ANTICORPS MONOCLONAUX:
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Anticorps Monoclonaux

[Sesianticorps therapeutiques monoclonaux (AcM)represententleplusimportant

pharmacologique etitherapeutique des 20 dernic]

lites danticorps
monoclonaux-ayant une autorisation
de mise surlc marché
et de leurs cibles (fin 2018)
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Murine mAb w Humanised mAb Human mAb

Chimeric mAb Felinised/Caninised mAb

Immunoglobulines (Ig) monoclonales produites

par des cellules en culture et's ques d’une cible thérapeutique

formee

gion Fabs Fragment antigen binding
liaison tres specifique all*antigenc cible
tokines, proteines, Ig, medicaments
& membranaires
gion  He: Frag reristallisable
interaction avec le systeme immunitaire

0 Activation du systeme du complément

Liaison
al'antigéne cible

=\ Interactions
avec le systeme

|- crysabzatie immunitaire
i (Fe) region

Growth Eactor:

Neurotrophines: NGF — BDNEF — NT 3 et 4

Embryon: Différenciation systéme 2 et neurones sensoriels
Action neurotrophique:

Acteur clé de Ia neuroplas

Fixation sur TrkA

Implication ds douleurs inflammatoires ++
1T Réponse TRPV ASIC P2X3
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Douleur Inflammation

e
10% A, TrkA
15% A, TrikA 10% A, TriA™
£0% AD, TrkA* 2 10% A, TkA*
San — 20% C,TrkA*

f—®—— 50% C TA

~30% TrkA*

Spinal cord

Comparaison % fibres sensitives o0s versus peau

Antagonism of Nerve Growth Factor-TrkA Signaling and the Relief of Pain. Anesthe: No 1 July 201
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gt Resaarch

Nerve growth factor concentrations
in the synovial fluid from healthy
dogs and dogs with secondary
osteoarthritis

M’ V. herva’, A Wi’ 1. S0’ 0

NGF (pglen)

Chronic

dose-dependent reduction in lameness seen

ared toplacebo,
nd showed

nt of painin cats
treated at 2.0/ mg/kg in a
model study and'at'0.4 and
0.8 mg/kg in a PoC field
study in feline patients.

®
3
4
@
@
2
3
c
o
3
2
&
3
=

Time following kaolin injection

Metabolisme des AcVc

50/100%

Distribution::
Ne travers:
Cla

v/ LLa liaison a

v/ Anticorps “anti-Acm™ dans la circulation

v~ Sortie des capillaires vers I°espace intersticiel, prise en charge par des

cellules et catabolysé en/ AA ou recycle

Les Ac ne sont PAS métabolises par des enzymes traditionnelles dans le foie
ou le rein

v Interactions médicamenteuses

v" Ne sont pas transformés en métabolites réactifs ou toxiques

Les Ac ne sont PAS excrétés dans 1’urine par le rein
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Anti NGE
Tanczumat

Tanersmab for the Trescmens of Pain
from Osteoanthritis of the Knee

cyaluant la douleur suite a 2
injections IV d un'anti-NGE

semaine 0 puis semaine 8
Efficacite ++++

Fanizumn

Lane N. Tanezumab for the Treatment of Pain from Osteoarthritis of the Knee . N J Med 201¢

A Patlent’s Assessment of Knee Pain while Walking

Mean Change from

Dosel Dose2 Baseline over
| } Weeks 1-16

Pacebo -155026

e Tanezumab, 10 pg/kg 321425

—— Tanezumab, 23 /g 160:25

—a— Tanezumab, 50 yg/eg 310126

o Tanezumab, 100pgfg 425125

—o— Tanezumab, 200pp/kg 452126

Tttt
6 7 % 910111213 241516
Week

B Patient's Global Assessment of Response

Mean Change from

Baseline over

Weeks 1-16
Placedo 92018
~a— Tanezumab, 10 pg/ig 163:17
—o— Tanezumab, 25 pg/ig 236216
—o— Tanezuemab, 50 yg/kg 175507
o Tanezumab, 100pgfeg 237416
—o— Tanezumab, XOpp/kg 210417

T
S 6 7 8 9 1011121341516
Week




When I Ontecmecronis Not Ovtecmecronis?

(o

A canine-specific anti-nerve growth factor antibody
alleviates pain and improves mobility and function
in dogs with degenerative joint disease-associated

pain

Ellgraves 1,75 1d placcbo
Arthrose a
- Rapid'Progre
(RPO! .
Ostéonecrose (- rare)
Paresthesies — Dysel
Fortes doses

= AINS

Tabagisme

NV-01"2 mg/ml
Anti NGE canin
200 pg/kg IV 60 sec
26 chiens
30 j efficacite
Plateau de forces
CBPI- LOAD CSOM

“SOM: Delta de 44 entre AcMc 67% succes et placebo 23% succes

sus 26 entre meloxicam et placebo
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Journal of Veterinary Itornal Modicing

A Feline-Specific Anti-Nerve Growth Factor Autibody Improves
Mobilty in Cats with Degenerative Joint Disease- Assaciated Pain
A'Pilod Praof of Cancept Study 34 Chats OA

Placebo-controlled, pilot, masked

clinicalistud

0 1 chats: NV-02.0.4 me/ke SC
0 12 chats: 0.8 mg/k

0 11 chats: placebo saline S

Evaluation

O Actimétrie
o CSOM
o0 FMPI

Amélioration: 6 semaines

et al e-Specific Anti-Nerve Grow wves Mobility in Cats with Degenerative Joint Di
jated Pain:

ot Proof of Concept Study

NV-02 significantly increased objectively measured activity overall and at 2,

6 weeks after treatment.

CSOM scores and pain showed a significant effect of treatment 3 weeks after
administration

No treatment-related adverse effects were identified.

CONCLUSIONS:

These pilot data demonstrate a 6-week duration positive analgesic effect of this fully

felinized anti-NGF antibody in cats suffering from DID-associated pain

Statistically significant top-line results seen in 3 week CSOM scores and

other endpoints out to 5 weeks

s observed in PoC efficacy study or in separate I
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Européen Mi13ans 4,
PUPD

CSOM
Hyperthyroidic

Pas d’IRC

Thiamazole 5mg/j Apelkz

Cosequin
Meloxicam Metacam

Evaluotion de la douleur du chat
por le prop

Jump.

Squat
ntractivity with iy
"

Squat
Interactivity with family.
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