DOCKET NO.: BIOL0283WO

ASSIGNMENT

WHEREAS, I/we, Nicholas J. Viney, of Carlsbad, CA, Richard S. Geary, of
Carlsbad, CA, Yanfeng Wang, of Carlsbad, CA, Zhengrong Yu, of Carlsbad, CA, and
Rudy Gunawan, of Apex, NC (the “assignors”), has/have invented a certain invention entitled
MODULATING APOLIPOPROTEIN (A) EXPRESSION, for which I/we have made an
application for letters patent of the United States and foreign jurisdictions through the Patent
Cooperation Treaty, said application having been filed November 7, 2016 and assigned

application no. PCT/US2016/060816 (the “Application”); and

WHEREAS, Ionis Pharmaceuticals, Inc. hereinafter referred to as the assignee, of 2855
Gazelle Court, Carlsbad CA, a corporation of Delaware, is desirous of acquiring my/our entire
right, title and interest in and to the said invention and improvements therein (the “Invention”)
and in and to the said Application, and in, to and under any and all letters patent or patents which
may be granted on or as a result thereof or otherwise relate to the Invention 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, or
by these presents do hereby sell, assign, transfer and set over to said assignee, the entire right,
title and interest in and to said Invention and said Application (including the right to apply for
any letters patent or patents for any countries in relation to the Invention and all priority rights)
and any and all continuations, continuations-in-part, divisions, rights of priority under
International Conventions including the Paris Convention, and renewals of and substitutes for
said Application, and in, to and under any and all letters patent or patents which may be granted
on or as a result thereof or otherwise relate to the Invention i the United States and any and all
other countries, and any reissue or reissues or extension or extensions or supplementary

protection certificates in relation to any of said letters patent or patents, and assign to and

authorize said assignee to file in_our names applications for letters patent or patents in all

—
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legal representatives, to the full end of the term or terms for which said letters patent or patents
respectively may be granted, reissued, extended or supplemented, 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
assigned, 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 Invention, said Application and said letters patent or patents to said assignee, its successors,
assigns, nominees, or legal representatives, and each of us agrees to communicate to said
assignee or to its nominee all known facts respecting said Invention, said Application and said
letters patent or patents, to testify in any legal proceedings, to sign all lawful papers to execute
all disclaimers and divisional, continuing, reissue and foreign applications, to make all rightful
oaths, and generally to do everything possible to aid said assignee, its successors, assigns,
nominees and legal representatives to obtain and enforce for its or their own benefit proper

patent protection for said inventions or improvements in any and all countries.

AND we hereby sell, assign, transfer, and convey to assignee all claims for damages and
all remedies arising out of any violation of the rights assigned hereby that may have accrued
prior to the date of assignment to said assignee, or may accrue hereafter, including, but not
limited to, the right to sue for, collect, and retain damages for past infringements of said letters

patent or patents before or after issuance.

AND we hereby authorize and request the Commissioner of Patents and Trademarks of
the United States and any official of any country or countries foreign to the United States whose
duty it is to issue patents on applications as aforesaid, to issuc to said assignee, as assignee of the
entire right, title and interest, any and all letters patent and patents for said Invention, including
any and all letters patent of the United States which may be issued and granted on or as a result

of the Application aforesaid, in accordance with the terms of this assignment.
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IN WITNESS WHEREOF, we have hereunto set our hands and seals.

Dated: g F@é 20ﬂ MW}L (/(.ﬂy,—v

Nicholas J. Viney

A notary public or other officer completing this certificate verifies only the identity of the individual who signed the
document to which this certificate is attached, and not the truthfulness, accuracy or validity of that document.

State of Cafx%m& )

) Ss.

County of &ln’DLQG\VO )
On E-ﬁt}ﬁ a;;p% &1 26T before me, Lﬂ;UJ’G\— L ~ECLVYLQS ; Notary

Public, personally appeared Nicholas J. Viney, who is proved to me on the basis of satisfactory

evidence to be the person(s) whose name(s) is/are subscribed to the within instrument and
acknowledged to me that he/she/they executed the same in his/her/their authorized capacity(ies),
and that by his/her/their signature(s) on the instrument the person(s), or the entity upon behalf of

which the person(s) acted, executed the instrument.

I certify under PENALTY OF PERJURY under the laws of the State of California that the

foregoing paragraph is true and correct.

WITNESS my hand apllelficial seal.

LAURA L. EAMES
Commisgion # 2146406
Notary Publlc - Calitornie
San Diegb County

Sivgr;ﬁtu;e of Notary

ASSIGNMENT - Page 3 of 8



DOCKET NO.: BIOL0283WO

Dated: /?TM—; 20& /@MW

R:chdrd S. Geary

A notary public or other officer completing this certificate verifies only the identity of the individual who signed the
document to which this certificate is attached, and not the truthfulness, accuracy or validity of that document.

State of C&.“.‘EEYV\LK )
County off i}:ﬂ'DLéE]O_ )

On J_UJ’\-Q, LC[; o’){}(‘? before me, LQM_ Notary

Public, personally appeared Richard S. Geary, who is proved to me on the basis of satisfactory

SS.

evidence to be the person(s) whose name(s) is/are subscribed to the within instrument and
acknowledged to me that he/she/they executed the same in his/her/their authorized capacity(ies),
and that by his/her/their signature(s) on the instrument the person(s), or the entity upon behalf of

which the person(s) acted, executed the instrument.

I certify under PENALTY OF PERJURY under the laws of the State of California that the

foregoing paragraph is true and correct.

my hand ang official seal.

LAURA L, EAMES
Commission # 2146406
Notary Public - Callfornia
San Diego County S
My Comm. Explres Aor 13, 2020

- aa mi WITNES

Signature of Nu‘f’ezry
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Dated: 1/ S/ _20L7 //’V//Y .

Yanfeng Wang

A notary public or other officer completing this certificate verifies only the identity of the individual who signed the
document to which this certificate is attached, and not the truthfulness, accuracy or validity of that document.

State of Caltgbfv\kﬂ_- )
)
County of_@MO_-)

On E}_’Z{L& Mﬂﬁ_p_oﬂ__beforc me, LCLQ_[&_ L; al\’ﬂ_QQ) \ Notary

Public, personally appeared Yanfeng Wang, who is proved to me on the basis of satisfactory

S8,

evidence to be the person(s) whose name(s) is/are subscribed to the within instrument and
acknowledged to me that he/she/they executed the same in his/her/their authorized capacity(ies),
and that by his/her/their signature(s) on the instrument the person(s), or the entity upon behalf of

which the person(s) acted, executed the instrument.

I certify under PENALTY OF PERJURY under the laws of the State of California that the

forcgoing paragraph is true and correct.

LAURA L. EAMES
Commission # 2146406
Notary Public - California

Wf Diego County - N gnature of N‘étary
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e

Dated: 2 8 2012
Zhengrong Yu

A notary public or other officer completing this certificate verifies only the identity of the individual who signed the
document to which this certificate is attached, and not the truthfulness, accuracy or validity of that document.

State of _CQ,LE}V NG, )

) Ss.

County of ¢ ;an Du&% O )
On Ek X1 gg&d&l 2oVl before me, l QU L l-—?{ltugs : Notary

Public, personally appeared Zhengrong Yu, who is proved to me on the basis of satisfactory
evidence to be the person(s) whose name(s) is/are subscribed to the within instrument and
acknowledged to me that he/she/they executed the same in his/her/their authorized capacity(ies),
and that by his/her/their signature(s) on the instrument the person(s), or the entity upon behalf of

which the person(s) acted, executed the instrument.

I certify under PENALTY OF PERJURY under the laws of the State of California that the

foregoing paragraph is true and correct.

WITNES official seal.

my hand ai

= T UAURA | EAMES

# 2146406

STgnature of Notary

LAURA L. EAMES
Gommission # 21464086
Hotary Public - Callfornia
an Diego County
iros Apr 13
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Ao e

Rudy Gunawan

A notary public or other officer completing this certificate verifies only the identity of the individual who signed the
document to which this certificate is attached, and not the truthfulness, accuracy or valldity of that document.

State of g .Q.l.l.‘[_'_\f.l_‘:a.(,é&.(, )

County of SOM’-D_LL?% 0 )

On F-Qbruau%‘ét 20\ bolore me, LJ LY. L- Etm es | Notary

Public, personally appeared Rudy Gunawan, who is proved to me on the basis of satisfactory

SS.

evidence to be the person(s) whose name(s) is/are subscribed to the within instrument and
acknowledged to me that he/she/they executed the same in his/her/their authorized capacity(ies),
and that by his/her/their signature(s) on the instrument the person(s), or the entity upon behalf of

which the person(s) acted, executed the instrument.

I certify under PENALTY OF PERJURY under the laws of the State of California that the

foregoing paragraph is true and correct.

LAURA L. EAMES
Commission # 2146406

Notary Public - Caiifornia
$an Diego County
My Gomm. Expires Apr 13, 202
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IONIS PHARMACEUTICALS, INC.

By: ¢ m éz@b\:}Q Dated: 1 ’25 20 17
Name: Clifford K. Ford

Title: Vice President, Patents and Senior Patent Counsel

A notary public or other officer completing this certificate verifies only the identity of the individual who signed the
document to which this certificate is attached, and not the truthfulness, accuracy, or validity of that document.

State of (?C«\l’FDVV\.LG. )
County of ASCLD:DL-Q%Q_))

On Jl_.l.h_:l' 25 2\ pefore me, L{Igam L al!!lfﬁ i Notary

Public, personally appeared Clifford E. Ford, who is proved to me on the basis of satisfactory

SS.

evidence to be the person(s) whose name(s) is/are subscribed to the within instrument and
acknowledged to me that he/she/they executed the same in his/her/their authorized capacity(ies),
and that by his/her/their signature(s) on the instrument the person(s), or the entity upon behalf of

which the person(s) acted, executed the instrument.

I certify under PENALTY OF PERJURY under the laws of the State of California that the

foregoing paragraph is true and correct.

-

ny hand and offjicial seal.

M

génat'-ure'of Notary

WITNESS

LAURA L. EAMES
Commission # 2146408
Notary Public - California

San Diego County X
My Gomm, Expires Apr 13, 2020
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ASSIGNMENT

WHEREAS, I/we, Nicholas J. Viney, of Carlsbad, CA, Richard S. Geary, of
Carlsbad, CA, Yanfeng Wang, of Carlsbad, CA, Zhengrong Yu, of Carlsbad, CA, and
Rudy Gunawan, of Apex, NC (the “assignors”), has/have invented a certain invention entitled
MODULATING APOLIPOPROTEIN (A) EXPRESSION, for which I/we have made an
application for letters patent of the United States, said application having been filed November

6, 2015 and assigned application no. 62/252,392 (the “Application’); and

WHEREAS, ISIS Pharmaceuticals, Inc. hereinafter referred to as the assignee, of 2855

Gazelle Court, Carlsbad CA, a corporation of Delaware, is desirous of acquiring my/our entire
right, title and interest in and to the said invention and improvements therein (the “Invention”)
and in and to the said Application, and in, to and under any and all letters patent or patents which
may be granted on or as a result thereof or otherwise relate to the Invention 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, or
by these presents do hereby sell, assign, transfer and set over to said assignee, the entire right,
title and interest in and to said Invention and said Application (including the right to apply for
any letters patent or patents for any countries in relation to the Invention and all priority rights)
and any and all continuations, continvations-in-part, divisions, rights of priority under
International Conventions including the Paris Convention, and renewals of and substitutes for
said Application, and in, to and under any and all letters patent or patents which may be granted
on or as a result thereof or otherwise relate to the Invention in the United States and any and all
other countries, and any reissue or reissues or extension or extensions or supplementary
protection certificates in relation to any of said letters patent or patents, and assign to and
authorize said assignee to file in our names applications for letters patent or patents in all
countries, the same to be held and enjoyed by said assignee, its successors, assigns, nominees or

legal representative: end of the term or terms for which said letters patent or patents

AO3ARR
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respectively may be granted, reissued, extended or supplemented, 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 hercby covenant that we have full right to convey the entire interest herein
assigned, 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 Invention, said Application and said letters patent or patents to said assignee, its successors,
assigns, nominees, or legal representatives, and each of us agrees to communicate to said
assignee or to its nominee all known facts respecting said Invention, said Application and said
letters patent or patents, to testify in any legal proceedings, to sign all lawful papers to execute
all disclaimers and divisional, continuing, reissue and foreign applications, to make all rightful
oaths, and generally to do everything possible to aid said assignee, its successors, assigns,
nominees and legal representatives to obtain and enforce for its or their own benefit proper

patent protection for said inventions or improvements in any and all countries.

AND we hereby sell, assign, transfer, and convey to assignee all claims for damages and
all remedies arising out of any violation of the rights assigned hereby that may have accrued
prior to the date of assignment to said assignee, or may accrue hereafter, including, but not
limited to, the right to sue for, collect, and retain damages for past infringements of said letters

patent or patents before or after issuance.

AND we hereby authorize and request the Commissioner of Patents and Trademarks of
the United States and any official of any country or countries foreign to the United States whose
duty it is to issue patents on applications as aforesaid, to issue to said assignee, as assignee of the
entire right, title and interest, any and all letters patent and patents for said Invention, including
any and all letters patent of the United States which may be issued and granted on or as a result

of the Application aforesaid, in accordance with the terms of this assignment.
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IN WITNESS WHEREOQF, we have hereunto set our hands and seals.

Dated: |0 /106- 20 l_é A)(}& l/(f);/_ﬁ/

Nicholas J. Viney

A notary public or other officer completing this certificate verifies only the identity of the individual who signed the
document to which this certificate is aitached, and not the truthfulness, accuracy, or validity of that document.

State of CGL\LET A )

s ) ss.
County of &ﬂ’Dw@u )

On fVla,«d lo, 20l before me, Lowva L Eamey Notary
Public, personally appeared Nicholas J. Viney, who is proved to me on the basis of satisfactory
evidence to be the person(y). whose name(y) is/ate subscribed to. the within instrument and
acknowledged to me that he/shetthey exceuted the same in his/herftheir anthorized capacity(ies),
and that by his/herftheir signature(g¥ on the instrument the person(g), or the entity upon behalf of

which the person(syf acted, executed the instrument.

I certify under PENALTY OF PERJURY under the laws of the State of California that the

foregoing paragraph is true and correct.

WITNESS my hand and official seal.

B sl tr

Signature of Notary

LAURA L. EAMES

Commission # 2146406

Notary Public - California
San Diego County

My Comm. Expires Apr 13, 2020
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-

Dated: _/Y/ De¢ 20 /5

Richard S. Geary

A notary public or other officer completing this certificate verifies only the identity of the individual who signed the
document to which this certificate is attached, and not the truthfulness, accuracy, or validity of that document.

State of COJAFM NG )

= ) ss.
County of o)

on Jec. 14 W2O5 before me, Lﬂ e L. Eames A Notary

Public, personally appeared Richard S. Geary, who is proved to me on the basis of satisfactory

evidence to be the pcr_‘s_'on@ whose name(s) is/ave subscribed to the within instrument and
acknowledged to me that he/shefthey executed the same in his/her/their authorized capacity(ies),
and that by his/her/their signature) on the instrument the pcrsonw; ot the entity upon behalf of

which the person(;{) acted, executed the instrument.

I certify under PENALTY OF PERJURY under the laws of the State of California that the

foregoing paragraph is true and correct.

P O e

LAURA L. EAMES E
Commission # 1972276

Notary Publlc - Calitornia
san Diego Gounty
My Comm. Expires Apr 13,2016

Signature of Notary
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Dated: e ,M ﬂ? 20{_‘6 éﬂ / : e 2

Yanfeng Wang

A notary public or other officer completing this certificate verifies only the identity of the individual who signed the
document to which this certificate is attached, and not the truthfulness, accuracy, or validity of that document.

state of (G\Fornic. )
)
County of S5an Dlj@ )

On MM 10, ol ‘before me, La—UfG\- L EQMQS . Notary

Public, personally appeared Yanfeng Wang, who is proved to me on the basis of satisfactory

SS.

evidence to be the person(y) whose name(p) is/aze subscribed to' the within instrument and
acknowledged to me that he/she/they executed the same in his/hesiheir authorized capacity(ies),
anid that by histher/their signature(4) on-the instrument the person(g); or the entity upon behalfof

which the person(#) acted, executed the instrument.

[ certify under PENALTY OF PERJURY under the laws of the State of California that the

foregoing paragraph is true and correct.

LAURA L. EAMES
Commission # 2146406
Notary Public - California :
San Dingo County - ! S
l My Comm. Explres Apr 13, 2020! Signature of Notary
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Dated: O&leo  nre / =

Lfl/ engrong Yu

A notary public or other officer completing this certificate verifies only the identity of the individual who signed the
document to which this certificate is attached, and not the truthfulness, accuracy, or validity of that document.

State of CCL\[’POYV\CGV )

. ) ss.
County of’ & Vi | ztaa_o__ )
On lo Lo before me, ea wn 2] Notary

Public, personally appeared Zhengrong Yu, who is proved to me on the basis of satisfactory
evidence to be the person(yf whose namie(g) isfare subscribed to the within instrument and
acknowledged to me that ke/she/they executed the same in his/her/their authorized capacity(ies),
and that by his/her/theie signature(s) on the instrument the pesson(g, or the entity upon behalf of

which the person(#] acted, executed the instrument.

I certify under PENALTY OF PERJURY under the laws of the State of California that the

foregoing paragraph is true and correct,

1SS my hand and official seal,

LAURA L. EAMES
Commiasion # 2146406
Notary Publi¢ - Calitornia

San Disgo County

§ignalurc of Notary
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Dated: 4/"26 2016 -

Rudy Gunawan

A notary public or other officer completing this certificate verifies only the identity of the individual who signed the
document to which this certificate is attached, and not the truthfulness, accuracy, or validity of that document.

State of _CQ I ;E;[ﬂ e )
: | ) ss.

County of_&g iZ(QQn )
On M@Zﬂ@_b@fm‘c me, Lﬂ.L,U’a.L Eamas , Notary

Public, personally appeared Rudy Gunawan, who is proved to me on the basis of satisfactory

evidence to be the person(y) whose name(y) is/are subscribed to the within instrument and
acknowledged to me that he/she/they executed the same in‘his/hertheir anthorized capacity(ies),
and that by histhertheir signature(g} on the instrament the p‘erson‘(sﬁ, or the entity upon behalf of

which the person(g) acted, executed the instrument.

I certify under PENALTY OF PERJURY under the laws of the State of California that the

foregoing paragraph is true and correct.

WITNESS my hand and official seal,

LAURA L. EAMES
Gommission & 2146406

Notary Public - Califernla - %W}——‘
8an Diego Counly A
! My Comm Expires Apt 13, zozui Signature of Notary
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ISIS PHARMACEUTICALS, INC.

Dated: {r/‘/{? 20 _Lé

A notary public or other officer completing this certificate verifies only the identity of the individual who signed the
document to which this certificate is attached, and not the truthfulness, accuracy, or validity of that document.

State of ( G IP]&)[[]]'Q )
)
County of a1 todo )

SS.

On mt,uﬁ I,I_', 01to  before me, LO.L,UZL L. EQMQS , Notary
Public, personally appeared Jason D. Ferrone, who is proved to me on the basis of satisfactory
evidence to be the person(yf whose name(g) isfare subscribed to the within instrument and
ackiiowledged to me that he/shelthey executed the samie in his/her/their authorized capacity(ics),
and that by his/her/their si'g_ni;_imrg(iyo on the instrument the p,crson(gﬁ,:o_;r the entity upoty behalf of

which the personp;') acted, executed the instrument.

I certify under PENALTY OF PERJURY under the laws of the State of California that the

foregoing paragraph is true and correct.

WITNESS my hand and official seal.

LAURA L. EAMES
Commission # 2146406

Notary Public - Callfornia
§an Diego County

§irgnalu re of Notary
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Delaware

The First State

I, JEFFREY W. BULLOCK, SECRETARY OF STATE OF THE STATE OF
DELAWARE, DO HEREBY CERTIFY THE ATTACHED IS A TRUE AND CORRECT
COPY OF THE CERTIFICATE OF AMENDMENT OF “ISIS PHARMACEUTICALS,
INC.”, CHANGING ITS NAME FROM "ISIS PHARMACEUTICALS, INC." TO
"IONIS PHARMACEUTICALS, e, ", FILED IN THIS OFFICE ON THE
EIGHTEENTH DAY OF DECEMBER, A.D. 2015, AT 9:30 O'CLOCK A.M.

A FILED COPY OF THIS CERTIFICATE HAS BEEN FORWARDED TO THE

NEW CASTLE COUNTY RECORDER OF DEEDS.

1E

\)Jm iy Bulloth, Sectetnry. oL Siaw )

2258177 8100
SR# 20151425168

You may verlfy this certificate online at corp.delaware.gov/authver.shtml

Authentication: 10646087
Date: 12-18-15



Stats of Dolawire
Secrelary o State
Divhdsn of Corporatlony
Deftvered 69:30 AN 1211872018
FILED 09:30 AM 12102015
SR 10181425160 - FilaNumber 2258177

CERTIFICATE OF AMENDMENT
TO THE RESTATED CERTIFICATE OF INCORPORATION

Isis Pharmaceuticals, Inc., a corporation organized and existing under and by virtue of the
General Corporation Law of the State of Delaware (the “Corporation”), hereby certifies that:

FIRST: The name of the Corporation is Isis Pharmaceuticals, Inc.

SECOND: The date on which the Certificate of Incorporation of the Corporation was
originally filed with the Secretary of State of the State of Delaware is March 25, 1991.

THIRD: The Board of Directors of the Corporation, acting in accordance with the
provisions of Sections 141 and 242 of the General Corporation Law of the State of Delaware,
adopted resolutions to amend its Restated Certificate of Incorporation as follows:

Article 1 shall be amended and restated to read in its entirety as follows:
“The name of the corporation is Ionis Pharmaceuticals, Inc.”

IN WITNESS WHEREOF, Isis Pharmaceuticals, Inc, has caused this Certificate of
Amendment to be signed by.its chief operating officer this 18" day of Dge€mpber, 2015.

ISIS I

By:_ V)Y {1 _
B L’?‘ﬁe Parstall, Chief Operating Officer



