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Forward looking statements M holynx

Certain statements, beliefs and opinions in this presentation are forward-looking, which reflect the
Company or, as appropriate, the Company directors current expectations and projections about
future events. By their nature, forward-looking statements involve a number of risks, uncertainties
and assumptions that could cause actual results or events to differ materially from those expressed
or implied by the forward-looking statements. These risks, uncertainties and assumptions could
adversely affect the outcome and financial effects of the plans and events described herein. A
multitude of factors including, but not limited to, changes in demand, competition and technology,
can cause actual events, performance or results to differ significantly from any anticipated
development. Forward looking statements contained in this presentation regarding past trends or
activities should not be taken as a representation that such trends or activities will continue in the
future. As a result, the Company expressly disclaims any obligation or undertaking to release any
update or revisions to any forward-looking statements in this presentation as a result of any
change in expectations or any change in events, conditions, assumptions or circumstances on
which these forward-looking statements are based. Neither the Company nor its advisers or
representatives nor any of its parent or subsidiary undertakings or any such person s officers or
employees guarantees that the assumptions underlying such forward-looking statements are free
from errors nor does either accept any responsibility for the future accuracy of the forward-looking
statements contained in this presentation or the actual occurrence of the forecasted developments.
You should not place undue reliance on forward-looking statements, which speak only as of the
date of this presentation.



Ablynx wblynx

Corporate snapshot

A Drug discovery and development company in Ghent, Belgium

SOlRFRIRATIE A >300 employees

A Pioneer in next generation biological drugs i Nanobodies®

TECHNOLOGY A >500 granted and pending patents

A >30 programmes i six at the clinical development stage

A Three clinical proof-of-concepts (POC)

A 2 wholly-owned products in later stage clinical development (Phase Il & Phase 1)
A >10 new clinical programmes anticipated over the next 3 years

PRODUCTS

A AbbVie, Boehringer Ingelheim, Eddingpharm, Genzyme, Merck & Co,

PARTNERS Merck Serono and Novartis

FINANCIALS A (193M in cash at 31 March 2015




Nanobodies hoiynx

Derived from heavy-chain only antibodies

A Camelid heavy-chain only antibodies are stable and fully functional
A Nanobodies represent the next generation of antibody-derived biologics
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antibodies antibodies A multiple administration routes

A manufacturing in microbial cells




Ablynx Nanobody platform Polynx
Rapid generation of high quality biologics

Immunise llamas Wide range of highly Formatted*
with antigen or diverse Nanobodies Nanobodies ready
use synthetic library with 0.1-10nM affinities for in vivo testing

Cloning and production in microbial systems

~12-18 months

*Glycine-serine linkers from C-terminus to N-terminus



A Dbl y nuriGue biologics platform hoiynx

Competitive advantages

Alternative delivery routes
half-life extension

Targeting different pathways at once
with a single Nanobody construct, e.g. g§ ® Weeks/days/hours
multiple checkpoint inhibitors ' :
Albumin
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cryptic epitopes & N -viscosity
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Formatting into multi-paratopic and Polynx
multi-specific molecules

000 5 00
W  w@

Multi-valent: targeting Bi-paratopic: targeting Multi-specific:
the same epitope on different epitopes on targeting 2 or more
the same antigen the same antigen different antigens

Increased Increased specificity/potency

NSRS [MOEE) specificity/potency or additional mode of action




Multi-valent formatting to improve efficacy Yablynx
Anti-RSV Nanobody (ALX-0171)

A Tri-valent anti-RSV (ALX-0171) ) 60 ) 69

improve activity and strain coverage by multi-valency

superior virus neutralisation as compared to palivizumab
5-fold more clinical isolates neutralised below LLOD with ALX-0171 compared with

palivizumab
10 - 0
A-strain B-strain
<=
€ 0.8 - ‘.‘
S oL 32 29 61
%. 0.6 palivizuma
3 palivizumab 0 (0%) 11 (38%) 11 (18%)
Ef 0.4
o) ALX-0171 30 (94%) 23 (79%) 53 (87%)
0.2
p value <0.0001 <0.0001 <0.0001
0.0
10" 10™° 10° 10° _10'7 10 10®° 10* Number of strains neutralised
Concentration (M) below lower limit of detection

Improved potency over mAb Increased strain coverage




Formatting flexibility to achieve best in class fAblynx
Anti-IL23 bi-paratopic Nanobody

A Bi-paratopic anti-1L23 (p19) Nanobodies significantly more active than bivalent
constructs or antibody benchmarks

I >25-fold improved potency versus bivalent Nanobodies or mAb benchmarks
I additional flexibility also possible by varying Nanobody linker lengths

Mouse splenocyte assay Comparison to mAb IL-22
800 benchmarks (IC50; pM)

. Anti-p19 bi-paratopic Nb 1 37
—
% 600 Anti-p19 bi-paratopic Nb 2 41
\,% Anti-p40 (ustekinumab) 1684
i
-1 400 Anti-p19 (IL-23) mAb 1223
[}
% Assay description
= ,H00f 1) mouse splenocytes stimulated with
human IL-23
2) £ anti-IL23 Nanobody
0 , 3) measure murine IL-17 and/or IL-22
1

0 -14 12 10 -8 6 4 in supernatant
Concentration (log M)




Format to get required potency and efficacy ¥ Ablynx
Bi-paratopic CXCR2 Nanobodies
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[ 1]
w -
c
o
o
/]
[ 1]
|
1'g
U]
c
5
s
a
Z
£
P

Nanobody A-35GS-Nanobody B

GRO-a (nM)
m5

" 4 15
v 45
+ 150

A2 A0

Bi- paratopic

efficacious

[Nanobody] (Log M)

2 4 4

Is both potent and

Nanobody B

GRO (nM)

S
i 15
v 45
+ 150

% inhibition GROx response

I S S I
[Nanobody] (Log M)

Lower potency but efficacious




Key Nanobody advantage i mix and match “YPhbiynx
approach to block multiple pathways

MHC class lor Il

Pardoll, Nature Reviews Cancer (2012) 12:252-264

Interfere with multiple
pathways at once

Monovalent NBs against
different targets

.

Different multispecific
combinations

. 4

In vivo testing

In vivo POC testing of different
multi-specifics within 12-18 months




Multi-specific targeting of two cytokines holynx
Bi-specific anti-IL-17A/F Nanobody

A Targeting both IL-17A and IL-17F for more m

effective blocking of the inflammatory P
response anti-IL-17F l
I IL-17F forms homodimer and heterodimers with IL-17A

I IL-17F exerts similar in vitro biological activity as IL-17A

but is secreted by different cell types Proof-of-concept achieved in primate
collagen induced arthritis model?

anti-1IL-17A
anti-HSA

80

A ALX-0761 blocks both IL-17A and IL-17F

S 60
I binds human serum albumin for improved PK 7
I proof of concept in primate CIA model £ 0
< 20
A ALX-0761 in development by Merck Serono 0
14 6 16 26 36 46 56
I completed Phase | SAD study in healthy volunteers Days

=@= Vehicle =@ ALX-0761 (2.8mg/kg)
=@~ ALX-0761 (10mg/kg)

I ongoing Phase Ib study in patients with psoriasis

(results expected in 2015)

1 Poster available on Ablynx website: R&D>pipeline


http://www.ablynx.com/wp-content/uploads/2013/12/poster-ACR-2013-C076_FINAL.pdf

Synergistic improvement in potency holynx
Bi-specific to 2 cell surface receptors (A-B > A + B)

A All HIV strains need the primary receptor CD4 and a chemokine co-receptor to enter and
infect host CD4+ T cells
I X4 type viruses use CXCR4
I R5 type viruses use CCR5

A Synergistic improvement in HIV-1 blockade of CXCR4-CD4 bi-specific Nanobody over
monovalent Nanobodies or combination of monovalent Nanobodies
I very limited enhancement with combination of monovalents in solution (1:1) over single monospecifics
I up to 160-fold enhancement with bi-specific Nanobody over mixture of mono-specific Nanobodies
I linking of the Nanobodies is essential for strong enhancement

Blockade of HIV infection in vitro*

HIV
100 ,

S o §0 anti-CXCR4/CD4
5 80 ~ @ anti-CXCR4
£ 60 -~ ( anti-CD4
3 ¢ @+ anti-CXCR4 + anti-CD4
£ 40
=2

20

* Infection of HIV1 X4 NL4.3
in human MT-4 T cells

10-"* 10-'"® 10-°® 10-% 107 106 10°
Nanobody [M]

Collaboration with Dr. Dominique Schols, Rega Institute for Medical Research, University of Leuven, Leuven, Belgium




Nanobodies

Most versatile and clinically validated platform
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A Dbl y nuriGue biologics platform hoiynx

Competitive advantages

Customised
half-life extension

Targeting different pathways at once
with a single Nanobody construct, e.g. Weeks/days/hours
multiple checkpoint inhibitors :
Albumin
60 60 60 60 W |
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Mix and match Alternative delivery routes

_ Nanobody
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Challenging and @ lgl;:}zgggg;drug
intractable targets {
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production
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Key Nanobody advantage 1 half-life can M holynx
be chosen

A Small size allows rapid renal clearance where appropriate for
application

A Half-life extension through fusion to anti-HSA Nanobody, PEGylation or
fusion to Fc domain

Half-life extension ST half—ln‘_e in-non= Serum half-life in man
human primate

“ No half-life extension ~ 2 hours 2.57 18 hours?
Serum Albumin ; 5
“ binding Nanobody 4 - 10 days 1071 20 days
‘fw PEGylation 5-10 days Up to 14 days?
::: Fc domain ND 4 - 15 days*

Lanti-vWF (Phase 1)

2 anti-IL6R (Phase 1), anti-TNF (Phase II), anti-RANKL (Phase I)
3 anti-TNF (Phase ), Cimzia

4 Enbrel (4 days), Orencia (14.7 days)




Short half-life: caplacizumab (anti-vWF)  YPhoiynx
entering Phase lll

A First-in-class bivalent Nanobody with Orphan Drug

Anti-vWF Anti-vWF

Status

A Developed for the treatment of acquired thrombotic

thrombocytopenic purpura (TTP)
A Acute treatment, daily for ~35 days (Phase II)

I
A Phase Ill study to start in 2015 B

=
A Filing in H1 2017 for conditional approval in Europe @
based on Phase Il results . .
A Peak sales potential 4300-400M*

A Wholly-owned by Ablynx

*US, EU, Japan, other markets (Brazil, Canada, Russia, Mexico, Australia)




Long half-life; ALX-0061 (anti-IL-6R) in Polynx
Phase Ilb

00

A Monovalent half-life extended Nanobody &« N
anti-lIL-6R  anti-HSA

A g4w and q8w doses efficacious (Phase I1a)

A Best-in-class potential for the treatment of auto-

Immune disorders
A Global licensing agreement with AbbVie

A Phase IIb studies in RA on-going and Phase I
study in SLE to start later in 2015

A Opportunity in multi-billion dollar markets
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: : : Ablynx
Albumin targeting as a delivery tool
A Albumin accumulates and is A Nanobodies including an anti-
metabolized in inflamed joints albumin building block have
and in tumours increased half-life

Inflamed more efficient targeting to
inflamed joints

better efficacy in CIA model
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Uptake of HSA labeled with aminofluorescein by
inflamed toes of a mouse with CIA as determined
by laseroptical imaging

Nanobody without alboumin  Nanobody with albumin
targeting building block targeting building block

Wunder et al., JI (2003) 170: 4793-4801
Coppieters et al., Arthritis Rheum (2006) 54:1856-66




ALX-0061 holynx

Compelling Phase lla results in RA patients

A Treatment was highly efficacious and was well tolerated
A No increase in adverse events upon extension of treatment
A No anti-drug antibodies were reported

ACRS50 score as potential
100 differentiating factor

83

80

71
£g 63
60
40
29
) -
0

All unmodified ALX-0061 at week 24 (N=24)

% of patients

ACR20 m ACR50 mACR70 B DAS28 remission ® Boolean remission




ALX-0061 holynx

Key data points in clinical development

2014 2015 2016 2017 AONRS] 2019
Ph I
sc Zi?d
y v Results announced 23 Oct 2014
ALX-0061 showed >80% bioavailability after sc injection
Phase llIb
S |
combination and a
|
rr;ogpth_eragx % Top line results
studiesin abbvie potentially continues development in RA
Phase Il study
: .
nSLE Y Top line results
abbvie potentially continues
development in SLE
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