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AMENDED AND RESTATED
CERTIFICATE OF INCORPORATION

OF
RIBOZYME FHARMACEUTICALS, INC.

Ribozyme Pharmaccuticals, Inc., a corporation orpanized and existing under the laws of
the Statc of Delaware (the “Corporation”), hereby certifies as follows:

1. The narue of the Corporation is Ribozyme Pharmaceuticals, Inc. The datc of
filing of its original Certificate of Incorporation with the Secretary of State of the
State of Delaware was January 27, 1992,

2. The Corporation amended its Certificate of Incorporation by filing an Amended
and Restated Certificate of Incorporation with the Sccretary of State of the State
of Delaware on April 17, 1996.

3. This Amended and Restated Certificate of Incorporation restates, integrales, and
further amends the provisions of the Amended and Restated Certificate of

Incorporation of the Corporation.

4, This Amended and Restated Certificate of Incorporation was duly asdopted in
accordance with Sections 242 and 245 of the Delawarc General Corporation Law.

5. The text of this Amended and Restated Certificate of’ Incorporation is as follows:

L
Name of Corporation. The new name of this corporation is Sima Therapeutics, Inc.

IL.

Address of Corporatiop and Agent. The address of the registered office of the
Corporation in the State of Delawere is Corporation Trust Ceater, 1209 Orange Street, City of
Wilmington, County of New Castle, and the name of the registered agent of the Corporation in
the State of Delawarc at such address is The Corporation Trust Company,

1.

Purpose. The purpose of this corparation is to engage in any lawful act or activity for
which a corporation may be organized under the General Corporation Law of the State of
D@I'\Vm-

State of Delavare
Secretary of State
Division of Corporations
ny-466384 Deliversd 05:48 FM 04/16/2003
FILED 05:48 PN 04/16/2003
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V.

A.  Awmhorized Shares. This corporation is authorized 1o issue two classes of stock to
be designated, respectively, “Comman Stock™ and “Freferred Stock.” The total number of shares
which the Corporation is authorized to issuc is Sixty-five million 65,000,000 shares. Sixty
million 60,000,000 shares shall be Common Stock, each having 2 par value of $0.0]. Five
million (5,000,000) sharcs shall be Preferred Stock, cach having a par value of $0.01.

The Preferred Stock may be issued from time to time in one or more sexies. The
Board of Directors is hereby authorized, by filing s certificate (a8 “Preferred Stock Designation’)
pursuant to the Delaware General Corporation Law, io fix or alter from time to time the
designation, powers, preferences and rights of the sharcs of each such series and the
qualifications, limitations or restrictions of any wholly unissued series of Preferred Stock, and to
establish from time to time the rmumber of shares constituting any such series or any of them; and
10 increass ur decrease the number of shares of any series subsequent to the issuance of shares of
that series, but not below the number of sharcs of such series then owtstanding. In case the
number of shares of any series shall be decreased in accordance with the foregoing sentence, the

shares constituting such decrease shall resume the status that they had prior to the adoption of the
resolution originally fixing the number of shares of such scries.

B.  Series A Convertibjc Exchangepble Preferred Stock. All cross-references in cach
subparagraph of this Section B of Article I'V refer to other subparagraphs in this Section B of
Article [V unless otherwise indicated,

(1)  Senics A Preferrpd Shares Designation. 25,000 sharcs of Preferred Stock
shall be designated and known as the “Scries A Preferred Stock.™ Such number of shares may be
increased or decreascd by resolution of the Board of Directors of the Corporation after obiaining
the consent of & majority in intercst of the holder(s) of the then-outstanding shares of Series A
Preferred Stock; provided, that no decrease shall reduce the number of shares of Series A
Preferred Stock to a number less than the number of shares then outstanding plus the pumber of

such shares issugble upon excreise of outstanding rights, options ar warrants or upon conversion
of outstanding securities issued by the Corporation.

{2)  Dividend Provigions. Each share of Series A Preferred Stock, for a period
of six years from the date of first issuance of the Seriea A Preferred Stock, shall be entitled to
receive a mandatory dividend equal to 6.0% per year of the Original Issuc Price (a3 defined
below) thereof. Such dividend shall (1) compound on a semi-annual basis, the first
compounding to commence six months from January 7, 2000, and (2) be payable semi-anaually
on cach succecding six and 12-month anniversary of the first issuance, solely by the issuance of
additional sharcs of Series A Preferred Stock, ut a price per share equal to the Original [ssue

Price thereof, and not in cash. Fractional shares of Series A Preferred Stock shall be issuable
for purposes hereunder.

3) jority; Liquidati ference.

a) The Scrics A Preferred Stock, as to its liquidation pr=ference, shall
rank senior o or pari passu with any future class or series of
Preferred Stock issued by the Campany; pari passu with the Scries

ny-466184 P
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B Convertible Preferred Stock, par value S0.01 per share (the
“Series B Preferred Stock™), and senior to the Company’s
Cormmon Stock.

b) In the event of any liquidation, dissolution or winding-up of the
affairs of the Corporation, whether voluntary or involuntary,
(collectively, a *Liquidation™), before any payment of cash or
distribution of other property shall be made to the holders of the
Common Stock or any other class or series of stock subordinate in

. -liquidation preference to the Series A Preferred Stock, the halders
of the Series A Preferred Stock and the Serics B Preferred Stock,
on @ pro rata basis based on their aggregate liquidation preferences
then outstanding, shall be entitled to receive out of the assets of the
Corporation legally available for distribution to its shareholderz,

- . v~. the Original Issuc Price per share (as appropriately adjusted for any
combinabions or divisions or similar recapitalizstions affecting the
Series A Preferred Stock afier issuance) and accrued and unpaid
dividends thercon (the “Series A Liquidation Preference”). As
used herein, the “Original Issue Price™ per share is $1,000.

c) If, upon any Liquidation, the assets of the Corporation available for
distribution to its shareholders shall be insufficient to pay the
helders of the Series A Preferred Stock and the Series B Preferred
Stock the full amounts to which they shall be entitled, the holders
of the Series A Preferred Stock and the Series B Preferred Stock
shall share ratably (based on their respecti ve outstanding aggregate
liquidation preferences) in any distribution of assets in proportion
to the respective amounts which would be payabie to them in
respect of the shares beld by than if all amounts payable to them
in respect of such were paid in full pursuant to Section 3(b).

d) After the distributions described in Section 3(c) above have been
paid, subject to the rights of other seties of preferred stock that
exist or may from time 10 time come into existence, the remaining
assets of the Corporation available for distribution to shareholders
shall be distributed among the holders of Common Stock pro rats
based on the number of shareg of Common Stock held by each.

(4) Conversion. The holders of the Scrics A Preferred Stock shall bave

conversion rights (the “Series A Conversion Right”), through and inctuding date that is six years
afier the first isyunnce of the Series A Preferred Stock (the “Canversion Termination Date™):

a) Right to Convert,
(1)  Each share of Series A Preferred Stock shall be convertible,

at the option of the holder thereof, at any time afler October
7, 2002, at the office of the Corporation or any transfer

ny-466384 3
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agent for such stock, into such number of fully paid and
non-assessable shares of Common Stock as is delermined
by dividing (x) the sum of the Original Issuu Price of such
share of Scries A Preferred Stock and all accrued and
unpaid dividends thereon by (y) the Series A Conversion
Price (as defined below). The “Seriea A Conversion Price”
shall be (w) $12.00; provided, that such conversion occurs
on or prior to the date that is three years after the date of
issuance, (x) $13.20; provided, that such coaversion occurs
after the date that is three years after the date of issuance
but on or prior to the datc that ig four years after the date of
issuance, (y) $14.40; provided, that such conversion occurs
after the date that is four years after the date of issuance but
on or prior to the date that is five years after the date of

- e issuance and (z) $13.00; provided, that such conversion
occury ufier the date that is five years after the date of
issuance (and the Series A Conversion Price shall be
subject to adjustment as set forth below in this Section
4(a)). Notwithstanding the sbove, the holder(s) of the
Series A Preferred Stock shall have the right, at the option
of such boldcr(s), at any time within the two-year period
after the issuance thereof, to cause the Company
sutomatically to convert the Series A Preferred Stock into
shares of Common Stock at the Series A Conversion Price
then in effect, upon the occurrence of any of the following:
(i) 8 merger, consolidation or similar transsction involving
the Corporation or (ii) the transactions involving the
Corporation in a sharc-for-share merger or similar
transaction.

{2) Before any.holder of Series A Preferred Stock shall be
entitled to convert such shares into shares of Common
Stock, such bolder shall sixrender the centificate or
certificates therofor, duly endorsed, at the office of the
Corporation or of any transfer agent for the Seri¢s A
Prefercod Stock, and shall give written notice to the
Corporation at its principal corporate office, of the ¢lection
to convert the same and shall state therein the name or
pames in which the certificate or certificates for shares of
Common Stock are to be issued. The Corporation shall, as
s00n as practicable thoreafter, issue and deliver st such
office to such bolder of Series A Preferred Stock, or to the
nominee or pominees of such bolder, a certificate or
certificates for the number of shares of Common Stock to
which such holder shall be entitled as set forth above.
Such conversion ahsll be deerned to have been made
imranediately prior to the close of business oa the dale of

ny-466384 4
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such surrender of the shares of Series A Preferred Stock to
be converted, snd the person or persons entitled to receive
the shares of Common Stock issuable upon such
conversion shall be treated for all purposes as the record

bolder or holders of such sheres of Common Stock as of
such date.

(3)  Inthe event the Corporation should at any time fix a record
date for the cffectuation of & split or subdivision of the
outstanding shares of Common Stock or the determinalion
of holders of Commeon Stock entitled to receive a dividend
or other distribution payable in additional shares of
Common Stock or other securities or rights convertible

o , into, or entitling the holder thereaf to receive directly or
indirectly, additional shares of Common Stock (hertinafier
referred 10 as “Common Stock Equivalents™) without
payment of any consideration by such holdex for the
additional shares of Common Stock or the Common Stock
Equivalents (including the additional shares of Coramon |
Stock issuable upon coaversion or exercise thereof) or witls
paymexnt that is less than the Series A Conversion Price
then in effect, then, as of such record date (or the date of
such dividend distribution, split or subdivision if no record
date is fixed), tho Serics A Conversion Price of the Series A
Preferred Stuck shall be appropriately decreased so that the
number of shares of Common Stock issueble on conversion
of each share of such serics shall be increased in proportion
1o such increase of the aggregate of (a) shares of Common
Stock ontstaading and (b) those issuable with respect to
such Common Stock Equivalents, with the number of
shares issuable with respect to Common Stock Equivalents
determined from time to time as provided in Section 4(g)(5)
below.

(4)  If the number of shares of Common Stock cutstanding at
any time s decreased by a combination of the outstanding
shares of Common Stock, then, following the record date of
such combination, the Serics A Conversion Price forthe
Serie A Preferred Stock shall be appropriately increased so
that the number of shares of Common Stock issusble on
conversion of each share of such series shall be decreased
in proportion to such decrease in cutstanding shares.

(5)  The following provisions shall apply for purposes of this
Section 4(a):

ny-466384 5
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(@)  The aggregate maximum mmber of shares of Common Stock deliversble
upon canvcrsion or exercise of Common Stock Equivelents (assuming the satisfaction of
any conditions to convertibility or exercisability, including, without limitation, the
passage of time, but withnut taking into amount potential antidilution adjustments) shall
be deemied to have been issued at the time such Corargon Swock Equivalents were issued.

(b) - Inthe event of any change in the number of shares of Common Stock
deliverable or in the consideration payable to the Corporation upon conversion or
exercisc of such Common Stock Equivalents including, but not limited to, a change
resolting from the sntidilution provisions theseof, the Series A Conversion Price of the
Series A Preferred Stock, o the extent in any way affected by or computed using such
Common Stock Equivalents, shall be recomputed to refleet such change, but no further
adjustment shall be made for the actual issuance of Cammon Stock or apy payment of
such consideration upon the exercise of any such options or. rights or the conversion or
exchange of such securities.

(c)  Upon the termination or expiration of the convertibility or cxercisability of
any such Common Stock Equivalents, the Scries A Conversion Price of the Series A
Preferred Stock, to the extent in any way affccted by ar computed using such Common:
Stock Equivelents, shall be recomputed to reflect the isswmce of only the oumber of
shares of Common Stock (and Common Stock Equivalents which remain convertible or
exercisable) actually issued upon the conversion or excrcise of such Common Stock
Equivalents,

(5)  Exchange Right. Provided that (a) all of the shares of Series A Preferred
Stock initially issued and sold by the Corparation to Elan International Services, Ltd., & Bermuda
exempted limited liability company (*EIS™), have not been converted, as provided in Section 4
above, and (b) the Exchange Termination Datc (as defined below) shall not have occurred, the
holders of the Scries A Preferred Stock (acting by act of the majority bolders thereof) shall have
the right to exchange all of their shares of Serics A Preferred Stock (the “Exchange Right™) of
the Corporation for initially 3,612 shares of non-voting convertible preferred sharcs (the
“Preferred Shares™) (as adjusted for any combinations or divisions or similar recapitalizations) of
Medizyme Pharmaceutical Ltd., a Bermuda exempted limited liability company (“Neweo™), held
by the Corporation, so that, in any event, afier giving effect to the exercise of the Exchange
Right, EIS and the Corporation will each hold 50% of the total culstanding share capital of
Newco, on a fully diluted basis, assuming that acither EIS nor the Corporstion has sold any
shares of Newco. Upon exercise of the Exchanpe Right, the Preferred Shares held by the
Corporation shall be transfcared legally and beneficially to EIS,

The rights of the holders to exercisc the Exchange Right shall commence at any time
after October 7, 2002 and shall terminate and be of no further force and effect on the date that is
the later of (i) seven months thereafier and (ii) the completion of Neweo's development periad,
as agreed in the business plan of Newco and as set forth in the Subscription, Joint Development
and Operuting Agreement dated as of January 7, 2000, among Elan Pharmaceuticals
Technologies, a division, of Elan Corporation, ple, an Insh public limited company, EIS, Elan
Phannu International Limited, an Irish corporation (“EPIL"™), Newco and the Corporation (the
“Exchange Termination Date™).

By-466 384 6
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Upon exercise of the Exchange Right, the sheares of Series A Preferred Stock originally
purchased from the Corporation, but oot including any of the accrued and unpaid dividends
therean (af) of which shall remain outstanding), shall be canceled and shall no longer be entitled ;
10 any rights in the Corporation. If any shares ofthe Series A Preferred Stock (other than shares . :
in respect of accrued dividends) are converted pursuant 1o Section 4(a), to sheres of Common
Stock, the Exchange Right with respect lo the shares of Series A Preferred Stock originally
purchascd from the Corparation, but not including any of the accrued and unpaid dividends
thereon, shall be canceled and shall no longer be entited to any rights in the Corporation. In
order to exercise the Exchange Right, the holders shall provide writtea noticc thereof 1o the
Corporation, sctting forth (a) the fact that such holders intend to exercise the Exchange Right,
and (b) the proposed date for such exercise (the “Exercise Date”), which shall be between 10 and
30 days after the date of such notice, On the Exercise Date, (y) the holders shall tender their
shares of Series A Preferred Stack to the Corporation for cancellation, and (2) the Corporaticn
shall cause tn be delivered to EIS, acting on behalf of such holders, such shares of Newco. The
holders and the Corporation shall take all other necessary or appropriate actions in connection
with or W effect such closing. Section 5(c) of the Securities Purchase Agreement, dated as of
January 7, 2000, between ELS and the Corporation contuins certain additionel provisions rclating
to the Exchange Right.

(6)  Other Distributiops. On or prior to the Conversion Termination Date, in
the event the Corporation shall declarc s distribution payable in securitics of other catitics,
evidences of indebtedness iasued by the Corporation or other entitics, assets (excluding cash
dividends) or options or rights not referred to in Section 4, then, in each such case for the
purpose of this Section 6, the holders of the Series A Preferred Stock shall be entitled to a
proportionste share of any such distribution as though they were the holders of the number of
shares of Common Stock of the Corporation into which their shares of Serics A Preferred
Stock would be convertible as of the record date fixed for the detcrmination of the holders of
Comsuon Stock of the Carporation entitled 1o receive such distribution.

(7  Recopitalizations. Om or prior to the Conversion Tamination Date, if at
anry time of from time to time there shall be a recapitelization of the Common Stock (other than a
subdivision, combination or merger or sale of assets provided for in Section 3 or Section 4
hereof) provision shall be made so that the holders of the Series A Preferred Stock shall
thereafter be entitled to receive upon conversion of the Series A Preferred Stock the number of
shares of stock or other securities or property of the Corporstion or otherwise, to which a holder
of Common Stock deliverable upon conversion would have been entitled on such
recapitalization. In any such case, appropriate adjustment shall be made in the epplication of the
provisions of Sectiun 4 with respect to the rights of the holders of the Series A Preferred Stock
afier the recapitalization to the end that the provisions of Section 4 (incJuding adjustment of the
Series A Conversion Price then in cffect and the nmber of shares purchasable upon conversion
of the Series A Preferred Stock) shall be applicable afier that cvent as nearly equivalent as may
be practicable.

(8)  No impsirment. The Corporation will not, by amendment of Certificate of
Incorporation or through any reorganization, recapitalization, transfer of assets, consolidation,
merger, dissolution, issuance or sale of securities or any other voluntary action, avoid or seek to
avoid the observance or perfarmance of uny of the terms to be abserved or performed hereunder

ny-466384 7
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by the Corporation, but will at all times in good faith assist in the camrying out of all the
provisions hereof and in the taking of all such action as may be necessary or appropriate in arder
to protect the Series A Conversion Right and Exchange Right of the holdors of the Serics A
Preferred Stock against impairment.

)l N i ares an i t j ts.

a) No fractional shares shall be issued upon the conversion of any
sharc or shares of the Serics A Preferred Stock, and the number of
shares of Common Stock to be issued shall be roumded to the
nearest whole share, Whether or not fractional shares arc issuable
upon such conversion shall be determined an the basis of the
aggregate nurnber of shares of Series A Preferred Stock each
bolder is at the time converting into Comumeon Stock and the
aggregate number of shares of Commaon Stock ixsuable to cach
such holder upan such conversion.

b) Upon the occurrence of cach edjusmment or readjustment of the
Serica A Counversion Price pursuaat to Section 4, the Corporation,
at its expense, shell promptly compute such adjustment or
readjustment in accordance with the terms hereof and prepare and
furnish 1o cach holder of shares of Series A Preferred Stock a
certficate setting forth such adjustment or readjustment and
showing in dctail the facts upon which such adjustment or
readjustment is based. The Corporation shall, upon the written
request at any time of any holder of Series A Preferred Stock,
furnish or cause to be furnished to such holder a like certificate
setting forth (i) such adjustment and readjustment, (ii) the Serics
A Conversion Price at the time in cffect, and (iif) the pumber of
shares of Common Stock and the amowunt, if any, of other
property which at the time would be received upon the
conversion of a share of Series A Praferred Stock.

(10) Rezsrvation of Stock Issuablc Upon Conversion. The Corporation shall
at all times reserve and kecp available out of its suthorized but unissucd sharcs of Common
Stock, solely for the purpose of effecting the conversion of the sharcs of the Series A Preferred
Siock, such number of its shares of Common Stock that shall from time to time be sufficient to

. effect the conversion of all outstanding shares of the Series A Preferred Stock: and if at any
time the number of authorized but unissued shares of Common Stock not otherwise reserved
for issuance shall not be sufficient 1o effect the conversion of all then oulstanding sharcs of the
Series A Preferred Stock, in addibion to such other remecdies as shall be availablo to the holders
of such Series A Preferred Stock, the Corporation will take such corporate action that may, in
the opinion of its counsel, be necessary to increase its authorized but unissued shares of
Common Stock to such number of shares as shall be sufficieat for such purposes, including
without limitation, engaging in best effosts to obtain the requisite sharehalder approval of any
nccessary amendment to its Certificate of Incorporation.

ny-465384 8
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(11) Notices. Any notice required by the provisions hereof to be given to the
holders of shares of Serics A Preferred Stock shall be deemed given on the date of service if
scrved personally on the party to whom nolice is to be given, or on the date of transmittal of
services by facsimile transmission to the party to whom notice {3 to be given, and addressed to
¢ach bolder of record at his address appearing ou the boaks of the Corporation.

(12) Yoting Rights. Subjuct to Section 13 below, holders of Serfes A
Preferred Stock shall not be entitled 1o vote, including with respect to the election of dircctors
of the Corporation.

. (13) Protective Provisions. Subject 1o the rights of any series of prefered stock
that cxist or may from time 10 time came into existence, s long s any shares of Serics A
Preferred Stock are outstanding, the Corporation shall pot without first obtaining the approval
(by vote or written consent, as provided by law) of the holders of at least & majority of the then-
outstanding shares of Series A Preferred Stock, voting separately as a serics:

a) amend its Certificate of Incorporation 80 as to affect adversely the
shares of Series A Preferred Stack or any holder thercof {including
by creating any additional classes or series of prefemed stock with
a liquidation preference or other rights scnior to the Series A
Preferred Stock); or

b)  change the rights of the holders of the Series A Preferred Stock in
any other respeoct,

(14)  Status of Converied Stock. In the event any shares of Scries A Preferred
Stock shall be converted pursuant 10 Section 4 or exchanged pursuant to Section 5 hereof, the
shares 5o converted or exchanged shall be canceled and shall not be reissuable by the
Corporation. The Certificate of Incorporation af the Corporation shall be appropristely
amended to cffect the comresponding reduction in the Corporation®s authorized capital stock.

(15) Temn. Inthe event that the Series A Preferred Stock shall not have been
converted into shares of Common Stock or exchanged, as provided in Section 5 abave, on or
prior 10 the date that is the later of (A) six years after the date bereof and (B) the Exchange
Termination Date, the Serics A Preferred Stock shall either, at the option of the Corporation,
(i) remain outstanding or (if) be repaid in amount equal to the Series A Liquidation Preference
plus accrued dividends thereon, in cash or by the issuance of shares at the Corporation’s
Common Stock based on the then-current Conversion Price.

C.  Series B Convertible Preforred Stock. All cross-references in each

subpmg‘raph of this Section C of Article [V refer to other subparagraphs in this Section C of
Article [V unless otherwise indicated.

(1)  Designation. 25,000 shares of Preferred Stock shall be designated and
known as the “Series B Preferred Stock.” Such number of shares may be increased or decreased
by resolution of the Board of Directars of the Carparation after obtaining the consent of a
majority in interest of the holdex(s) of the then-outstanding shares of Series B Preferred Stock;
proyided, that no decrease shall reduce the number of shares of Series B Preferred Stock to a

ny-466384 9
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number less than the numbet of shares then outsiarding plus the number of such shares
issuable upon exercise of outstanding rights, options or warzants or upon conversion of
outstanding sccuritics issued by the Corporation.

(2) Dividend Provisions. Each share of Series B Preferred Stock, for a period
of six years from the date of first issuance of the Series B Preferred Stock shall be entitled w
receive a mandatory dividend equal to 12.0% pex year of the Original Issue Price (as defined
below) thereof. Such dividend shall (1) compound an a semi-snoual basis, the firvt
compounding to commence six months from the date hereof, and (2) be payable semi-annually
on cach succeeding six and 12-month anniversary of the first issuance, solely by the issuance of
additional shares of Series B Preferrvd Stock, at a price per share equal to the Original Issue
Price thereof, and not in cash. Fractional shares of Series B Preferred Stock shall be issusble for
purposes hereunder.

3 forjty: Liquidati erence.

a) The Series B Preferred Stock, as to its liguidation preference,
sball rank senior to or pari passu with any existing or future class
or scries of Preferred S1o¢k issued by the Company; pari passu
with the Series A Preferred Stock; and senior to the Company’s
Common Stock.

b In the event of any Liquidation (as defined in Section B of Article
1V hereof), before any payment of cash or distribution of other
property shall be made to the holders of the Common Stock or
any other class or series of stock subordinate in liquidation
preference to the Series B Preferred Stock, the holders of the
Series A Preferrod Swock and Series B Preferred Stock, on a pro
rata basis based on their aggregate liquidation preferences then
outstanding shall be cntitled to receive out of the assets of the
Corporation legally available for distribution to its sharcholders,
the Original Issuc Price per share (s appropriately adjusted for
any combinations or divisions or similar recapitalizations
affecting the Series B Preferred Stock afler issnance) aod accrued
and unpaid dividends thereon (the “Series B Liquidation
Preference™). As¢ used herein, the “Originsl Igsue Price™ per share
is $1,000.

) If, upon any Liquidation, the asscts of the Corporation available for
distribution to its sharehoiders shall be insufficient to pay the
holders of the Series A Preferred Stock and Series B Preferred
Stock the full amounts to which they shall be entitled, the holders
of the Series A Preferred Stock and Scrics B Preferred Stock shall
share ratably (based on their respective outstanding aggregate
liquidation preferences) in any distribution of assets in proportion
to the respective amounts which would be payable tv hera in
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respect of the shares held by them if all amouunts payable to them
in respect of such were paid in full pursuant to Section 3(b).

d) After the distributions described in Section 3(¢) above have been
paid, subject to the rights of other series of preferred stock that
cxist or may from time to time come into existence, the remaining
assets of the Corporation available for distribution to
shareholders shall be distributed among the holders of Common
Stock pro rata based on the pumber of sharcs of Common Stock
held by each.

(4) Couversiop. The holders of the Series B Preferred Stock shall have
convervion rights (the “Scries B Conversion Right™), through and including the date that is six
years after the first issuance of any shares of Series B Preferred Stock (the “Conversion
Termination Date™).

a) Right to Convert.

(1)  Each share of Series B Preferred Stock shall be convertible,
at the option of the holder thereof, at any time, at the office
of the Corporation or any transfer agent for such stock, into
such number of fully paid and non-gssessable shares of
Common Stock as is determined by dividing (x) the sum of
the Original Issue Price of such share of Series B Preferred
Stock and all accrued and unpaid dividends thereon by (y)
the Serics B Conversion Price {(as defined below). The
“Series B Conversion Price” shall for cach issue of Series B
Preferred Stock be & price equal to 150% of the average
closing price of the Common Stock for the 60 trading days
prior to the date of written notice of such purchase request
of the Company for the purchase of such issuc of Scries B
Prefarred Stock.

(2)  Befote sny holder of Series B Preferred Stock shall be
entitled to convert such shares into shares of Comamon
Stock, such holder shall surrender the catificate or
certificates therefor, duly endorsed, at the office of the
Corporation or of any transfer agent for the Scries B
Prefared Stock, and shall give written notice to the
Corporation at ita principal corporate office, of the clection
to canvert the same and shall state therein the name or
pames in which the certificate or certificates for shares of
Comimon Stock are to be issued. The Corporation shall, as
soon as practicable thereater, issue and deliver at such
office to such holder of Series B Preferred Stock, or to the
nomince or nominces of such holdar, a certificatc or
certificates for the number of shares of Common Stock to
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which such holder shall be entitled as set forth above. Such
conversion shall be deemed 1o have been made
immediately prior to the close of business on the date of
such surrender of the shares of Series B Prefesred Stock to
be converted, and the person or persons eatitled 1o receive
the shares of Common Stock issuable upon such conversion
shall be treated for all purposes as the recond holder or
bolders of such shares of Comman Stock as of such date.

(3)  Inthe cvent the Corporation should at any time fix a record
dute for the effectuation of a split or subdivision of the
outstanding shares of Common Stock or the determination
of holders of Coramon Stock entitled to receive a dividend
or other distribution payable in additional shares of
Common Stock or Common Stock Equivalents without
payment of any consideration by such holder for the
additional shares nf Common Stock or the Common Stock
Equivalents (including the sdditional shares of Comraon
Stock issuable upon conversion or exercise thereof) or with
payment that is less than the Series B Conversion Price
then in effect, then, as of such recond date (or the date of
such dividend distribution, split or subdivisicn if no record
date is fixed), the Series B Conversion Price of the Series B
Preferred Stock shall be appropriately decreased so thas the
number of shares of Common Stock issuable on conversion
of each share of such series shall be increased in proportion
to such increase of the aggregate of (a) shares of Common
Stock outstanding and (b) those issuable with respect to
such Commion Stock Equivalents, with the aumber of
shares issuable with respect to Common Stock Equivalents
determined from time to time as provided in Section 4(a)(5)
below.

(4)  1f the number of sharcs of Common Stock cutstanding at
any time is decreased by a combination of the outstanding
shares of Common Stock, then, following the rocord date of
such combination, the Series B Conversion Price for the
Series B Preferrad Stock shall be appropriately increased o
that the number of shares of Common Stock issuable on
conversion of each share of such series shall be decreased
in proportion to such decrease in outstanding shares.

(5) The following proﬁiom shall apply for purposes of this
Section 4{a):

(a) The sggregate maximum number of shares
of Common Stock deliverable upon conversion or exercise
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of Common Stock Equivalents (assuming the satisfaction
of any conditions to convertitility or exercisability,
including, without limitation, the passage of time, but
without taking into account potential antidilution
adjustments) shall be decmed 10 have been issued at the
time such Common Stock Equivalents wers issued.

(b}  Inthe ovent of epy change in the nurber of
sharcs of Common Stock deliverable or in the consideration
payable to the Corporation upon conversion or exercise of
such Common Stock Equivalents including, but not limited
to, ¢ change resulting from the antidilution provisions
thereof, the Serics B Conversion Price of the Series B
Preferred Stock, to the extent ip any way affected by or
computed using such Common Stock Equivalents, shall be
recomputad to reflect such change, but no further
adjustment shall be made for the actual issuance of -
Comman Stock or any payment of such copsideration upon
the exercise of any such options or rights or the conversion
or exchange of such securities.

(c)  Upon the termination or expiration of the
convertibility or exercissbility of any such Common Stock
Equivalents, the Serics B Conversion Price of the Series B
Preferred Stock, to the extent in any way affected by or
computed nsing such Common Stock Equivalents, shall be
recomputed to reflect the issuance of only the number of
shares of Common Stock (and Common Stock Equivalents
which remain convertible or exercisable) actually issued
upoa the conversion or exercise of such Commen Stock
Equivalents, .

(5) Exchange Right In the event that EIS (as defined in Section B of Article
IV hereof) shall have exercised the Exchange Right (as defined in Section B of Article IV
hereof), EIS shall, at its option, within 30 days thereof, (i) cause to be paid to the Corporation, an
amount equal to 30.1% of the aggregate amount of the Development Funding (es such term is
defined in the Funding Agreement, dated as of January 7, 2000, among EIS, Newco, EPIL, the
Corperation and Elan (as such teemsz are defined in Section B of Article IV hereof) to date
provided by each of the parties Newco), in accordance with the termsg of the Funding Agreement,
including any accrued and unpaid interest and/or dividends psid to EIS thereon, from and after
the date hereof and until the date of such exercise, or (ii) surrender for cancellation, including
any accrued and unpaid interest and/or dividends thereon paid to EIS, a portion of e issuance
of Series B Preferred Stock having an aggregate Qriginal Issue Price equal to 30.1% of the total
amount of Development Funding provided by each of the parties to Newco, in sccordance with
the terms of the Funding Agreement in connection with the issuance of such Series B Preferred
Stock, from and after the date hereof and until the date of the exercise of the Exchange Right,
apainst the outstanding Series B Preferred Stock, if any, and/or the convertible promissory notc
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dated as of January 7, 2000 by the Corporatioa in favor of EIS in the original principal amount of
$02.01$ millior or (iii) effect a combination of (i) and (ji) above if applicable.

(6)  Other Distributiong. On or prior to the Conversion Tenmination Date, in
the event the Corporation shall declare a distribution payable in securities of other persons,
cvidences of indebtedness issued by the Corporation or other persons, assets (cxcluding cash
dividends) or options or rights not referred o in Section 4, then, in each such ¢ase for the
purpose of thig Scction 6, the holders of the Series B Preferred Stock shall be cntitled to a

- proportionate share of any such distributicn as though they were the holders of the number of
shares of Common Stock of the Corporation into which their shares of Series B Preferred
Swck would be convertible as of the record date fixed for the determination of the holders of
Comman Stock of the Corparation catitled to receive such distribution.

()  Recapitalizations. On or prior to the Conversion Termination Date, if at
amy time or from time to time there shall be a recapitalization of the Common Stock (other than a
subdivision, combination or merger or sale of assets provided for in Section 3 or Section 4
hereof) provision shall be made so that the holders of the Series B Preferred Stock shall
thereafter be entitled to receive upon conversion of the Series B Preferred Stock the number of
shares of stock or other securities or property of the Corporation or otherwise, to which a holder
of Common Stock deliverable upon conversion would have been entitled on such
recapitalization. fu any such case, appropriste adjustment shall be made in the application of the
provisions of Section 4 with respect 10 the rights of the holders of the Series B Preferred Stock
after the recapitalization (o the end that the provisions of Section 4 (including adjustment of the
Series B Conversion Price then in effect and the number of shares purcharable upon conversion

of the Series B Preferred Stock) shall be applicable afier that cvent a8 nearly equivalent as may
be practicable.

(8)  Nolmpairment. The Corporation will not, by amendment of its
Certificate of Incorporation or through any rcorganization, recapitalization, transfer of assets,
consolidation, merger, dissolution, issuance or sale of sccuritics ot any other voluntary action,
avoid or scek to avoid the observance of perforrnance of any of the terms to be observed or
paformed hereunder by the Corporation, but will at all times in good faith assist in the
carrying out of all the pravisions hereof and in the taking of all such action as may be
necessary or appropriate in order to protect the Serics B Conversion Rights and Exchange
Right of the bolders of the Series B Preferred Stock against impainment.

(9) NoFractional Shares and Certificate as to Adjustments.

8)  Nofractiona] shares shall be issued upon the conversion of eny
share or shares of the Series B Preferred Stock, and the number of
shares of Comuuon Stock (e be issued shall be rounded to the
nearest whole share, Whether or not fractional shares are issuable
upon such conversion shall be determined oa the basis of the
aggregate number of shares of Series B Preferred Stock each
holder is at the time converting into Common Stock and the
agyregate number of shares of Common Stock issugble 1o each
such holder upon such conversion.
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b) Upon the occumrence of each adjustment or readjustment of the
Series B Conversion Price pursuant to Section 4, the Corporation,
at its expense, shall prompily compute such adjustment or
readjustment in accordance with the terms hereof and prepare and
furnish to each bolder of shares of Series B Preferred Stock a
certificate setting forth such sdjustment or readjustment and
showing in detail the facts upon which such adjustment or
readjustment is based. The Corporation shall, upon the written
raquest at any time of any holder of Series B Prefcrred Stock,
fumnish or cause 10 be furnished to such holder a like certificate
sctting forth (i) such adjustment and readjustment, (ii) the Segies
B Conversion Price at the time in effect, and (iii) the nurmber of
shares of Commeon Stock and the amount, if any, of other
property which at the time would be received upon the

- conversion of a share of Serizs B Preferred Stock.

(10)  Rescrvation of Stock lssuable Upon Conversion. The Corporation shall
at all times reserve and keep available out of its authorized bus unissued shares of Common
Stock, solely for the purpose of effecting the conversion of the shures of the Series B Preferred
Stock, such number of its shares of Common Stock that shall from time to time be sufticient to
cffect the conversion of all outstanding shares of the Scries B Preferred Stock; and if at any
time the number of authorized but unissued shares of Common Stock not otherwise reserved
for issuance shall not be sufficient to effect the conversion of all then outstanding shares of the
Scries B Preferred Stock, in addition to such other remedies as shall be available to the holders
of such Series B Preferred Stock, the Corporation will take such corporule uction that may, in
the opinion of its counsel, be necessary to increase its authorized but unissued shares of
Common Stock to such number of shares as shall be sufficient for such purposes, including
without Hmitation, engaging in best efforts to obtain the requisite sharcholder approval of eny
necessary amendment o its Certificate of Incorporation.

(11) Notices. Any notice required by the provisions hereof (0 be given to the -
holders of shares of Series B Preferred Stock shall be deemed givea on the date of service if
served personally on the party to whom notice is to be given, ot on the date of transmittal of
services by freximile transmission to the party to whom notioe is to be given, and addressed to
<ach holder of record at his address appearing on the books of the Corporation.

(12) Repurchases or Redemptions of the Series B Preferred Stock. (a) The
Scrics B Preferred Stock shall be redecmable, in whole or in part (in increments of at Jeast
$250,000), at the option of the Corporation for cash at 100% of the Original issue Price plus
accrued dividends (the “Redemption Price™), so long as all of the amounts provided (o be
funded a8 sct forth in the Securities Purchase Agreement, dated as of January 7, 2000, between
EIS and the Corparation, have been funded or the Corpuration has waived its right 1o any
addidonal funding. Any shares of Serics B Preferred Stock called for redemption shall no
longer be entitled to the Conversion Right.

{(b)  The Corporation shall notify the holders ot the Serics B Preferred Stock in
writing setting forth (a) the terms of the redemption of the Sexics B Preferred Stock, and (b) the
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propased date for such redemption (the “Redemption Date™), which shall be berween 10 and 30
days after the date of such notice. On the Redemption Date, (x) the Corporation shall pay in cash
an amount oqual to thc Redemption Price to the bolders ol the Seties B Preferred Stock by check
or wire transfer to an account designated by such holders, and (y) the holders shall tender their
shares of Series B Preferred Stock, subject to the redemption, to the Corporation, for
cancellation. The holders and the Corporation shall take all other necessary or appropriate
actions in connection with or to effect such closing.

. {13) YotingRights. Subject to Section 14 below, holders of Series B Preferred
Stock shall not be entitled to vots, including with respect to the election of directors of the
Corporation.

(14)  Protective Provigions. Subject to the rights of any series of preferred stock
that exists or may from time to time come into existence, so long as any shares of Scrics B
Prefesred Stock are outstanding, the Corporation shall not without first obtaining the approval
(by vote or written conseat, as provided by law) of the-holders of at least a majority of the then-
outstanding sharcs of Series B Preferred Stock, voting scparately as a series:

8)  amend its Certificate of Incorporation so as to affect adverscly the
shares of Series B Preferred Stock or any holder thereof (including
by creating any additional classes or series of preferred stock with
& liquidation preference or other rights senior to with the Scrics B
Preferrad Siock); or

b) change the rights of the holders of the Sertes B Preferred Stock in

any other respect.
(15 ' Status of Converted Stock. In the event any sharcs of Series B Preferred

Stock shall be converted pursnant to Scction 4, the shares so converted ar exchanged shall be -
canceled and shall not be reissuable by the Corporation. The Certificate of Incorporation of the
Corporation shall be appropriately amended fo effect the corresponding reduction in the
Corporation’s authorized capital stock.

(16) Temm. [n the cvent that the Series B Preferred Stock shall not have been
converted into shares of Common Stock or exchanged, as provided in Section 5 above, on ot
prior to the date that is the later of (A) six years afier the date hereof and (B) the Exchange
Termination Date, the Scries B Preferred Stock shall cither, at the option of the Corporation,
(t) remain outstanding or (ii) be repaid in emount equal to the Series B Liguidation Preference
plus accrued dividends thereon, in cash or by the issuance of shares at the Corporation's
Common Stock based on the then-current Conversion Price.

Vv,
A Reverse Stock Split

(1)  Effective 12:01 a.m. on April 16, 2003 (the “Effective Time™) all shares of
Common Stock of the Corporation issued and outstanding immediately prior to the Effective

ny-466384 16

PATENT
REEL: 014242 FRAME: 0195



FRCM CORPORATION TRUST WILM. TEAM ¢2 (WED) 4. 16703 16:07/ST. 16:00/N0. 4863796807 ® 18

Time (*Old Common Stock™) shall be and hereby are automatically combined and reclassified
(the “Reverse Split”), without any action on the part of the holder thereof, as follows: every six
shares of Old Common Stock shall bc combined and reclassified (the “Reverse Stock Split”) as
onc share of issued and outstanding Common Stock (“New Common Stock™). The Corporation
shall not issue fractional shares on account of the Reverse Stock Split. Any fractional share

resulting from such change shall be rounded upward to the next higher whole share of New
Common Stock.

(2) Following the Effective Time, each holder of Old Common Stock shall be
cnmled to receive upon surrender of such holder’s certificate(s) representing Old Comumon Stock
(whether one or myre, “Old Certificates™) for cancellation pursuant to procedures adopted by the
Corporation, a certificale(s) representing the number of whole shares of New Common Stack
(whether one or more, “New Cetificates™) into which and for which the shares of Old Comimon
Stock formerly represented by such Old Certificates so surrendered arc reclassified under the
terms hereof. From and after the Effective Time, Old Certificates shall represent only the right
to reccive Now Certificates, The Corporation shall not recognize on its stock record books any
purported transfer of any fractional share of Common Stack of the Corparation.

VI

A.  Management. For the management of the business and for the conduct of the
affairs of the Curporation, and in further definition, limitation and regulation of the powers of
the Corpornation, of its directors and of its stockholders or any class thereof, as the case may be,
it is further provided that:

B. of Dj

(1)  Tbe management of the business and the conduct of the affairs of the
Corporatjon shall be vested in its Board of Directors. The number of directors which shall
constitute the whole Board of Dirvctors shall be designated in (he Second Amended and
Restated Bylaws of the Corporation (the “Bylaws™). The directors shall be divided into three
classes with the term of office of the first class (Class I) to cxpire at the annual meeting of
stockholders held in 2003; the term of office of the second class (Class IT) to expire at the
annual meeting of stockholders held in 2004; the term of office of the third class (Class III) to
expire at the annual mecting of stockholders held in 2005; and, thereefter, for each such term
to cxpire at cech third succeeding annual meeting of stockholders after such election,

(2)  Subject 10 the rights of the holders of any series of Preferred Stock to elect
additiona] directors under specified circumstances, directors shall be elected at each annusl
mecting of stockholders for 8 term of one year. Each director shall serve until his successor is
duly elected and qualified or until his death, resignation or removal. No decrease in the number
of directors constituting the Board of Directors shall shorten the term of any incumbent director.

(3  Elections of dircctors noed not be by wiitien ballot unless the Bylaws of
the Corporation shall so provide.
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(4)  Subjest to the rights of the holders of any series of Preferred Stock, no
director shall be removed without cause. Subject to any limitations irpposed by law, the Board
of Directors or any individual director may be removed from office at any time with cause by
the aftfirmative vote of the holders of & majority of the outstanding voting stock of the
Corporation.

(5)  Subject to the rights of the halders of any series of Preferred Stock, any
vacancies on the Board of Directors resulting from death, resignation, disqualification, removal
or other causes and any newly created directorships resulting from any increase in the number of
directors, shall, unless the Board of Directors determines by resolution that any such vacancies or
newly created direciorships shall be filled by the stockholders, except as otherwise provided by
law, be filled only by the affirmative vote of a majority of the directors then in office, even
though less than a quorum of the Board of Dircctors, and not by the stockholders. Any director
elected in accordance with the preceding sentence shall hald office for the remainder of the full
term of the director for which the vacancy was created or occurred and until such director’s
successor shell have been elected and qualified.

C.  Stockholders.

(1)  Subject to paragraph (6) of Article V] of the Bylaws, the Bylaws may be
altered or amended or new Bylaws adopted by the affirmative vote of at least sixty-six and
two-thirds percent (66-2/3%) of the voting power of all of the then outstanding voting stock of
the Corporation. The Board of Directors shall also have the power to sdopl, amend, or repeal
Bylaws.

(2)  Anyaction required to be taken, or any action which may be taken, at
any annual or special meeting of stockholders of the Corporation, may be taken without a
meeting, without prior notice and without a vote, by the holders of outstanding stock baving
not less than the minimum number of votes that would be necessary to authorize or take such
action al & meeting at which all shares entitled to vole thereon were present and voted.

(3)  Special meetings of the stockholders of the Corporation may be called, for
any purpose or purposes, by (i) the Chairman of the Board of Directors, (i) the Chicf Executive
Officer, or (iii) the Board of Directors pursuant to a resolution, and shat! be held at such place,
on such date, and at such time as the Board of Directors shall fix.

(4)  Advance notice of stockholder nominations for the election of directors
and of business to be brought by stockholders before eny meeting of the stockholders of the
Corporation shall be given in the manner provided in the Bylaws of the Corporstion.

VIL

A, Limitation of Lisbility. A director of the Corporation shall not be personally
liable to the Corporation or its stockholders for monetary damages for any breach of fidugiary

duty as & director, except for liability (i) for any breach of the director’s duty of loyalty to the
Corporation or its stockbolders, (ii) for acts or omissions not in good faith or which involve
mtentional misconduct or a knowing violation of law, (3ii) under Section 174 of the Delaware
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General Corporation Law, or (iv) for any transaction from which the dircctor derived an
improper personal benefit. If the Delaware General Corporation Law is amended after
approval by the stockholders of this Article to authorize corporate action further climinating or
limiting the personal liability of directors, then the Liahility of a director shall be climinated or

limited 1o the fullest extent permitted by the Delaware General Corporation Law, as so
amended.

B. Indemnification. The Corporsation shall indemnify to the fullest extent permitted
by law any person who was or is made or is threatened to be made a party to an action or .
proceeding, whether criminal, civil, administrative or investigative, by reason of the fact that he
or she or a person of whom he or she is the lcgal representative is or- was s directer, officer,
employee or agent of the Corporation or is or was serving at the request of the Corporation a5 a

dircctor, officer, employce or agent of another Corporation, partnership, joint venture, trust or
other enterprise.

C. Amendments. Any repeal or modification of this Article V11 shall be
prospective and shall not affect the rights under this Article V11 in effect at the tiroe of the
alicged occurrence of any act or omission to sct giving rise to liability or indemnification.

VI

A. The Corporstion reserves the right to amend, alter, change or repeal any
provision contained in this Amended and Restated Certificate of Incorporation, in the manner
now or bereafter prescribed by statute, except as provided in paragraph B of this Article VI,
and all rights conferred upon the stockholders herein are granted subject ta this reservation.

B. Notwithstanding any other provisions of this Amended and Restated Cenificate
of Incorporation or any provision of law which might otherwise permit a lesser vote or no vote,
but in addition 1o any affirmative vote of the holders of any particular class or series of the then
outstanding voling stock of the Corporation required by law, this Amended and Restated
Certificate of Incorporation or any Preferred Stock Designation, the affirmative vote of the
holders of at least sixty-six and two-thirds percent (66-2/3%) of the voting power of all of the

then outstanding voting stock of the Corporation, voting together as a single class, shall be
required 10 alter, amend or repeal Articles.

IN WITNESS WHEREOF, this certificate has been signed this 1 6th day of April, 2003
by the undersigned who affirmas that the statements made herein are truc and correct.

[/ _Hownrd W. Robin
Name; Howard W. Robin
Title  President and Chief Executive Officer

ny-466384 19

PATENT
REEL: 014242 FRAME: 0198



Delaoware

The ‘First State

PAGE 1

I, HARRIET SMITH WINDSCR, SECRETARY OF STATE OF THE STATE OF
DELAWARE, DO HEREBY CERTIFY TEE ATTACHED IS A TRUE AND CORRECT
COPY OF THE RESTATED CERTIFICATE OF "RIBOZYME PEARMACEUTICALS,
INC.%", CHEANGING ITS NAME FROM "RIBOZYME PHARMACEUTICALS, INC."
TC *“SIRNA THERAPEUTICS, INC.", FILED IN THIS OFFICE ON TEE
SIXTEENTH DAY OF APRIL, A.D. 2003, AT 5:43 O'CLOCK P.M.

A FILED COPY OF THIS CERTIFICATE HAS BEEN FORWARDED TO THE
NEW CASTLE COUNTY RECORDER OF DEEDS.

Harriet Smith Windsor, Secretary of State
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