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Director 10% Owner Officer Other

ORBIMED ADVISORS LLC
601 LEXINGTON AVENUE, 54TH FLOOR X
NEW YORK, NY 10022

OrbiMed Capital GP IV LLC
601 LEXINGTON AVENUE, 54TH FLOOR X
NEW YORK, NY 10022

ISALY SAMUEL D
601 LEXINGTON AVENUE, 54TH FLOOR X
NEW YORK, NY 10022

Signatures

/s/ Samuel D. 08/18/2014
Isaly
“*Signature of Date

Reporting Person

Explanation of Responses:
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2

3
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(C))

(6)

(7

®

If the form is filed by more than one reporting person, see Instruction 4(b)(v).
Intentional misstatements or omissions of facts constitute Federal Criminal Violations. See 18 U.S.C. 1001 and 15 U.S.C. 78ff(a).

The price reported in Column 4 is a weighted average price. These shares of the Issuer's common stock ("Shares") were sold in multiple
transactions at prices ranging from $292.19 to $293.14 inclusive. Upon request, the Reporting Persons undertake to provide the Issuer,
any security holder of the Issuer, or the Securities and Exchange Commission full information regarding the Shares sold at each separate
price within the range set forth in this footnote.

The price reported in Column 4 is a weighted average price. These Shares of the Issuer's common stock were sold in multiple
transactions at prices ranging from $293.50 to $294.49 inclusive. Upon request, the Reporting Persons undertake to provide the Issuer,
any security holder of the Issuer, or the Securities and Exchange Commission full information regarding the Shares sold at each separate
price within the range set forth in this footnote.

The price reported in Column 4 is a weighted average price. These Shares of the Issuer's common stock were sold in multiple
transactions at prices ranging from $294.50 to $295.35 inclusive. Upon request, the Reporting Persons undertake to provide the Issuer,
any security holder of the Issuer, or the Securities and Exchange Commission full information regarding the Shares sold at each separate
price within the range set forth in this footnote.

The price reported in Column 4 is a weighted average price. These Shares of the Issuer's common stock were sold in multiple
transactions at prices ranging from $295.50 to $296.47 inclusive. Upon request, the Reporting Persons undertake to provide the Issuer,
any security holder of the Issuer, or the Securities and Exchange Commission full information regarding the Shares sold at each separate
price within the range set forth in this footnote.

) The price reported in Column 4 is a weighted average price. These Shares of the Issuer's common stock were sold in multiple
transactions at prices ranging from $296.50 to $297.425 inclusive. Upon request, the Reporting Persons undertake to provide the Issuer,
any security holder of the Issuer, or the Securities and Exchange Commission full information regarding the Shares sold at each separate
price within the range set forth in this footnote.

The price reported in Column 4 is a weighted average price. These Shares of the Issuer's common stock were sold in multiple
transactions at prices ranging from $297.50 to $298.10 inclusive. Upon request, the Reporting Persons undertake to provide the Issuer,
any security holder of the Issuer, or the Securities and Exchange Commission full information regarding the Shares sold at each separate
price within the range set forth in this footnote.

The price reported in Column 4 is a weighted average price. These Shares of the Issuer's common stock were sold in multiple
transactions at prices ranging from $300.00 to $300.95 inclusive. Upon request, the Reporting Persons undertake to provide the Issuer,
any security holder of the Issuer, or the Securities and Exchange Commission full information regarding the Shares sold at each separate
price within the range set forth in this footnote.

The price reported in Column 4 is a weighted average price. These Shares of the Issuer's common stock were sold in multiple
transactions at prices ranging from $301.00 to $301.98 inclusive. Upon request, the Reporting Persons undertake to provide the Issuer,
any security holder of the Issuer, or the Securities and Exchange Commission full information regarding the Shares sold at each separate
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price within the range set forth in this footnote.

The price reported in Column 4 is a weighted average price. These Shares of the Issuer's common stock were sold in multiple
transactions at prices ranging from $302.01 to $303.00 inclusive. Upon request, the Reporting Persons undertake to provide the Issuer,
any security holder of the Issuer, or the Securities and Exchange Commission full information regarding the Shares sold at each separate
price within the range set forth in this footnote.

The price reported in Column 4 is a weighted average price. These Shares of the Issuer's common stock were sold in multiple
transactions at prices ranging from $303.155 to $304.13 inclusive. Upon request, the Reporting Persons undertake to provide the Issuer,
any security holder of the Issuer, or the Securities and Exchange Commission full information regarding the Shares sold at each separate
price within the range set forth in this footnote.

The price reported in Column 4 is a weighted average price. These Shares of the Issuer's common stock were sold in multiple
transactions at prices ranging from $304.66 to $305.50 inclusive. Upon request, the Reporting Persons undertake to provide the Issuer,
any security holder of the Issuer, or the Securities and Exchange Commission full information regarding the Shares sold at each separate
price within the range set forth in this footnote.

The price reported in Column 4 is a weighted average price. These Shares of the Issuer's common stock were sold in multiple
transactions at prices ranging from $305.71 to $306.65 inclusive. Upon request, the Reporting Persons undertake to provide the Issuer,
any security holder of the Issuer, or the Securities and Exchange Commission full information regarding the Shares sold at each separate
price within the range set forth in this footnote.

The price reported in Column 4 is a weighted average price. These Shares of the Issuer's common stock were sold in multiple
transactions at prices ranging from $307.00 to $307.69 inclusive. Upon request, the Reporting Persons undertake to provide the Issuer,
any security holder of the Issuer, or the Securities and Exchange Commission full information regarding the Shares sold at each separate
price within the range set forth in this footnote.

The price reported in Column 4 is a weighted average price. These Shares of the Issuer's common stock were sold in multiple
transactions at prices ranging from $308.00 to $308.40 inclusive. Upon request, the Reporting Persons undertake to provide the Issuer,
any security holder of the Issuer, or the Securities and Exchange Commission full information regarding the Shares sold at each separate
price within the range set forth in this footnote.

These Shares are held of record by OrbiMed Private Investments IV, LP ("OPI IV"). OrbiMed Capital GP IV LLC ("GP IV") is the
general partner of OPI IV and OrbiMed Advisors LLC ("Advisors") is the managing member of GP IV. Samuel D. Isaly ("Isaly") is the
managing member of and owner of a controlling interest in Advisors and may be deemed to have voting and investment power over the
Shares held by OPI IV.

This Form 4 is being jointly filed by GP IV, Advisors, and Isaly. Advisors, GP IV, and Isaly have designated a representative, currently
Jonathan T. Silverstein , to serve on the Issuer's board of directors.

Each of GP 1V, Advisors and Isaly disclaims beneficial ownership of the securities reported herein for purposes of Rule 16a-1(a) under
the Securities Exchange Act of 1934, as amended (the "Exchange Act"), except to the extent of its or his pecuniary interest therein, if
any. This report shall not be deemed an admission that the Reporting Persons are beneficial owners for the purpose of Section 16 of the
Exchange Act, or for any other purpose.

Note: File three copies of this Form, one of which must be manually signed. If space is insufficient, see Instruction 6 for procedure.
Potential persons who are to respond to the collection of information contained in this form are not required to respond unless the form displays
a currently valid OMB number.

Explanation of Responses:



