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Additional Information and Where to Find It

Additional Information and Where fo Find It

In connection with the propesed merger, Mautilus Holdco, Inc. ("Hobdco™) has filed with the LS. Securities and Exchange Commission (the “SEC) a Registration Siatemant on Form 5-4 (as
may be amended from Sme 1o lime, the “Regstralion Stalement’) that incluses the prelminary jont provy stalement of BioCrys! Pharmaceuticals, Inc. ("BiaCryst) and lsera
Pharmaceuticals, ng. ("kera™) and that also will constitule a prospectus of Holdco, These materials are nat yet final and will be amended. Once the Registration Statement is declared
effiective by the SEC, aach of BioCryst and Idera will mail the dafinitive joent prooty stalementirospectus included tharein o their respactive sinckholders. BioCryst, Idera and Holdco will tso
file other documents with the SEC regarding the proposed iransaction, These documents are nol substiiutes for the definitive joint proxy’prospecius thal will be filed by each of BioCryst and
Idera with the SEC and mased to stockholders. BEFORE MAKING ANY VOTING DECISION, IDERA'S AMD BIOCRYST'S RESPECTIVE STOCKHOLDERS ARE URGED TO READ THE
DEFINITIVE JOINT PROXY STATEMENT/PROSPECTUS IN ITS ENTIRETY AND ANY OTHER DOCUMENTS FILED BY EACH OF IDERA AND BIODCRYST WITH THE SEC IN
CONMECTION WITH THE PROPOSED MERGER OR INCORPORATED BY REFERENCE THEREIN BECALISE THEY WILL CONTAIN IMPORTANT INFORMATION ABOUT THE
PROPOSED TRANSACTION AND THE PARTIES TO THE PROPOSED TRANSACTION. Investors and stockholdars may obiain free coples of these materials and other documents filed
with the SEC (when avaiable) by BioCryst, Idera and Holdco through the website maintained by the SEC at www.sec.gov. Idera and BioCryst make available free of charge al
www.iderapharma.com and wwew. biocryst.com, respectively (in the “Investors” section), copies of materials they file with, o furnish to, the SEC.

Particip in the Solicitatit

This documeanl doas nol constitvie a solicitation of proxy, an offer 10 purchase or & solicitation of an offer 1o sall any secunties. ldera, BioCryst and thewr respactive directors, axeculive officers
and cerain employess and other persons may be deemed bo be participants in the solicitation of proxies from the stockholders of Idera and BioCry$t in connection with the proposed merger,
Security holdars may obtain information regarding the names, affiliations and interests of ldera's direciors and officers in Idera’s Annual Report on Form 10-K for the fiscal year anded
December 31, 2016, which was Sad with the SEC on March 15, 2017 and its definitive proxy statement for the 2017 annual meeting of Sockholders, which was filed with the SEC on April 28,
2017. Security holders may obtain information regarding the names, affiliations and interests of BioCryst's dinsctors and officers in BioCryst's Annual Report on Form 10-K for the fiscal year
endad Decamber 31, 2016, which was filed with the S5EC on February 27, 2017 and its dafnitive procy statamant for the 2017 annual mesting of stockholders, which was filed with tha SEC
on Agil 12, 2017 Additional information about the interests of BioCryst's direciors and officers and Idera’s directors and officers in the proposed menger can be found in the above-referenced
Registration Staterment. These documents may be obiained free of charge from the SEC's website a1 www sec.gov, Idera’s websibe al www.ideraphanma.com and BioCryst's websile at
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Forward-Looking Statements

These matenals conlain forwand-looking slalemenis within the meaning of The lederal secuntes ke, regarding, among olser things, fulure events of the future financial performance of Idera and BioCryst. Such
siatemants are based upon curment plans, sstimates and expectalions thal are subject b various risks and uncertaines. The inclusion of forsard-locking statements should not be regarded as a representation
that such plans, estmabes and sxpaciabons wil be achisved. Wonds SUCh &6 “anticpale,” "sapect,” “progect,” “intend,” "bedewe,” “may,” “will" “should,” “plan,” “could,” “tanget.” "contempilale,.” "estimate.” “predict,”
“polenlial” and words and lerms of similar subsiance used in connection with any dscussion of Ratune plans, acions of evenls identify Torwand-lookng stalements. All forward-looking stalements, olher than
historical facts, including stafements regarding the expected timing of the ciosing of the mesger, the abilty of the parties i complete the maenger considening the vanous closing conditions; the expectied benefits
of tha margar, such as affcancies, cost savngs, tax banalits, enhanced revenues and cash fiow, growih polantial, marked profile and Snancial sirength; the competitive abedity and posiion of the combned
company. Idera's and BaoCryst's plans, objectives sxpeclabons and inbenlions. any assumplions undedlying any of the faregorng, and any stalemants relabing 1o the merger, ans fonwand-Iooking stalements.
le!-boklng stabements are based on indormaton curnently avadable to ldera and Eu&ysl and ivolve esiimailes, expeciations and progecions. Imvesiors are cavbioned that all such forwand-lookeng
siabemants are sutybct to risks and uncernainbes. and mportant facions thal could cause actual events or resuls o dfer matenaly from Idera's and BoCrysl's plans, aslimales of sxpactatons. With respect o
ihe iransachons contemplaled by the mangar agresmenl batwean |dera and BioCrysl, thess faciors could includis, but ane nal limiled 1o (i) ldera of BioCrys! may be unable 1 oblain stockholder approval as
requined for the mesger. (i) conditions io the closing of the merger may nof be satisfied. (il the merger mary involve unexpected costs, labiltes or delays; (iv) the effect of the announcement of the merger on the
ability of kera or BioCryst to retain and hire iy persornel and mainbn nelationships with pabisnts, dociors and ctivars with 'whom iiera or BloCryst does business, of on Idena’s of BioCryst's opanating results
and busiress generally, [v) ldera's or BioCryst's respeciive businesses may sulfer 85 & resull of unceriainty surrcunding he merger and disruplion of managernent's allenlion dus 1o the manger, (vi) the culcome
dlny legal procesdings relabed bo the mesrger; (i) dera or E-\:H:ry“ may be adversely aflected by other sconomic, business, andior competitpe faciors; (vii) the ocourmence of amy event, change or other
CACUMBancES that could give rse 1o M terminabcn of the merger agreamant, [ix) Nsks thal the menger SSmpt cument plans and operatons and the polantial JMcullies in EMplcyes rebention as & rsul of e
e, (x) e rsk hal idera of BaoCryst mary be unable o obtain govemmental and régulalony spprovals requered for the iransactions, of thal requined govermmental and regulalony approvals may delay the
transacticons or resull in Bhe imposition of conditions: that could reduce the anticpaled benefits. from the transactions confemplatesd by the menger agresment or cause Bhe parties 1o abandon the ransactons
conbamplatad by th mangar agresman; () risks tal the anbicipated banedits of e manger of othar commadcial opportuntes may olfenwiss nol be fully realmed of may take longar 1o realize than axpecied
(xii}) the impact of legislative. regulatory, compelilive and technological changes. (xif) nsks relating 1o the value of the new holding company shares io be issued in the menger, (xiv) expectations for fubune clinical
frials, the fiming and pobential cutcomes of ciinical studies and interactions with regulatory authories; [xv) the rsk hat the credtt ratings of the combined company o its subsidianes may be diarent from what
the companes axpact; (0] sconomic and fonegn exchangs rale volalibty. (xvil) the continued sirength of the medical ard pharmacsutical markets; [odil) the g, siccess and markel reception for Idena's and
BioCrysl's products; (xix) e postibility of new lechnologes outdaling Idera’s of BioCryst's products, (xx) continued suppon of ldera's or BioCryal s products by influential medical professionals, (i) reiance on
and integration of information lechnology sysbems; () the nsks associated with assumptions the parfes make in connection with the parties’ cnical accounBing estimales and legal proceedings:; (xil) the
potenbal of intermabonal unrest, Sconomic downium of effects of culmences, tax ASEBSEMENTS, tEx Bdustments, anlipaled (a rabes, (ew matenal costs of avaslabdily, benedt of retirement plan ¢osls, o other
reguiatony compliance costs, and [xxiv) other risks b0 e cormummalion of the maenger, including the risk that the merger will nol be consummabsd within the expacied lime pariod or al 8l Thess risks, s wel a8
other risks associated with the proposed mesger. ane mane fully discussed in the joint prooy stalement/prospectus included in the Preliminary Registaiion Statlemaent filed with the SEC in connection with the
proposed menger

‘While thae list of factcrs presanted hare is, and tha kst of factors presented in the Preliminary Registration Stalement i, considersd represantative, no such st should be considered 1o be & compisle statemant
of all potential nsks and uncerainbes. Unksied 18200 may presant sigrican] s3ailional obsisciss 1o the realization of lonvadd laoking stalaments. Consaquencid of malanal Manances in neSuRs a8 comparsd
with thoss anticipaied in the forward-iooking statements could include, among other things, business disruption, operational problems, financial loss, legal liabdlity 1o third parties and similar fisks, any of which
could have a malorial adverss affect on BicCryst's or idera's consclidabed financial condition, results of oparations, credit rating or kguidity, Readars are urged to consider thase faciors carefully in evaluating
thegd Torwand-iooking stalemants, and not 1o plece undiss rekance on any Torwand-leoking slslemants. Readers should sso carefully Pevies T riek (8cions desdnibed in other Socurrants thal kera and BaoCryst
file from time o time wilh the SEC. The forwand-leoking statemants in this document speak only s of the dabe of this documen!. Excepl as required by ke, ldera and BioCrys! assume no obligation o updale or
revise these forwand-lookong stalements for any reason, even i new information becomes available in Bw fulure:
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Combination Creates Substantial Value

v" Aunique player in rare diseases, with scale and strengthened
competitive position

More opportunities for success through diversified late-stage pipeline,
variety of early stage programs and supporting assets

Synergistic discovery engines with enhanced development opportunities,
including through joint small molecule and oligo treatments

Best-in-class people, facilities and commercial know-how in rare
diseases

Increased financial strength and flexibility through significant cost
synergies and opportunities to generate non-dilutive capital
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Combination Highlights
e e e

*  Stock for stock transaction
Terms = Each share of BioCryst to be converted into 0.50 shares of new company stock
+  Each share of ldera to be converted into 0.20 shares of new company stock

Ownership at Closing = BioCryst stockholders to own 51.6% of new company and |dera stockholdars to own 48 4%, on a fully diluted basis

~5243 million net cash balance®

Opportunities for non-dilutive capital

MNew board comprised of 4 BioCryst directors, 4 |dera directors, and 1 new independent director
Robert Ingram, Chairman of the Board of Directors (current BioCryst Chairman))

Jon Stonehouse, CEO of BioCryst, to join Board

Vincent Milano, CEQ of Idera, to join Board

Vincent Milano, Chief Executive Officer
Headquarters: Exton, PA
Research Center: Birmingham, AL

Cash Position

Board of Directors

CEQ, Headquarters, and
Research Center

Subject to approval of BioCryst and |dera stockholders.
Subject to other customary closing conditions

A significant stockholder of each company has agreed to enter into a voting and support agreement and has agreed to vote in
favor of the transaction. This stockholder owns ~%% of outstanding |dera shares and ~14% of outstanding BioCryst shares.

Closing Conditions
Voting Agreement
Transaction Close «  Expected in second quarter 2018

* Unaudited pro-forma cash balance as of December 31, 2017 &r\'“ ;‘-‘;-'dem 5

Creating a Leader in Innovative Rare Disease Therapies

bio: ot
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Developing Oral Therapies for Life Rare Disease Company with Strong
Threatening Rare Diseases | 5 Immuno-Oncology Assets
= Small Molecule Rare Disease g Oligo Rare Disease Discovery
= Discovery Engine = Engine
2 Late Stage Programs f 2 Late Stage Programs
| .
Lead Candidate: BCX7353 Lead Candidate: IMO-2125
Prophylactic HAE | _ PD-1 Refractory Melanoma

Hligeryst ﬁl’dera 6



. Patient-Centric b4
b|o‘ Rare Disease sl

crYSt Culture and ...ider !

et Approach
] SN N RS R A AR
T Synergistic : ; Complementar
Robust Pipeline . Sy gisti : Financial Strength P sary
Discovery Engines Leadership
+ 2 Phase 3 orphan- « Significant experience = $30 million in annual * Proven commercial
designated programs with 2 distinct engines pre-tax cost synergies team; launched 1*
with compelling data expected by year three rophylactic HAE
e * Expands number of aﬁgr clusin; ’ gmguit
+ 2 additional Phase 2 rare disease targets
rare disease programs beyond standalone = ~5243 million net cash « Extensive clinical
illtii B |
« 9 total rare disease capabilities balance zigzr?;r:gznt
programs * Creates opportunities * Opportunities to add
4 i i for differentiation in the cash through
supporting asse market partnering and other
programs programs e
* Unaudited pro-forma cash balance as of December 31, 2017 Hlogeryst “idera

Phase 3 Programs Create Financially Strong Foundation to
Support Robust, Rare Disease Focused Pipeline

IMO-2125 i -
PD-1 Refractory Melanoma ::VTI'P; glg?‘ao:etg BCX7353

in Combination with Prophylactic HAE
ipilimumab programs

" Novel agent designed to nduce abscopal  IEEST (T3 Te IO T (I { [TV - Once a day oral (capsule)
. Rohust_anddurabbedinhml and Dpportunities » Competitive attack rate reduction 73%
translational data generated « Safety & tolerability similar to placebo at
. ggf-mmitymi%ulm;a tm:::mneswm from most effective dose
5 across mulbiple tumor types . = = - “bllb’nmgm y
« Multi billion dollar opportunity, along with commert.:lallzlng opportunity
data, drivi ic i in -
wrbor kol and partnering + Phase 3 ready

st
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Merger Upside: Maximizing Value and Market Potential

Value Driver Merger Amplifier

Idera management HAE launch

Commercializing BCX7353 experience

Investing in commercial launch and
ongoing pipeline development

Capital from out licensing
opportunities

BCX7353 and IMO-2125 Phase 3
opportunities in rare disease markets
+ IMO-2125 in other cancer markets

Expanding market opportunity + diffusing
risk

Leveraging and combining
complementary discovery engines

Complementary Assets and Platforms Enhance Market Opportunities and
Accelerate Value Creation

[
Sigeyst + “idera 9
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Building rare disease pipeline

Synergistic Discovery Engines with
Enhanced Development Opportunities

+ Ability to leverage both structure-guided small molecule design and nucleic
acid/oligonucleotide chemistry within one organization

+ Combination therapy of small molecule and oligo may create more effective and
potentially unique treatments for rare diseases

» Combining technologies expands number of rare disease targets that can be advanced
into development

+ Testable hypotheses
« Small molecule-oligonucleatide conjugates targeted to specific tissue types

* Combination therapeutics with small molecules and oligos exploiting two different
mechanisms of action

Opportunity: Expanded Disease Targets and Potentially Unique Treatments

a e
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Robust Rare-Disease Focused Pipeline idera [ BioCryst

_____ e B sl

STRATEGY: Discover and develop novel therapies for life-threatening, rare diseases

st
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Innovative Portfolio of Late-Stage Programs

IMO-2125
BCX7353 PD-1 Refractory BCX7353 IMO-8400
Prophylactic HAE Melanoma in Combination Acute HAE Dermatomyositis
with ipilimumab
= Oral (capsule) Kallikrein + Intratumoral TLR9 + Oral (liquid) Kallikrein - Subcutaneous TLR
Inhibitor for Hereditary Agonist for Rare Inhibitor for Hereditary 7.8,9 therapy for
Angicedema Cancer Indication - Angicedema dermatomyositis
» One pill, once a day — I » Complementary acute « Severely debilitating
fulfilling patient needs . Paa_lk year sales » therapy to create an disease aﬁa;:ting skin
 HAE market expected to estimate > $500 mlllln:m HAE portfolio :xeﬂbﬁm -':Izgi(
exceed $2B in global + Long-term expansion + Global acute markets
sales into /0 addressable and breakthrough attack
. zobmt quality of life :ﬁ::.:mdm therapy
ata

Phase 3 Initiating Q1 2018 o :
prase 20sta n 201

.~
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Proven Rare Disease Clinical & Commercial Track Record

e Frythochiorce capier. L)

.
CINRYZE HiZentra® privigerr Keentra & vancoanHal

p

(1 inkibitor thuman) i ?ﬁr’quuﬁ ety L

Multiple global and U.S. + >245 HAE patients dosed and studied | . Treatment of C
rare disease launches + CMOs clinical development/l; difficile-

Led launch for 5 global ) i : Ara brel® associated
brands that drive ~70% of : Neul: S ® diarrhea (CDAD)

+ 1% prophylactic
treatment of HAE

+ Grew to ~5400M
in NLA. annual i
sales in 5 years CSL's current revenue &8xo Clroban®), ke + Grew to ~5300M

Grew U.S. Hizentra and 1 Ctol®, in annual sales
Privigen salesm >$1B Augmentin®, Timentin®, temocillin®.

Vincent Milano Dan Soland William Sheridan, Joanna Horobin, Lynne Powell Clayton Fletcher
MB BS MB ChB
Chief Executive Chief Operating Chief Medical Chief Medical Chief Commercial VP, Strategy/
Officer Officer Officer Officer Officer Bus. Development
WPyt "II;ﬂEI'CI

2018: Significant Near-Term Value-Building Events

A o e e BCX 7353
prophylaxis Data from ZENITH-1 Phase 2 Study in Acute
HAE
Q1 » IMO-2125

nitiate ILLUMINATE 301 Ph 3 Pivotal Trial in IMO-2125

PD-1 Refractory Metastatic Melanoma in
combin '-rlcl" W I‘J'1 ipilimumab r Complete enroliment in ILLUMINATE 204
ST Phase 2 Trial in PD-1 Refractory Metastatic

Qz > |M0_8400 Melanoma
Data available from PIONEER Phase 2 Trial in
Dermatomyositis STRATEGEC

i Potential partnering and additional business
I M 0 21 2 5 development activities

L

Q2

ILLUMINATE 204 Phase 2 Trial in PD-1
Refractory Metastatic Melanoma in combination
with |,J|I|n umab — update at ASCO 2018 it + 3Ef‘dem




Solid Capital Position & Meaningful Operational Synergies

¢ ~5243 million net cash balance*

Capital for continued clinical development through next major milestone events and into Q3 2019

Capital for commercial launch planning and preparation

Multiple options for non-dilutive capital through renegotiating our debt, cash from in the money warrants and government

stockpiling

ﬁDl‘tUl‘litlES to generate larger amounts of non-dilutive capital through partnering in the near term and commaercializing
int

e long term

+ Projected $20 million in cash syner
synergies expected in year three after closing

ies in year two and approximately $30 million in annual pre-tax cost

Facilities consolidation: Headquarters to Exton, PA; research center lo Birmingham, AL

Expense consolidation over time expected to create additional cost savings and benefits

Strong Combined Financial Profile with Opportunities

to Generate Non-Dilutive Capital

* Unaudited pro-forma cash balance as of December 31, 2017

“idera
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Wall Street Analysts Recognize Value of Combination

PiperJaftray

“We view the merger favorably for creating pipeline “critical mass™ (and risk diversification)
witrsus clear clinical synengies, a dirsct conmalation betwean the respective programs. We
balieve the merger adds strangth in the form of 1) broader pipaline of rare disease candidates
building on BioCryst's established ‘7353 clinical program, 2) deeper mansgemant leam that
combines an effectve leadership track record in rare diseases (specifically HAE development
and commercialization) with an emboldened balance sheet, and 3) 4-Phase 111 candidates
B0 yiehd mane value-creating milesiones including Phase Il enroliment and Phass 1| data
anticipated in "18." (Piper Jaffray, 1/23/18)

“We like the merger for several reasons: 1) laadership gain for BCRX's oral kalliknen
program in HAE (hereditary angioedama) as Vincent Milano has previously led the
succassful launch of the first prophylactic HAE product Cinry2e which wias later acquired by
m:wmm:.z}mmmammum«nﬂmm
disease opportunities.,, 3) distinct discovery pi g BCRX's small
nﬂnuhﬂmﬂlt}npﬂﬁllnﬂllﬂﬁ'sohmwmhqhﬂhmmm
more optionality when it comes to choosing the right modality for the right disease;
and 4) the combined nel cash balance of ~5243M (unaudited pro forma cash as of
12/31/2017) strengthens the new company's financial resources to pursue curmant clinical
OpEralions, ulure commercial eMons and long-tenm ambilion 10 become a major rare disaase
player with multiple shots on goal ™ (JMP Sacurities, 1/22/18)

Nt PaTiSSion i use qualations methar Sought nor otdamed

o mmmmﬂmmmmmm

expenance within & more diversified combined y framirwark that should heldp optimize the
mmvhrﬂcﬂ}{'shadm thhmmmmhwmﬂx
shares to Outparform), synergize talents, increase newsfiow, and ullimately drive long-tarm
value.” (RBC Capital Markats, 1/22/18)

“We believe that in addition to the BERX's team's developmental, regulatory, and commercial
preparation groundwork for T353. IDRA' leadership brings key on-the-pround experiise
Ineracting with FDA, physicians, and HAE advocacy groups which should subistantially strengthen
TISFS opportunity &5 Ie new company works 1o bring 7353 over the ine and foster & switching
aynamic. Importantly, we believe the IDRA leans diigence provides addtional validation for
TA5TS clinical data (which has béen a Subject of debate, though we believe the efficacy is real),
BCRX's initial regulatory progress, and the market need for an oral oplion in the disease.” (RBC
Capital Markats, 1/22/18)

Jefferies

“...Synengy between the companies will likely be derved from shared expertise in rare diseases.
In & disease like HAE, where execuling within a challenging competitive landscape could be
crilical, we believe addibonal expenise could actually increase chances of success, Funher, we
appreciate how the separate expertise (BCRX w/ small molecules and IDRA wi oligos)
could be combined and leveraged in future rare disease pipeline innovation,” (Jefferies,
112318)

nfa
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BioCryst & Idera Boards Carefully Evaluated Strategic Options

Engaged, Well-Advised Boards

BioCryst and Idera Boards comprised of highly experienced directors with extensive
industry knowledge

BioCryst Board of Directors met numerous times over last two years to discuss
value enhancing opportunities for BioCryst

Both Boards retained financial and legal advisors to assist in the evaluation
Reviewed Alternative Value Enhancing Strategies

BioCryst and |dera Boards Engaged in Discussions with Numerous
Potential Partners

Both Boards Determined Merger Made Strategic Sense and is a Unigue
Opportunity to Enhance Stockholder Value

APETYSL :'i;ﬂeru

Combination Creates Substantial Value

v' Aunique player in rare diseases, with scale and strengthened
competitive position

More opportunities for success through diversified late-stage pipeline,
variety of early stage programs and supporting assets

Synergistic discovery engines with enhanced development opportunities,
including through joint small molecule and oligo treatments

Best-in-class people, facilities and commercial know-how in rare
diseases

Increased financial strength and flexibility through significant cost
synergies and opportunities to generate non-dilutive capital

bigrst + Sfderg 18




Appendix

APeX-1: Overall Angioedema Attack Rate per Week,
PP Population, Weeks 2-4 and 1-4

Attack Rate: LS Mean Attacks/\Week

. 4 ol
biogeryst + “idera

§28mg | 125mg | 250mag NSSOMG
WEEKS 2-4
% Difference, Active-PBO -T% -T3% -46% -58%
p-Value 0.715 =0.001 0,008 | <0.001
WEEKS 1-4
% Difference, Active-PBO 6% -G8% 53% 48%
p-Value 0.747 =0.001 =0.001 | =0.001

B Placebo B BCX7353625mg QD [ BCX7353 125mg QD B BCX7353 250mg QD I BCX7253 350mg QD
[
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APeX-1: 125 mg Dose Provided Consistent
Reductions in Attack Rate

.Analysls e o st tlort v :
ey el 13 0.248 0832 -0.684 3% <0.001
. 14 0.249 0.937 0688 73% <0.001
Hasks §.4 PP population 13 0278 0.895 0817 69% <0.001
s 14 0.270 0.890 0619 70% <0.001
e B4 PP ety et 13 0.221 0.807 0585 73% <0.001
e T 14 0.224 0771 -0.546 1% 0.002
iy, 13 0.221 0.788 -0.567 72% <0.001
T e A 14 0.217 0753 -0.536 1% <0.001

! Least squares mean calculated using an ANCOVA model with qualfying attack rate as covariate

ule

Pigeyst ¢ Tidera 21

APeX-1: Angioedema Quality of Life (AE-QoL): LS Mean
Change from BL at Day 29, PP

Total Score Functioning FatigueMood Fears/Shamsa Mutrition

1 | ° i
MCID 3 . I , oLl TR NN |13 -

QOL Score o B Placebo
Improved M BCX7353 62.5mg QD
W BCX7353 125mg QD
B BCX7353 250mg QD
' ' I BCX7353 350mg QD

-+ <. 005

-40

Ceference in adusbed leas! squans means are shown (Active realment minus Placebo). ANCOWA Model ndudes berms of treatment
and ad ing attsck mis. Reductions (nagative changes from BL) represent impeowsmasnt in quality of e scones. MCID
rraremum chnically important dfference, -8 ports [Weler K 2006 Alsngy T1(8). 1203-1208 ) BCXTI5SI doss lvel compared wilh

wle
placebo ke a " '1derq 25




APeX-1: Treatment-Emergent Adverse Event Summary

BCX7353
_ 62.5 mg 125 mg 250 mg 150 mg
Category N=7 N=14 N=14 N =18
| Subjects with any TEAE', n (%) 4 (57) 7 (50) 11 (79) 14 (78) 15 (68.2)
Subjects with any Serious AE, n (%) 0 ] 1(7F 0 o
su bjects with Drug-Related Grade 3/4 AE, n (%) 0 0 0 1(8) 0
s bjects with AE Leading to D/C from Study Drug, n (%) 0 0 0 3(17) 0
| Nondrugrelated,n (%) | o T P :ﬁ]ﬁ ----------------------- o |
Drug-related, n (%) 0 0 0 2 (1185 0
Fliggryst “idera

APeX-1: Exposure Comparisons of BCX7353 and SC C1INH

CSL-830 Phase 3 Study
C1INH levels in COMPACT study

% of normal mean hutipie of ECgp
|32 3z
Basehne' Trowgh dering dosing”
faburvard]  foredired fram pepsiation PE)
EL L)
L]
‘ - & B
& a4
FE 2
1]

Bl &0 iUy B0 iUy
C5L Phase 3 COMPALT study

C1INH levels at baseline and after SC

BCXT7353 APeX-1 & Phase 1 Study

BCX7353 Trough Concentrations
Muitiple of EC., [geo. meon & 50)

ot

APaX-1
Hslmi_ !55.“ Mﬁ-m‘ us-“ m.ml
Oral daily dose of BCATE53

Phass 1 Smdy

350 mg S00 myg

BCXT353 plasma concentrations at 24 hours post-dose

dosing with CSL-830"



Predictable PK Supports 175 mg as Second Dose
in Phase 3

% >4 x ECq, % > 6 x ECy, % > 8 x ECy, Given the predictable PK of BCXT353,

simulations are helpful in selecting an
intermediate dose of BCX7353 to study
that is between 125 mg and 250 mg.

Dose,

These simulations suggest a relatively

62.5 - 0 - o - 0 small increase in dose above 125 mg
should achieve a significant increase in

125 70 64 a8 43 17 Fe] the proportion of subjects achieving
trough levels above the therapeutic target.

175 93 80 58 These simulations suggest 175 mg dose
should maintain trough drug levels

200 a7 88 73 > 4 x ECyy in > 90% of patients.

Doses 2 200 mg offer little additional
225 98 83 83 increment in proportions achieving target
lewvel,

250 100 100 a7 100 93 100

ol
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APeX-2: Phase 3 Trial Design

APex

Blinded Treatment
24 weeks

Screening / Run-in

* Primary endpoint at Week 24:

» Rate of Investigator-confirmed HAE
attacks through entire treatment period

+ Study powered at =90% to detect
a 250% reduction in attack rate
over placebo

Screening - -
Visit N=32 BCX7353 110 mg QD

N = 32 Placebo QD

Final analysis @ week 24

gyt Tidera 26



APeX-2: Phase 3 Trial Design — Safety Extension

APe) APeX extension

Screening / Run-in E““i‘:“:;z::lmem 24 weeks Safety Extension

—_—

BCX7353 110 mg QD

N = 32 Placebo QD
BCX7353 110 mg QD

bl
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APeX-S: Long-term Safety Study Design

APexX

* Endpoints:

+ APeX-1 subjects eligible

N = 80 BCX7353 110 mg QD

Safety database:
Up to 100 subjects at each dose level

Combination of APaX-2 extension and

Analyses as needed for APaX-5

regulatory submissions

e ilariss aall ate
125 gy iyl iciride | k ‘:r\l:t "'idem 28



. . % illuminate
Phase 1/2 Study in Anti-PD-1 Refractory Melanoma < =

Phase 2 Expansion with Ipilimumab Enrolling

RP2D of IMO-2125 is 8mg

Dosing:

IMO-2125 is given as a single intratumoral agent week
1,2,3,5,8,11,15,19,23 Ipilimumab and pembrolizumab are administered
per label beginning week 2

Deep injections are permitted with interventional radiology guidance
No need for infectious precautions

e
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Time on Study: Best RECIST v1.1 Response and Largest
Percentage Decrease in Target Lesions (8mg subjects)

m  RECIST v1.1 Response

m  Stable by RECIST v1.1

1 RECIST v1.1 Response - Unconfirmed
@ RECIST v1.1 Progression

Active Follow-up

O RECIST 1.1 1st Response
B  Months on Last CPI
0 Months between Last CP1 B IMO-2125

L] 12 16 Fl
Months Relative to First Dose of IMO-2125

Time on study ands 81 RECIST vi. 1 PD (including death & aan of anti-cancer therapy) or withdnaw al for sy readkon.
Subjects treated with IMO-212% Bmg = ipilimsmab with st lssst 1 post-b b diseass s ati Souma CF vart and wlop dates have besn imputed.
Dats cut-off date; 0INONIOLT Prosiuced on L IMCI0LT

sl
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illuminate
Patient 004 Remains a CR since May 2016 T

0
Pre-Therapy - Post-Therapy
03/2018 08/2016

Injected LesionC 2

Distant Lesions I

Peryst ::i;ﬂ-ﬂ!l‘u

_ illuminate
Phase 1 Conclusions ¥}

The combination of IMO-2125 with ipilimumab was tolerable at all dose levels studied;

-

Dendritic cell activation, detectable within 24 hours of the first IMO-2125 injection, is evidence
for target acquisition at the Recommended Phase 2 Dose (8mg),

IMO-2125 with ipilimumab showed clinical activity at the RP2D of 8mg in anti-PD-1 refractory
melanoma;

* 50f 10 (50%) responded;
« 7 of 10 (70%) experiencing disease control; and
» An additional PR of >1year has been reported at 4mg

-

Dose finding for IMO-2125 with pembrolizumab is ongoing, and one partial response (PR)
has been seen.

st
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Phase 2 Expansion Update v,

* Ipilimumab Combination Phase 2 Trial Expansion — Targeting approximately 60 patients with
PD-1 refractory metastatic melanoma treated with 8mg

» 21 patients enrolled
+ 10 Centers (5 sites currently enrolling)

* MD Anderson, Roswell Park, Vanderbilt, Huntsman, Uni. of Arizona
* Open label design

* Allows for periodic data updates

* Opportunistic engagements with regulatory authorities

Wl
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= illuminate
Phase 3 Trial Design Y,

Unresectable or metastatic Ipilimumab 3 mg/kg Q3wks for 4
melanoma w/ confirmed doses

radiologic progression on or
after a PD-1 inhibitor:

+ 221d from most recent
aPD-1 and no intervening

| No cross-over

systemic Tx
* No prior ipi (except Ipilimumab (same, beginning wk 2)
adjuvant) s
* Ocular melanoma excluded s ir':tr'f_:tu:rlr:_nra: ”:41[}121251' 5
wks 1,2, 3,5, 8, 11, 16, 20, 2

1% endpoint family:
N~300 + 08

= ORR (RECIST v1.1)

Horyst :'idem



Phase 3 Readiness (FPFV 1Q18)

L

-

-

Growth/Partnering Opportunities

INTRODUCE

Unresectable
metastatic
melanoma

+ High need in anti-PD1-

* Peak year sales

refractory patients

estimate > $500 million

Est. U.S. addressable
patient population at 2025

B

m 1L @PD1-refractory

EXPAND

Emerging /O
addressable tumors

+ Increasing number of

Moderate response to
cornerstone anti-PDA

approved settings

Est. U.S. addressable
patient population at 20252

‘ 2060,0

B 1L OPD1-refractory

a_—

- -
= illuminate
v

Agreement with FDA and MHRA on design and path forward for regular and accelerated
approval (one study)

Fast Track Designation Granted by U.S. FDA in Q4 2017
Global trial (US, Can, EU, Aus)
» ~300 patients
» ~70 sites planned
CMC work on track for 1Q18 start
» Commercial presentation of IMO-2125 will be used

Regulatory filings underway
*+ Open US. IND
» CTAfilings on track

=
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TRANSFORM

“Cold” tumors
unaddressable with
current /O

+ Significant opportunity
in tumors with:

+ Low mutation load
* Low dendritic cell

+ Bioinformatics research
ongoing to identify
attractive tumor targets

! Proprietary idara Commercial Resaarch
¥ NSCLC, head and neck, colorectal, bladder

s ta
-»-ryst “idera



