ROOFCONCEPT OF Abl’o1l, ANANOBOD® NEUTRALIZING BOTFHAA AND F
ACYNOMOLGUBONKEY COLLAGEN INDUCED ARTHRITIS MODEL

Katrien VanheusdénLaurentDetalle, AlexHemeryck, AlainVicarf, RolandGrenningloR, SofiePoelmans, HeidiWouters' and ThomasStohr
LAblynx NV2Calypso BiotecREMDSerono

A b | yNamrobosp Purpose of thestudy- cynomolgus monkey CIA model Methods and Results: [kray scores A and B Methods and Resulty/: Target levels and exploratory PD biomarke
camelidagamily has both forms A A collagen induced arthritis model in cynomolgusmonkey was employedto demonstrate the A X-ray images of the depicted joints of the hands and feet were taken withRayXTV system. A l\l;;i?tgiIgr_c;lnzdseel\;llggézvseelzgz;e Sf|uant|f|ed using . Vehicle " ALXO761 10mgkg
y potential preventiveeffect of ALX07610n the developmentof arthritis. A X-ray scoreA representsthe total number of examinedjoints ) ’ 0 ALX07612.8mg/kg * tocilizumab10mg/kg
. - _ _ » _ per animal in which narrowing of joint spacewas noticed on o 7/ \ i A L6, 1L-15 and TNFa serum levels were s00
A At the end of the acclimationperiod, the animalswere stratified over the different study groups the articularsurface Themaximumscoreis 48, WG Nl determinedwith anon-humanprimate MILLIPLEX | IL-15 || TNR -
basedon bodyweight ALX0761wasadministeredprophylacticallyat two different doses 10mg/kg A X-ray score B representsthe total number of examinedjoints X (5% assayaccordingto the ma n u f a ciristtuctiens ' £8*| g“"'
and 2.8mg/kg. Supcu.taneou'sios.lngoccurredat Wegklylntervglsfqr 8 consecutiveweeks,starting oer animalin which bone erosionwas noted on the articular a8 . § 2 IL-15 was included as a member of the Thl7 = | . o |Eme o b
on the dayof the first immunization All groupsconsistedof 10individuals : : o % H Begls.. pathway, MMP-3 as indicator of joint tissue N L e - S
y group surface Themaximumscoreis 48. RN [ . : rog- Yoy~ com ., 52 :
. : : . : : : : WAool remodelingand IL-6 and TNFa to assesghe anti- Ly8y s¥¥ yae| eQE- SR ool
A The cynomolgusmonkeyswere immunizedtwice intra-dermally with bovine collagentype Il in A Results O RO inflammatoryeffect of ALX0761 Study days " Studydays
. . e . .. . ) ) o . J 17 § o e + 300
, presenceof F r e u completeadjuvantto inducean arthritic diseasemimickinghumanRA A In the VethlEQ_foup, progressive joint space narrowm_gr(a)ﬂ score A) \fﬁ </ A MMP-3 serum levels were examined using the IL-6 j MMP-3
NanobodyP A Aspositivecontrol, tocilizumab(IV administration,10mg/kg) wasincludedin the study. andbone erosion (Xay score B) was observed over time. QUANTIKINE ELISAor total humanMMP-3. This ¢ -
Al - dd | 4 Onlvd £ ad | danimals(i A Statisticallysignificantdecreasesvere detected on day 56 in X-ray scoreB at 2.8 and 10 mg/kg ALX methodwas adaptedandvalidatedin house 7 ‘ “
c3 N V(l?tm‘;”;?jg'giﬁ”surer(‘)’ftﬁzf‘;f;‘(;ie(‘:’;’ee;ebzgzduoarfzinglr;é’o ::)";e?egg:‘t:geiﬁﬁiosss tzr:”i'”ea igﬁ] 0761 (p=0.0083 and p=0.0421 respectively PoissonMixed Model) when comparedwith the vehicle A Results " o T E
= y 1.C. group A . . ol -anle b v o
Nanobodyl5kDa : o : Levelsof IL-17A and IL-17F increasedduring 2 s
A p 'b'I'tylf - multivalen the tW(_) Nanobodytreated groupsandtwo in the tocilizumabtreated group. Thevehiclegroupwas A For the X-ray score A results, ALX0761 treatment did not reach statistical difference over vehicle establishment of the diseasein the vehicle "Venicle
OssIDAly for muttivaiency comprizedof 9 animals althoughmeanvalueswere consistentlylower in the ALX0761treated groups groupin 2/9 and6/9 animals respectively woof |L-17A
' ' ' ' & multispecificity _ ‘ 20- 20- , . ’ ) _
Conventional antibody Heavychain antibody . - First dosing: 1 ' ] e~ Vehicle A In the vehiclegroup, IL-6 levelswere increased ~ ,** ﬁ\ -
A Heavyand light chains A Onlyheavy chains A Broadtarget applicability Day of immunisation ALX-07/61 i S -= ALX-0761 2.8mglkg at day 28 comparedto baseline(day-6), before 2] v | B
A Both chains required for A Full antigen binding A Efficient production in 8 § 6 ¥ & &6 & U e e | : iﬁjﬁ;;?&a’*i dropping back to low levels at day 56. In 3 i
_antigen binding and stability capacity and very P. pastoris W 2W  3W  4W  5W  BW  TW  8W ,E 10 g.,; 0] | IS contrast IL-15 and TNFa levels were slightly _
A Administeredthrough stable A Administration through | ,T | | 1 - 5 55 8 55 | elevatedat day 28 comgarfdté) da)gg blﬁ&fﬂvgrg : K EREE N REEEE
|nect|0n |nect|0n Or |nha|at|0n 1st immunization 2nd immunization ' - i even more |ncrease a ay L L
J J ] 1 remainedinducedboth at day28 andday56.
Ac;mahonp;:d Dosing Period > S 27 28 - T & 5 2 2 2 4 A Reo!uctionof IL-6, IL-15, TNF aswell as MMP-3 Ieyelsduring the e_stelxblishr_ner_\t.of the diseasewere
Time (Days) Time (Days) Meanvalues® se achievedoy ALX0761treatmentalthoughthesefindingswere not statisticallysignificant
ALX0761: aNanobodythat targets both IL17A and F Methods and Results Arthritis score Methods and Results 1iGeneral condition score, CRP and body weigh Conclusions
A Tf;ﬁ ptr_eventivefg]eC_t of ?L>><<0761 on a_rth:i_tis deV6|0aThentV\flraS teVdél_lu_aiedby the Tneag_l:_rememof Thegeneralcondition score evaluatesghe motility and body position of the animalson a scaleof zero A This preclinicalmodel of RAdemonstratedsymptomscharacteristidor arthritis like joint space
, _ _ _ arthritis scoreof the joints, X-ray examinationscoresof the affectedjoints, generalconditionscore, - - L iy o . : : . - - : : -
A Thl7 cellsand IL-17 are associatedwvith the pathologyof many humaninflammatory Greactiveprotein (CRPEoncentrationsand bodyweight In addition, total target levels(both IL-17A (TN zerobelngwnhouF abnormalltle.sa.ndflv.e W'th SERER e EmEI e See e el [\harr.oy;llltng,r?crl(ihl(;ectu(;ﬁ:jcil_?: e
and autoimmune disorders like psoriasis,rheumatoid arthritis (RA) and multiple and IL-17F) and exploratory pharmacedynamicbiomarkers(IL-6 , IL.-15, TNR and MMP-3) were CRRvasmeasuredn serumwith alatexturbidimetricimmuno-assay © Joints andreducedmotiity.
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A No dosedependencycould be establishedfor ALX0761, suggestingthat the target was

A In the vehicle group, the general condition worsened from day 20 onwards Overall, the saturatedby both dosingregimens

debilitating effect was rather mild as the maximumindividual score obtained was three on a
scaleof five. Concurrentlybody weight droppedin this group, likely due to musclewastingand
also CRPevelsincreased reflective of the on-going inflammation during establishmentof the
disease
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