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MITAZALIMAB
' DENDRITIC CELLS IN IMMUNO-ONCOLOGY

Peter Ellmark, PhD, Assoc. Prof., VP Discovery, Alligator Bioscience
Festivals of Biologics, World Immunotherapy Congress 2020, Nov 5
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Disclaimer

FORWARD LOOKING STATEMENTS

This presentation contains forward-looking statements that provide Alligator's expectations or forecasts of future events
such as new product developments, regulatory approvals and financial performance. Such forward looking statements
are subject to risks, uncertainties and may be impacted by inaccurate assumptions. This may cause actual results to
differ materially from expectations and it may cause any or all of Alligator’s forward-looking statements here or in other
publications to be wrong. Factors that may affect future results include currency exchange rate fluctuations, delay or
failure of development projects, loss or expiry of patents, production problems, breaches or terminations of contracts,
government-mandated or market driven price decreases, introduction of competing products, exposure to product
liability claims and other lawsuits, changes in reimbursement rules, changes of laws regulations or interpretation
thereof, and unexpected cost increases. Alligator undertakes no obligation to update forward looking statements.
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Mitazalimab: Phase Il ready CD40 antibody

Mitazalimab - from idea to phase2-ready drug product

Phase 1 intravenous administration
completed i_ 2019

FiH (intratumoral) completed I— 2017 ———o

Mitazalimab FiH phase |
& out-licensing deal Jn) |— 2015 —o

o—— 2009 —| Mitazalimab initiated
Immuno-oncology focus I— 2008 —eo

o—— 2001 —-I Alligator founded

Clinical

Drug supply

Phase 1 complete

Phase 2/3, pancreatic cancer

Other indications: renal, H&N, bladder, lymphoma

|
|
I
I
I
I
I
1
Proof of mechanism confirmed in patients

Safe and tolerable up to 1.2mg/Kg

Clinical material available for Ph2 & initial Ph 3

Possible launch 2026

Available for Global or Regional License
or clinical collaboration to expand indications
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Mitazalimab - Unleashing Dendritic cells in Immuno-Oncology

CD40 activates DC
. allowing for improved

pow
T ceII primin .
B cell oy
actlvatlon/mlgratlon :

»
e _ e (X J
(D40 agonist w Py
(Mitazalimab)
4 O

Tumor antigens

e M2, 57
Macrophage “#¥ —

macrophages (M2 to M1)

(D40 re-educate ‘

Mitazalimab binds to CD40, the key
activation receptor on antigen
presenting cells, e.g. dendritic cells (DC),
B cells and macrophages

Mitazalimab activates DC (and B cells)
allowing for improved T cell priming

Mitazalimab re-educates macrophages
from a tumor promoting (M2) to a
tumor suppressing (M1) phenotype

The mode of action provides
opportunities for use in combination
with chemotherapy, vaccines and
checkpoint inhibitors
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Mitazalimab demonstrates anti-tumor effect

Effective dose in mouse model approx 1 mg/kg Induce T cell-dependent memory

MB49 MB49
1004 100 : |

;\a - 100 pg (5 mg/kg) ;\3 E . & CR No T cell

T_U’ & 30 ug (1.5 mg/kg) T_U’ 9 - -®- Naive | depletion

.= 50 & 10 pg (0.5 mg/kg) = 504 -

% = 3 g (0.15 mg/kg) % o = CR | +Tcel

) ©- 0pg n ®*----- : -®- Naive | depleting Ab.
O------ ! E

0 1 1 I CI 1 O 1 ’ 1 1
0 20 40 60 80 10 0 20 40 60 80 100

Day

hCD40tg mice were inoculated with MB49 tumors s.c. The mice received the indicated doses hCD40tg mice previously cured from MB49 tumors by Mitazalimab (complete responders, CR),
of Mitazalimab p.t. on days 7 and 10. were rechallenged with MB49 tumors. Alternatively, naive mice were used. One cohort among

both CR and naive mice also received anti-CD4 and anti-CD8 antibody in order to deplete T
cells.

Mitazalimab administered peritumorally or systemically reduces growth of a bladder carcinoma tumor.
Mangsbo et al, 2015, Clinical Cancer Research
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Mitazalimab synergizes with PD-1 blockade

Anti-tumor effect T cell activation
MB49 Icos’
Xk
100 0.6- ——
@ Mitazalimab (e}
nd L Anti-PD-1 o
I O
.= 501 -~ Mitazalimab 5 0.3
% ¥ Anti-PD-1 ©
n -O- Vehicle
0 T 1 0.0-
0 20 80 100 g« |8 ¢ £
EQ € Q =
=0 = e )
(U L fU = >
N = N c
£z S <
=S, =

hCD40tg mice were inoculated with MB49 tumors s.c. The mice received 100 pg Mitazalimab
i.p. every 2-3 days from day 7 until day 20 or 250 pg anti-PD-1 surrogate antibody (RMP1-14)
i.p. on days 7, 10 and 13. Alternatively, mice received a combination of the two therapies.

hCD40tg mice were inoculated with E.G7-OVA tumors s.c. The mice received 100 pg
Mitazalimab i.p. or/and 250 pg anti-PD-1 surrogate antibody (RMP1-14) i.p. on days O, 3, 5, 7
and 10. Activation of splenic CD8* T cells was assessed by determining frequency of ICOS* cells

by flow cytometry.
Mitazalimab combined with a surrogate anti-PD-1 antibody results in improved anti-tumor effect and T cell activation.
Irenaeus et al, 2019, International Journal of Cancer
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Mitazalimab: Strong competitive position

| Compound | Company | Phase [EEEENTRIINGLE T
APX005M Apexigen I

Mitazalimab Alligator /1l Apexigen |
Selicrelumab Roche /11 .I'CQUCIQ_X
CDX-1140 Celldex 1/11 ' :
aobbvie
ABBV-927 Abbvie I
SEA-CD40 Seattle Genetics I OSeattieGenetics:

> Several CD40-targeting antibodies are in

clinical development CD40 agonists: CD40 superagonists:
. . . o Selective CD40 activation General CD40 activation
> Mitazalimab has potential to be firstin FcgR dependent FcgR independent

class and best in class
ALLIGATORY
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Mitazalimab vs superagonist - preclinical efficacy

> Mitazalimab compares well to > Mitazalimab causes less pathology in liver
reference superagonist antibody IgG control Mltazallmab Selicrelumab analogue
(21.4.1)
Figure 1A. In}?sﬁy ofxtar lesions (from Table 1)
. i Group B
-~ mitazalimab (CR 3/9) 1
& selicrelimab analogue (21.4.1) (CR 3/9) Lesions: il derate vere
15009 % Isotype control (CR 0/9)
A
£ > Mitazalimab induces lower IL-6 release
2 1000 6000
g ~ T B Mitazalimab
é £ 4000 O Superagonist (21.4.1)
[@2]
5 ©00- =X O 1gG control
S © 2000
> =
'_
0 T T 1 0
0 10 20 30
Time (days) Top: Blinded histopathology examination by independent assessors at the Swedish National veterinary
institute. Bottom: IL-6 levels measured from blood samples collected 4 h post treatment day 6 A)
hCD40tg mice were challenged with syngeneic bladder tumors (MB49, hCD40-). mitazalimab, B) superagonist (21.4.1) and C) isotype control. B16 tumor bearing hCD40tg mice treated
Mitazalimab (30 pg), selicrelumab (30 pg), or isotype control (30 pg), were with 100 pg at day 3, 6 and 9 (n = 6), sacrificed at day 15

administered day 7 and 10, (n=9). IL-6 was measured in serum taken 4 h post
treatment on day 7.
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Mitazalimab vs FcyR independent CD40 agonists

> FcyR independent antibodies activate also in the abscence of FcyR

> The IgG2 format of CDX-1140 provides weak FcyR-mediated cross linking
and agonistic effect compared to mitazalimab

No FcgR FcgRIlb

307 -e- mitazalimab

-= CDX-1140 analogue*

-e- mitazalimab
-# CDX-1140 analogue*
20

Fold induction (RLU)
NA o
1 1 1
Fold induction (RLU)

£ 10 -/./‘/M
G 1 T T 1 1 T 1
VN LLSL LS XV LLLSL
VO S S AR SRS
RN RS
Concentration (pM) Concentration (pM)

In vitro activity of CD40 mAbs in CD40 reporter assay cocultured with CHO cells transfected with FcyRIIb or without FcyR

* Seq from Pat no US 2019/0322743 A1
ALLIGATOR a
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FcyR dependent CD40 agonists - role of Fc

> Differences in FcyR affinity modify the CD40 agonistic activity

> Maximal agonistic effect dictated by FcyR distribution (1, 2a, 2b, 3) in
different compartments

FcgRIlb FcgRI

— 301 - mitazalimab — 154 -~ mitazalimab
é -+ APX-005M analogue* é -+ APX-005M analogue*
= 20 = 104
Rl K]
3] B
3 3
£ 104 £ 54
o o
o o
LL LL

C 1 1 1 I 1 C 1 I I 1 1

0.1 1 10 100 1000 10000 0.1 1 10 100 1000 10000

Concentration (pM) Concentration (pM)

In vitro activity of CD40 mAbs in CD40 reporter assay cocultured with CHO cells transfected with FcgRI or FcgRIlb.

* Seq from Pat no US_9676861_B2
ALLIGATOR a
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Phase 1 i.v. study (NCT02829099)

With Corticosteroids Without Corticosteroids

1200 pg/kg 1200 pg/kg n=11
900 pg/kg 900 pg/kg
600 pg/kg
U Lyophiized T D ens im0 Lyophilized |
: formulation : formulation |

____________________________________

Calvo et al., JCO 2019;37;15 suppl:2527
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Infusion related reactions - i.v. study

(

Figure 3: IRR nature and incidence per dose level (cohorts w/ & w/o corticosteroids)

Cohorts with corticosteroids Cohorts without corticosteroids

70, n=4 n=5 n=5 n=5 n=9 n=12 n=10 70 |l n=3 n=5 n=12 n=14 n=11
601 60

Chills
501 ' 501

'Hypotension

Flushing'

Drop of IRRs |
No pruritus

Pruritus’ %
(Rash Pruritus Chills| Dysphagia
Flushing Chills Pruritus| Chills
- Pruritus| Pruritus Hyperhidrosk Eru.ritu‘s Prieaf Rash :
Urticaria Hot flush rhcar\a% Wheezing
Chills Pyrexia | Headache| Pruritus Chills
: _ Hypotension Chills| Pyrexia
Prunitus Chills/Rash Pyrexia Rash| Tachycardia
0 Pruritus Flushing 0 [Pruritus|  Pruritus
75 200 400 600 S00 1200 2000 75 200 600 900 1200
| Grade W 1 1 2 31 3| . s
\ New
Note: bars indicate the percentage of patients who experience an IRR and text boxes indicate the reported AE. _ pre-medic?tion |
\_ IR, infusion-related reactions . cocktail | )

Calvo et al., JCO 2019;37;15 suppl:2527
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Pharmacokinetics

> Target mediated drug disposition (t,»: 16-24h)
> Target saturation at ~1200 pg/kg.

Cycle 1 Cycle 2 3 700
500004 - )
— =) 600 !
E I
= 40000 ° J 500 °
g 8 E s
£ N 400
& T = - 1B
£ 30000 ° £ ¥, 300 s 2 )
(1t S
5 S E 200 4@
g z 100 ¢ s
£ 200001 w f .
o 8 oS
5 100004 0 1000 2000 3000
i Dose (pg/kg)
2
|:|_
— T —— T ® Corticosteroids, frozen drug
0 24 48 71 96 120144168 0 24 48 71 96 120 144 168 . . .
Time after end of infusion (hours) ® Corticosteroids, lyophilized drug
® No corticosteroids, frozen drug
D e) 75(n=7) =200 (n=10} -+ 400 (n=5] = 600 (n=17}
ose {Hg"lr E} —=— 900 {n=23] —— 1200 {n=23} —=— 2000 En=1{}: ® No COI’tiCOSterOidS, Iyophlllzed drug

Calvo et al., JCO 2019;37,;15 suppl:2527
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Conclusions i.v. study on safety and anti-tumor activity

> Mitazalimab has a manageable safety profile both with and without
corticosteroid premedication when administered once every 2 weeks

> Preliminary PK data showed moderate variability and short half-life.

> Antitumor activity

> A partial response was observed in one patient with renal cell cancer who was in the
study for 9 months

> 10 (11%) patients showed stable disease lasting > 6 months

> Future clinical development will require combination therapy

y ALLIGATORY

bioscience



Mitazalimab - Pharmacodynamic Biomarkers

CDA40 activates DC
allowing for improved 4

. Tcell priming

Cell type Activation Cytokine/
marker Chemokine
1 B cells + CD80/86 + IL-6
* HLA-DR e IL-12
2 | Tcells * IFNy, TNFa
* IL-10, IP-10
3 | Macrophages | « CD80/86 * MCP-1
< IL-8

4 M1 ‘ -
I Macrophage 4

t £

CD40 re-educates S
macrophages (M2 to M1)
15

ALLIGATOR a

bioscience



PD-markers - cytokines and chemokines

> Mitazalimab induce cytokines and chemokines as expected from a CD40
agonist

1. Antigen presenting cells 2. T cells 3. Macrophages
IL-6 IL-12p70 IFN-g TNFa MCP-1 IL-8
80 15 400 50 5000 150
2 601 E E 300 z 0] %, 40001 z
S 2 1.01 2 = = S 1001
= S =t & 301 = 3000 e
4 407 B 2 200- n 7 e
< = o = 204 g 20001 =
S 0 5 °° § 100 g S g °
2 20 g g TN é 1000 =
0- R o E==e—a—=g' o
0 1 4 24168 0 1 4 24168 0 1 4 24168 0 1 4 24168 0 1 4 24168 0 1 4 24168
Time (hrs) Time (hrs) Time (hrs) Time (hrs) Time (hrs) Time (hrs)
-0~ 75 ug/kg - 200 ug/kg =+ 600 ug/kg =% 900 ug/kg == 1200 ug/kg
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Activation of B cells in circulation - i.v. study

> B cell margination

2.0 7

Proportion of
Starting B Cells

=O- 75 ug/kg (N=2)
+LF 200 ug/kg (N=3)
= 600 ug/kg (N=6)
== 900 ug/kg (N=6)
9= 1200 ug/kg (N=8)

0.0

17

S
@] 0'\/ (¢}
Study Day

> B cell activation markers

Fold change

2.0

1.59

1.0-

HLA-DR

Pre dose 24 h

Fold change

159

H
T

[&)]
1

CD80

-
Pre dose 24 h
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CD40 activation - RNA seq data

> RNA seq on samples collected from whole Differentially expressed genes (900ug/kg)

blood before and after (1 day) treatment % PD-L1

> Treatment groups w/o steroids at 75, 200,
600 and 900 pg/kg analyzed

> Unsupervised analysis:
> post- vs pre-treatment
> dose-dependent effects

-log10(P Value)

PD-L1 expression

> Supervised analysis:

> Evaluate the expression of several markers known
to be deregulated with CD40 activity to validate the
mechanism of action for the CD40 agonist ’ Log Fold change :

ALLIGATOR a
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Conclusion - RNAseq analysis

19

Dose dependent expression of relevant genes pre vs post treatment

Pre-selected gene signatures related to known CD40 biology including
signatures related to IFN-gamma signaling show the expected changes
in expression

Supports activation of antigen presenting cells/macrophages

High correlation between genes shown to be upregulated with
treatment

Upregulation of PD-1 ligands supports combination with PD-(L)1 therapy

ALLIGATORY
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Future development - CD40 drive efficacy also in non-inflamed tumors

o (o]
: 2
: Z2
L Z
3 z
CD.40, StImUIat"?n enhance . Impaired dendritic cells/T cell priming
priming, quantity and quality
of tumor specific T cells Mo (M2) suppressed
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CD40 agonists and Pancreatic cancer

Pancreatic cancer is an immunologically
“cold” tumor

> Low immune cell infiltration

> Suppressive tumor stroma

> Low immunogenicity

CD40 agonistic antibodies

> Activates dendritic cells, enabling them to
prime tumor specific T cells

> Re-educate macrophages, from tumor o ®
promoting (M2) to tumor suppressive (M1) 9 .. Y )

type /" (D40 agonist w
(e.g. Mitazalimab) o) ) -

CD40 agonist plus chemotherapy release
the brakes

> Chemotherapy releases tumor antigens which o M2 h
are taken up by DCs stimulated by CD40 g W\ ———p

> Tumor antigen loaded DCs activates cytotoxic %, (D40 re-educate

. o M2 to M1
T cells leading to tumor cell killing macrophages

Chemotherapy releases
tumor antigens

" ~ Macrophage

o

2 ALLIGATORSD



Pancreatic Cancer: Promise of chemo+ CD40 (and PD-1)

> (D40 agonistic antibodies increase ORR in pancreatic cancer (phase 1 studies)

Overall response rate (%)

(A o
Apexigen
60- 60 60-
40~ 40~ 40-
20- . 20
0= N o 0= N N Promising data in pancreatic
& F &L cancer with CD40 agonist from
X . . . . .
I S Oob@ Apexigen in combination with
& & chemo (despite no single agent
QXC’ responses in phl dose escalation)
Von Hoff et al < O Hara et al Wainberg et al
NE/M 2013 AACR, 2019 J Clin Onc 2019
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OPTIMIZE-1: Mitazalimab in Pancreatic Cancer
Dosing regimen: Folfirinox 2 days before mitazalimab

until confirmed progression,
A 4 = mFolfirinox unacceptable toxicity,
or withdrawal of consent
W = Mitazalimab
Dose Biopsy Biopsy
level 2 R ﬂ ﬂ
Futility |
RP2D ! ' RP2D
T ~20 pts ! aTa'YS'S I ~40 pts Vv Vv Vv Yv 1
] 26 pts
_____ [ P | | P Ly 1
Dose T | I' | T | I I o
level 1 °
A A ©n
cT CcT

Abbreviations
CT - Computed Tomography
EoT - End of TreatmentVisit

> Run-in part to demonstrate safety of mitazalimab in combination with standard of care

> Expansion at selected dose (RP2D) with an additional 20 patients for interim efficacy
evaluation followed by further expansion upon positive signal

> Dosing schedule of mitazalimab based on mechanism of action
»3 ALLIGbAT_ORa
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