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PATENT
Joint Inventors

(Pending Application:
DOCKET NO.: ISI8-0717 8erial Nc. Unknown)

ASSB8IGNMENT

WHEREAS, we Yogesh S8hantilal Sanghvi and Phillip Dan
Cook, hereinafter referred to as the assignors, residing
respectively at 700 Teakwood Court, Carlsbad, CA 90029 and 7340
Bolero 8treet, Carlsbad, CA 92009 are the joint inventors of
certain inventions or improvements for which we have made
application for Letters Patent to the United States, identified as
Case No. 1I8I8-0717, entitled BACKBOWE MCDIFIED OLIGONUCLEOTIDE
ANALOGS AND PREPARATION THEREOF THROUGH RADICAL COUPLING; and

WHEREAS, ISIS8 Pharmaceuticals hereinafter referred to as
the assignee, of Carlsbad Research Center, 2292 Faraday Avenue,
Carlsbad, CA 92008, a corporation of California, USA is desirous
of acquiring the entire right, title and interest in and to the
said inventions or improvements and in and to the said
application, and in, to and under any and all Letters Patent which
may be granted on or as a result thereof in any and all countries:

NOW, THEREFORE, for and in consideration of the sum of
One Dollar ($1.00) to each of us in hand paid by said assignee,
and other good and valuable consideration, the receipt of which is
hereby acknowledged, we, the said assignors, have sold, assigned,
transferred and set over, and by these presents do hereby sell,
assign, transfer and set over to said assignee, the entire right,
title and interest in and to said inventions or improvements and
said application and any and all continuations, divisions and
renewals of and substitutes for said application, and in, to and
under any and all Letters Patent which may be granted on or as a
result thereof in the United States and any and all other
countries, and any reissue or reissues or extension or extensions
of said Letters Patent, and assign to and authorize said assignee,
to file in our names applications for Letters Patent in all
countries, the same to be held and enjoyed by said assignee, its
successors, assigns, nominees or legal representatives, to the
full end of the term or terms for which said Letters Patent
respectively may be granted, reissued or extended, as fully and
entirely as the same would have been held and enjoyed by us had
this assignment, sale and transfer not been made.

AND we hereby covenant that we have full right to convey
the entire interest herein assignsd, and that we have not executed
and will not execute any agreement in conflict herewith, and we
further covenant and agree that we will each time request is made
and without undue delay, execute and deliver all such papers as
may be necessary or desirable to perfect the title to said
inventions or improvements, said application and said Letters
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PATENT
Joint Inventors

executed the foregoing assignment, and who acknowledged to me that
they executed the same of their own free will for the use and
purposes therein set forth.

OFFICIAL NOTARY SEAL Coa_ ot Ca_e .,
CAROL A COLLINS 8 -

Notary Public — California Notary Public

SAN DIEGO COUNTY

My Comm. Expires JUL 08, 1994

e e o -
- - TN -~

[WHERE INVENTORS S8IGN BEFORE SEPARATE NOTARIES:]

SS
COUNTY OF :
on this _________ day of . 19__, before me
personally came the above named to

me personally known and known to me to be the same individual who
executed the foregoing assignment, and who acknowledged to me that
execution of the same was of that person's own free will for the
use and purposes therein set forth.

Notary Public

K:\U\FORMS\ASSIGN\ASN-WOSN.JNT -3 =
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PATENT
Joint Inventors

SS
COUNTY OF :
on this day of + 19__, before me
personally came the above named to

me personally known and known to me to be the same individual who
executed the foregoing assignment, and who acknowledged to me that
execution of the same was of that person's own free will for the
use and purposes therein set forth.

Notary Public

#The above assignment covers application Serial No.

QE/se G5 , filed on _ 2/ 3/, , 1977,
_ The above insertion made by me this 41¢' day of
N , 1993, _
3 ’ .
/lbd(}Ck\#V\4&f
of WOODCOCK) WASHBURN KURTZ MACKIEWICZ
N & NORRIS -
___REGORDED
PATENT AMD TRADEMARK !
QFFICE o
JUN T 993
i
K:\U\FORMS\ASSIGN\ASN-WOSN.JNT - 4 -
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State of Delaware
Office of the Secretary of State "% !

I, EDWARD J. FREEL, SECRETARY OF STATE OF THE STATE OF
DELAWARE, DO HEREBY CERTIFY THE ATTACHED [S A TRUE AND CORRECT
COPY OF THE CERTIFICATE OF AGREEMENT OF MERGER, WHICH MERGES:

"ISIS PHARMACEUTICALS™, A CALIFORNIA CORPCRATICN,

WITH AND INTO "ISIS,PHARMACEUT[CALS, INC." UNDER THE NAME OF
"ISIS PHARMACEUTICALS, INC.", A CORPCRATION ORGANIZED AND
EXISTING UNDER THE LAWS OF THE STATE OF DELAWARE, AS RECEIVED
AND FILED [N THIS OFFICE THE NINETEENTH DAY QF APRIL, A.D. 1991,

AT 12:30 O'CLOCK P.M.

Ciktud

Edward ]. Freel, Secretary of State

AUTHENTICATION:
2258177 8100M PDATE: 7563279
950147850 07-05-95
' PATENT
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SZCRAEZTAR’RY ¥ 5TATE
oIv SN CF CORPORATICONS
TIL. 12:30 PM 04/13/1991
211093173 - 2253173

AGREEMENT AND PLAN QF MERGER

This AGREEMENT AND PLAN OF MERGER (the "Merger Agreement") is
made as of April 4, 13991, By and between Isis Pharmacauticals, a
California corporaction ("Isis Californiar), and Isis
Pharmaceuticals, Inc., a4 Delaware corporation ("Isis Delaware").
Isis California and Isis Delaware are sometimes referred to as the

"Constituent Corporations.”

The authorized capital stock of Isis California consists of
20,000,000 shares of Common Stock, without par value, and
15,000,000 shares of Prefarrad Stock, withouet par value, of which
6,250,000 shares have been designated as "Series A Praeferrad
Steock, " 530,000 shares have been designated as "Series B
Preferred Stock” and 5,000,000 shares have been designatec as
"Series C Preferred Stock.” The aucthorized capital stock of I[sis
Dalaware consists cf 50,000,000 shares of Common Stock, $.001 par
value, and 15,000,000 shares of Preferred Stock, $.001 par value,
of which 6,250,000 shares havae been designataed as “Series A
Preferred Stock," 330,000 shares have been designated as
"Series B Preferred Stock"” and 5,000,000 sharas have been
designated as “Series C Pretferred 3tock."

The directcors of the Constituent Corporations deem it advis-
able and to the advantage of said corporartions that Isis Zali-
fornia merge into Isis Celaware upon the terms and conditions

herein provided.
NOW, THEREFORE, the parties do hereby adopt the plan of
reorganization encompassed Dy this Merger Agreemanz and do hereaby

agree that Isis California shall merge into Isis Delaware on the
following terms, conditions and other provisions:

I. TERMS AND CONDITIONS

1.1 Merger. Isis California shall be merged with and into
Isis Delaware (the "Merger"), and Isis Oelaware shall be the
surviving corporation (the "Surviving Ccrporation”) effective upcn
the date when this Merger Agreement is filed with the Secretcary of
State of tha State of Delaware (the “Effective Date~).

1.2 Succession. On the Effective Date, Isis Dalaware shall
continue its corporate exisctence under the laws of the State of
Delaware, and the separate existence and corporate organization
of Isis California, except insofar as it may be continued by
operation of law, shall be terminated and cease.

1.3 Transfer of Assets and Liabilities. On the Effective
Date, the rights, privileges, powers and franchises, both of a
public as well as of a private nature, of each ©f the Constituent
Corporations shall be vestaed in and possessed by the Surviving

20310374
041291 1.
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Corporacion, subject zo all of the z=isapilities, Jduties anc
restrictions of or upen eacn of the Constituent Corparatians: and
all and singqular rights, grivileges, powers and f£z=anchises of each
of the Constituaent Corpcraticns, and all property, real, personal
and mixed, of each of the Constituent Corporations, and all debts
due toc each of the Constituent Corzorations an whatever account,
and all things in action ¢z belcnging tc each of the Consstituents
Corporations shall be transferred =o and wvested in the Suzviving
Corporation; and all property, tights, privileges, powers andg
franchises, and all and every other interest, shall be chereaftcar
the property of the Surviving Corpcraticn as they were ci the
Constituent Corporations, and the title o any r=al sstate vestced
by deed or otherwise in either of the Constituent Corpcrations
shall not revert or be in any way impaired by reascn of the
Merger; provided, however, that the liabilities of the Constizuent
Corperations and of their snarenclders, directors and cificers
shall not be affected and all rights of crediteors and all liens
upon any property of either of the Constituent Corporations shall
be preserved unimpaired, and any claim existing or action or pro-
ceeding pending by or against either of the Constituent Corpcra-
tions may be prosecuted t3 judgment as 1I the Merger had no= taken
place except as they may be mocified with the consent of such
creditors and all debts, liakilities and duties of or upon each of
the Constituent Corporaticns shall actach to the Surviving Corpo-
ration, and may be enforced agains:t It o the same extent as if
such debts, liabilicties and duties had kteen incurred or con<ractsd

by ic.

1.4 Ccmmon Stock o Isis Califsrnia and Isis Celawarz=a. On
the Effactive Date, DYy virtue oI the Merger anag witicut any fur-
thar action on the pazxt 2 the Constituent Corporations or their
shareholders, (i) each share of Common Stock cf Isis California
issued and ourstanding immediately pricr therstc (as adjuscted for
the .7-for-l1 reverse stock split by Isis California in Maxzch 1991
shall be changed and converted into one £fully paid and
nonassessable share of the Common Stock o0f Isis Delaware; and
(il) each share of Common Stock of Isis Delaware issued and
cutstanding immediately prior theretos shall be cancelled and
returned to the status of authorized buzt unissued shares.

1.5 Prefarred Stock of Isis California and Isis Dalaware.
Cn the tffective Date, by virtue oI the Merger anad witiout any
farther action on the part of the Constituent Corporations or
their shareholders, (i) each share of Series A Praferred Stock of
Isis California issued and outstanding immediately pricr cthere=zo
shall be changed and converted into one fully paid and
nonassessable share of Series A Prefaerred Stock of 13is Delaware,
(ii) each share of Serias 3 Prerferred Stock of Isis California
issued and outstanding immediately prior thereto shall be changed
and converted into one fully paid and ncnassessable share of
Series B Preferred Stock of Isis Delaware, and (iii) each share of
Series C Preferred Stock of Isis California issued and cutstanding

20310374
041291 ' 2.
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immaediately pricr theretg shall be changed and converted ints one
fully paid and nonassessable share cZ Series C Preferred Stock ot

Isis Deliawara.

1.6 Stock Certificates. On and aZter the Effective Dace,
all of the ocutstanding certificates wnich prior to that time
reprasented shares of the Common Stock or of the Preferred Stock
of Isis California shall be deemed Zcr all purposes to evidence
ownership of and to represent the shares of Isis Delaware into
which the shares of Isis California represented by such certifi-
cates have been converted as herein grovided and shall be so
registered on the books and records cI the Surviving Cerporation
or its tramnsfer agents. The registered owner of any such ouc-
standing stock certificate shall, until such certificatce snall
have been surrendered for transfar or csonversion or otherwise
accounted for to the Surviving Corporaticn Qr its transfer agent,
have and be entitlaed to exercise any voting and cther rights with
respect to and to receive any dividend and other distributions
upon the shares of Isis Delaware evidenced by such ocutstanding

certificate as above przovided.

1.7 QOptions. On the Effective Date, the Surviving Corpora-
zion will assume and continue all of Isis California‘’s stsck
option plans in existence on the =fZective Date, iacluding without
limication the 1383 Stock Oprtion Plan, and the cutstanding and
unexercised portions of all options to purchase Ccmmon Stock of
Isis California (as adjusted for the .7-for-l reverse stock split
by Isis California in March 1991), including without limitation
all options outstanding undaer such stock option plan and any other
ocutstanding options, shall become options to purchase the same
number of shares of Common Stock of Isis Delaware, with no other
changes in the terms and conditions of such cptions. Effective on
tha Effective Date, Isis Delaware hereby assumes the outstanding
and unexercised portions of such cpticons and the cobligations of
Isis California with respect therato.

1.8 Warrants. On the Effective Date, the Surviving
Corporation will assume and continue all of Isis California‘s
warrants, and the outstanding and unexercised portions of alil
warzantcs to purchase Common Stock of Isis California (as adjusted
for the .7-for-1 reversa stock split by Isis California in Marzh
1991) shall become warrants to purchase the same number of shares
of Common Stack of Isis Celaware, and the cutstanding and
unexercised portions of all warrants tTo gurciase Series 3
Preferred Stock of Isis California shall become warrants to
purchase the same number of shares cf£f Series 3 Preferred Stock of
Isis Delaware, with no other changes in the terms and c¢oanditicns
of such warrants including axercise prices. Effactive nn =he
Effective Date, Isis Delaware hereby assumes the outstanding and
unexercised portions of all such warrants and the cbligations of

Isis California with raespect thereto.

20310374
041291 3.
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1.9 Emplovee Benefit Plans. Cn the Eff2ctive Data, the
Surviving Corporation shall assume all obligations of Isis
Califernia under any and all employee baenefit plans in effec= as
ef such date with respect to which employee zights or accruea
benefits are outstanding as of such dace; provided, however, that
one share of Common Stock of Isis Dalaware shall be subscicuted
for each share of Common Stock of Isis Califcornia (if any)
thereunder (as adjusted for the .7-for-l reverse sutock split by
Isis California in March 13921l). On the Zffective Data, the
Surviving Corporation shall adopt and continue in effect all such
employee benefit plans upon the same terms and conditions as were
in effect immediately prior to the Merger and shall reserve that
number of shares aof Isis Delaware Common Stcck with respect to
each such employee benefit plan as is equal toc the number of
shares of Isis California Common Stock (if any) 30 reserved on the
Effective Date (as adjusted for the .7-for-l1 reversa stock split

by Isis California in March 1991).

IT. CHARTER DOCUMENTS, OIRECTORS AND OFFICERS

2.1 Caertificate of Incorporatiaon and Bvlaws. The Certi-
ficate of Incorporation and Bylaws of Isis Delaware in effec= cn
the Effective Datae shall continue to be the Certificata of
Incorporation and Bylaws of the Surviving Corporation.

2.2 Directors. The directors of Isis Delaware immediately
prececing the Effective Date shall become the directors of the
Surviving Corporation on and after the Effective Date to serve
until the expiration of their terms and until their successors are

elacted and qualified.

2.3 Qfficers. The officers of Isis Delaware immediately
preceding the Effective Date shall become the cfficers of the
Surviving Corporation on and after the Effective Date tso serve at
the pieasure of its Board cf Directors.

III. MISCELLANEQUS

3.1 Further Assurances. From time to time, and when re-
quired by the Surviving Corpcration or by Lts successors and
assigns, there shall be executed and delivered on beahalf of Isis
California such deeds and other instruments, and there shall be
taken or caused to be taken by it such further and other actien,
as shall be appropriate or necassary in crder to vest or perfect
in or to conform of record or otherwise, in zhe Surviving Corpo-~
raticn the title to and possession of all the property, interxests,
assets, rights, privileges, immunities, powers, franchises and
authority of Isis California and otherwise to carry ocut the pur-
poses aof this Merger Agreement, and the <fficers and direcrors of
the Surviving Corporation are fully authorized in the name and on

20310374
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behalf of Isis California or otherwise two take any and all such
action and to execute and deliver any and ail such deeds and other

instrzruments.

3.2 Amendment. At any time before cr after apprcval by the
shareholders of Isis Califcornia, this Merger Agreement may be
amended in any manner (except that, after the approval of the
Merger Agreement by the shareholders of Isis California, the
principal terms may not be amended without the further approval of
the sharaholders of Isis California) as may be determined in the
judgment cf the respective 3card of Directors of Isis Delaware
and Isis California to be necessary, desirable, or expedient in
crder to clarify the intention of the parties hereto or to effecc
or facilitata the purpose and intent of this Merger Agreement.

3.3 Conditions to Merger. The obligation of the Constituent
Corporaticns to effect the transacticons contemplated hereby is
subject to satisfaction of the following conditions {(any or all of
which may be waived by either of the Constituant Corperations in
its sole discretion to the extent permitted by law):

(a) the Merger shall have been approved by the share-
holders of Isis California in acccrdance with applicable provi-
sions of the General Corporation Law ocf the State of California:;

and

(b) Isis California, as scle stockholder of Isis
Delaware, shall have approved the Merger in accordance with the
General Corporation Law of the State of Delaware; and

(¢} any and all consents, permits, authozrizacions,
approvals, and orders deemed in the sole discretion of Isis
California to be material to consummation of the Merger shall have

been obtained.

3.4 Abandonment or Deferral. At any time before the Effec-
tive Date, this Merger Agreement may be terminated and the Mergex
may be abandoned by the Board of Directors of either Isis Cali-
fornia or Isis Delaware or both, notwithstanding the approval of
this Merger Agreement by the sharehclders of Isis California or
Isis Delaware, or the consummation of the Merger may be deferred
for a reasonable period of time if, in the opinion of the Boards
of Directors of Isis California and Isis Delaware, such action
would be in the best intarest of such cocrporaticns. In the avent
of tarminatcion of this Merger Agreement, this Merger Agreement
shall become void and of no effect and there shall be no liability
on the part of either Constituent Corporation or its Board of
Direc=ors or sharsholders with respec:t thereto, except that Isis
California shall pay all expenses incurred in <connection with tne
Merger or in respect of this Merger Agreement or relating theretos.

3.5 Counterrvarts. In order zo facilitate the filing and
racording of this Merger Agreement, the same may be executed in

20310374
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any number of counterparts, each of which shall be deemed to be an

original.
IN WITNESS WHEREOF, this Mergar Agreement, having fizst been
duly approved by the Board of Directors of Isis California and

Isis Delaware, is hereby executed on behalf of each said
corporation and attested by their respective cfficers thereunto

duly authorized.

ISIS PHARMACEUTICALS,
a California corpeoration

M<D., Ph.D.

the Board, President
and Chief Executive QOfficer

ATTEST:

Alan C. Mehd lson

Secrecary
ISIS PHARMACEUTICALS, INC.,
a Delawars corporation
8y
.' n- . p Ph-D-
Chairman of the Board, President
and Chief Executive Qfficer
ATTEST:

20310374
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ISIS PHARMACEUTICALS
QFFICERS' CERTIFICATE OF APPROVAL OF MERGER

The undersigned, Stanley T. Crooke and Alan C. Mendelson, do
hereby certify that:

1. They are the President and Secretary, respectively, of
Isis Pharmaceuticals, a California corporation (the "Corpora-

tion').

2. The Agreement and Plan of Merger attached to this
Certificate providing for the merger of the Corporation with and
into Isis Pharmaceuticals, Inc., a Delaware corporation, was duly
approved by the Board of Directors and by the shareholders of

the Corporation.

3. The Corporation has two authorized classes of shares,
designated Common Stock and Preferred Stock. The number of
shares of Common Stock outstanding and entitled to vote upon the
merger was two million thirty-two thousand eight hundred
{(2,032,800) shares. The number of shares of Prefaerred Stock
cutstanding and entitled to vota upon the merger was eight
million four hundred ninety-three thousand nine hundred eighty-

one (8,493,981) shares.

4. The terms of the Agreement and Plan of Merger were
approved by the Corporation by the vote of the number of shares
of Common Stock and Preferred Stock of the Corporatisn which
equaled or exceedad the votse required. The percentage vote
required for the Common Stock for such approval was more than
£fifty percent (50%). The percentage vote required for the
Preferred Stock for such approval was more than fifty percent

(50%).

IN WITNESS WHEREQF, the undersigned have executed this
Certificate this @~ day of April, 19%;;
N4,

Stamidy T. G e, M.0., PR.D.
President

C

Alan C. Mendegson
Secratary

20310038 |
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tach of the undersigned declares under penalty of perjury
that he has read the foreyoing Certificate and knows tha contents
thersof and that the same is true of his own knowledge.

Exacuted at Carlsbad, California on April \aq_, 1991.

St ey T. Croa

President

Alan C. Mendelson
Secratary

20310038
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ISIS PHARMACEUTICALS, INC.
OFFICERS’ CERTIFICATE OF APPROVAL OF MERGER

The undersigned, Stanley T. Crooke and Alan C. Mendelson,
do hereby certify that:

1. They are the President and Secretary, respectively,
of Isis Pharmaceuticals, Inc., a Delaware corporation (the

"Corpecration”).

2. The Agreement and Plan of Merger attached to this
Certificate providing for the merger of Isis Pharmaceuticals, a
California corporation, with and into the Corporation was duly
approved by the Board of Directors and by the stockholders of

the Corporation.

3. The Corporation has two authorized classes of shares,
designatad Common Stock and Preferred Stock. The number of
shares of Common Stock cutstanding and entitled to vote upon the
merger was One Thousand (1,000) shares cof Common Stock. There
are no shares of Preferred Stock outstanding.

4. The tarms of the Agreement and Plan of Mexrger ware
approved by the Corporation by the vote cf the number of shares
of Common Stock of the Corporation which egqualed or exceedaed the
vote required. The percentage vote required for such approval
was more than £fifty percent (50%).

IN WITNESS WHEREOF, the undersigned have axacuted this
Certificata this .\ day of April, 1991.

e, M.D., Ph:D.

President —

& C.

Alan C. Mendejlson
Secretary

20310034
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Each of the undersijned declares under penalty of perjury
that he has read the foregoing Certificate and knows the contents
thereof and that the same is true of his own knowledge.

Executed at Carlsbad, California on April & , 1991,

Stanley T. Cpocke’, "M.
President

A c Woso.

Alan C. Mendeljon
Secrescary

20310034 :
041291 2.
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