminder, the drug is expected to be approved in the US in June and in Europe in September.

VALUATION

In terms of valuation, same recipe, same consequences. The sales model we have built estimates
on for “cabo” is based on an addressable market limited to 2L RCC: so, around 20,000 patients, a
market share of 25% at peak in 2024 onwards, a duration of treatment limited to the median PFS
(i.e. 7.4 months) and an annual price of EUR60,000. Everything else is a free option, which includes
1L RCC (if phase Il CABOSUN is positive, we might have to reconsider our call), combinations in RCC
(including with 10, considering a phase | trial is ongoing) and 2L HCC (with phase Il data expected
in late 2016/early 2017), not to mention lung (phase Il ongoing) or NET (high interest for Ipsen for
obvious reasons).

In short, our estimates already include layers of caution re competition in RCC.

NEXT CATALYSTS
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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 that could include a SWOT analysis, momentum, technical aspects or 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

clements that could include a SWOT analysis, momentum, technical aspects or the sector backdrop. Every subsequent published update on the stock

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

BUY ratings 59.1%

Distribution of stock ratings

NEUTRAL ratings 32.8% SELL ratings 8%

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 shate 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, ot 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 prepatation 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 receive 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 tesearch, nor 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 ot 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. Similarly, 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, LLLLC. 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,
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