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BACKGROUND

METHODS

LFB-R603 is a chimeric anti-CD20 monoclonal antibody with  Study design: Study regimen: Patients were sequentially included in 5 dose cohorts. The dose was escalated Safety assessment:
an optimised glycosylation profile leading to a high binding First-in-man, open-label, dose-escalation, non-controlled, multicentre study. 2| patients received infusions of LFB-R603 as a flat dose ranging from 5 to 450 mg once a week based on safety in a 3+3 design. Total dose of LFB-R603 was 75 mg in cohort A, Adverse events according to CTCAE v3.0, vital signs, biochemistry and hematologic parameters. A Safety Committee composed of independent
affinity for the FcyRllla receptor and a stronger Key inclusion criteria: for 4 weeks. 200 mg in cohort B, 510 mg in cohort C, 050 mg in cohort D and 1650 mg in  experts external to the study met in case of SAE or grade 3-4 non-hematological AE within a cohort and systematically between cohorts.

antibody-dependent cellular cytotoxicity than Rituximab,
particularly against tumor cells that express low CD20 levels.
As a result, LFB-R603 represents a drug candidate in patients

* relapsed or refractory CLL after at least one prior course with fludarabine
* 18 years < age < 80 years
* ECOG performance status < 2

Premedication consisted in allopurinol, dexchlorpheniramine and paracetamol, combined with
methylprednisolone | mg/kg before the first two infusions. Follow-up period was | | months (fig. /).

cohort E (fig. 2).

Cohort Patients (n)

Efficacy assessment:
* Peripheral lymphocyte depletion at each visit by means of absolute lymphocyte count and percentage of depletion compared to baseline.

LT-REO doses (me) * Treatment response assessment 3 months after completion of therapy using the NCI-WG guidelines updated in 2008 (M.Hallek et al).

Total

For each infusion

(pts) with CLL. * circulating lymphocytes expressing CD20, CD5-CD |9 and CD23 membrane proteins. LFB-R603 (4 infusions) Tumor assessment® A . 51020 40 - Exploratory assessment:
Key exclusion criteria: B 3 20-60-60-60 200 * Plasma TNFox, TNFB, IL- 1B, IL-2, IL-4, IL-5, IL-6, IL-8, IL-10, IL-12p70, IFNY at baseline, 90 mn, 6 hrs and 24 hrs after the first infusion of
* prior treatment with anti-CD20 mAb less than 6 months before enrolment C 3 60-150-150-150 510 xaccording to LFB-R603, and at Day 8, before the second infusion.
BASELINE PATIENT * creatinine clearance < 60 mL/mn ceececccececee *Evaluation at W24 D 3 150 - 300 - 300 - 3001050 safety Committee * Anti-LFB-R603 antibodies at baseline, 3, 6,8 and |12 months after onset of the treatment by an enzyme-linked immunosorbent assay.
Weeks 1 2 3 % 16 24 52 ifPRatWI6 E 6 300 - 450 - 450 - 450 1650 recommendations

CHARACTERISTICS

Clinical presentation

* ALT and/or AST level > .5 N

* FCGRIlla gene polymorphism.
* Pharmacokinetic parameters over a |12-month period after the first infusion of LFB-R603.

RESULTS

Patients (N) 21
Age (years) Median 62
Range [43-76]
Sex (M/F) Male 17
Female 4
Number of prior Median 3
anti-cancer regimen Range [1-6] . . . . . . . . . .
Time from diagnosis Median 833 All the patients received 4 infusions. | 13 drug-related Adverse Events (AEs) were reported. 34% of the total AEs occurred after the first infusion. Lymphocyte blood count depletion was observed at each dose level Response to LFB-R603 Anti-LFB-R603 antibodies
= e Range 2T 41% of the total AEs occurred less than 48 hours after an LFB-R603 infusion. and was maximal at D29 in most of the patients (see tables below). All patients have been assessed for response to treatment by VO €ases of serum anti-LFB-R603 antibodies were detected (see table below).
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sl Reeses i 5 Number of tota drugrelaed A — Four Patlents Presented with a grade 2-3 drug .related Three pa.ttlentsr presented with a grade 3-4 drug- 1ot E, and to a lesser extent in cohort C. t ed |n\ée§t|§ator /E\I/ICIC-IOI;I ;(ng to guidelines . » " - —
at inclusion Refractory I o per grade and per infusion W Gude2 hepatlc CYtOIYSIS (see table bGIOW). One of them (patlent IOI) related infection: updated in 008 g .hallek et GI). Evaluable 2 20 16 T 8
Response to the last CR 7 %I B Grade3 . . 5 9 c . i : . ' Positi 0 0 0 0 0
rior anti-cancer = @ g | - had a medical history of chronic increased liver enzymes.All « Patient 701 (cohort A): 5T Means circulating — _I?;]/e out f0th8 (2;3'?) evaluable;'patleilnts werekm2 :R at week 16 B 0 0 o 0 3
regimen (N) IR : il cases were asymptomatic and resolved without sequelae.  63-year-old male presented with a grade 3 listeriosis N lymphocyte blood/cohort e ongnin JEE O TR s W Gl =) 21E Tkl 2 Not done 0 3 4 0 5
Prfor exposure N T2 ok Neither increased level of bilirubin nor impaired protein 3t the time of the 4" infusion.Two months later,he = e emaiore Cohort A B C D E TOTAL Cytokines
o Rituximal o . o o o 0 . = 4 .
FISH Test (N) Normal 9 a5 synthesis were reported. The AEs did not reappear after  was diagnosed with a grade 3 pulmonary aspergillosis. = *°7 Patients 6 3 3 3 6 21 o _
lg- @ 7 o LI R e l—” —— ll” vm— reintroducing LFB-R603 Recovery was complete without sequelae. & |- Evaluable 5 22 3 3 5 18 Plasma IL-6, IL-8, IL-10 and TNF-a levels significantly increased at 6 hrs,at +/- 90 mn,
) nfusion Infusion nfusion nfusion o . % . .
EAR 3 . SN ) E CR 0 0 0 0 0 0 and at +/- 24 hrs after infusion of LFB-R603 whereas IL-1B, IL-4, IL-12p70 and
N 3 In cohort E, 23 out of the 25 (92%) drug-related AEs occurred Pationt Cohort T Startdate  Duration (days) Relationship with LFB-R603 was considered < PR at week 16 2 1 0 | 5 IFNy levels slightly increased in a few patients
Lymph node N 21 after the first infusion of LFB-R603 191 A 3 D23 2 dubious because of the patient’s immunosupressive £~ 1 gg at week 24 é % 5 ? é ; '
snlargement. % 3 Ten drug-related AEs were considered as grade 3-4 (40%) 203 : 3 02 0 status (4 prior lines of therapy, profound and 5 k/\\» PD >0 0 2 2 3
S sttt s .- e No drug-related AEs were observed after infusions 3 and 4. chronic hypogammaglobulinemia...). L PO reotd for o st oftoimun o} anenis st ry s ofprogresn ocrdng e e
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% 57 2 per infusion 8 B Goce3 Four epISOde.s Of grade 3 neUtl':openla ;a'nd 3 Of grade 69-)’ear-0|d male Presented Wlth d grade 4 SePSIS LFB-R603 Time from the first infusion (in weeks) “pt 102 an Pllga/tLWIé but response has not been confirmed at W24 (absence of CTscan and physical tumor burden é ;
. . 0.0 0 ) ) evaluation) % 3
Hepatomega|)’ L\/i 4I8 ) 10 g’ ?eutrope:la wCere_rzepBrte_dI In 6d pEa.tle_I;tS. (SleedFablg I 2 days after the 4th Infus|on ConSIStlng In Strepto_ A cross on the curve means that the calculation of the mean value was performed on less than the whole sample size of the cohort pt 201: reapparence of splenomegaly at W24 (after a disappearance at W6) 5 20000 5 20000 |
Other involvement N 0 ce elow) in cohort ("; ),D (0= )'anO (n=3), including coccus agalactiae septicemia then Staphylococcus . Response to LEB-R603 at Week 16 17 45 L R
Hemolytic anemia N 2 = j ePISOdeS Ina conteXt O. Pancyr:openla’ ne Pa:tlent Presented aureus bacter|em|a comphcated W|th endocard|t|s. count?;rilélﬁg:jfELYITIEE:\)/%’::J data _E:::Z::g‘z‘ p T0 THo0min  T+6h T+24h Da)lls T0 T490min  T+6h T+24h Day 8
% 9.6 . o] o . - —— Patient a B B . . Timepoint Timepoint
N S 2 affever of .u.nknO\.Nr.\ origin which resolvgd wnhoyt squUgae Evolution was favourable after antibiotic therapy ~ _ 200 - peni Patients FCGRIlla Cohort i GroupArlter B Group i)
- . . . . S atient N > > > 800.00 - 2250.00 4
e : : , _ _ _ after empiric antibiotic therapy. No patient received G-CSF 514 cardiac surgery (bioprosthetic aortic valve, £ e ymph | ADNP | SM | HM | marrow| 100,107 | 11 gfd | 15.10% s , B
B I O I Oglcal presentatl On Infusion 1 Infusion 2 Infusion 3 Infusion 4 . H = 150 - N o 2000.00
therapy. 5 patients out of 6 recovered to normal or baseline value, Yelbe mrdl el o I - - depletion | > 50%
. . aortic tube and tricuspid plasty). Relationship wit g ; oo ] .
Leucocytes (10%/) Median 31 Treatment-related toxicity | atient was withdrawn from StUCl WithOUt neutro hll ) ) 2 601 VIF A 3% OK [NA|NA| ND | OK | OK | OK < S 150000
Range [9.3-218.4] P yw P LFB-R603 was considered possible. Of note, the 5 ' 200 | FF | B | 52% | No [OK|NA| ND | No |OK | No g o]
g ' . T -related AE All grad Grade 3-4 - - - S : S % : S 100000
ympnocytes (100 /‘Igz:’;en [43279-24| 4] reamenteate gLaat?:ni:?:\tSI)ved (%) n rap:tientse;l::sl(\i)ed (%) recovery. NO case Of |ate onset neUtrOPenla was reported. medlcal hIStory Of the Patlent InCIUded an aortic valve §. 50 ;gi z;:: g ::;: EZ g? Eﬁ :llg gi g? gi f‘E; S; 75000
Neutrophils (10%/]) Median 3.4 TOTAL 113 100 23 61.9 Neutropenia replacement W|th Benta" Procedure and m|t|~a| Plasty’ \ 202 VIF E 92% No [OK|NA| ND | OK | OK | OK 20000 4 “ 50000 ] %
Range [0.7-10.3] Pyrexia 18 61.9 0 NA ) i o o LN I 25000 1 2
Hemoglobin (g/] Median 130 infusion relted eserion” | 12 524 g 143 Cohors and an infectious endocarditis to Staphylococcus. T : : . o According to NCI-WG guidelines updated in 2008 (M.Hallek et ) wl o b o L R
_ nfection . b atients . i ’ 0 T+90min  T+6 T424 Day 8 10 T+90min T+ T424 Day 8 -y
Platelets (T0°7) ﬁ’jlzgigcyen L I| olgo] Heei‘::;*;:ma 1L 33 0 NA E;s.sv::;: sfr;ﬂ:dzgr;e:zm:;:nla 0 : 2 ! : : * Patient 304 (cohort E): ¢ LEB_RE . 1 Time from the frst infusion (in weeks) Partial Response requires at I.east. two of the criteria from group A T — g
ASTIALT 0T Range [42-344] Chills 6 58 0 NA Grade 3 o 0o 11 2 Z 76-year-old male presented with a grade 3 varicella 20 6 (B0 (8 @ e UL (i o 2 i
Th b i 6 g | g Grade 4 0 0 | | | 3 5 9 9 o . . °
Range | [17-46)/ [868] poomoocfiopen g 5 ; i race without any complications. The patient fully recovered ST ;
Creatinine (umol/l) Median 94 Nausea p 43 0 NA Grade 3-4 neutropenia . . ) . Bruno Cazin: 3
e i [59:122] Abdominal pain 3 95 0 NA v ——— after intravenous treatment with aciclovir. EFB BI%TEC?N OLOGIES,hororaria &
yglobuline (g edian . Astheni 2 9.5 0 NA _ 1 i i _ i i . . . . . . . o o . . . . ertrand Coiffier: z
| Range [2.1-21.3] Pancytopenia 2 9.5 2 55 | 4 Relationship W'th_LFl? R603 S c9n5|dered dUb'O_US LFB-R603 can induce rapid, profound and sustained lymphocyte depletion in due to cytokines release. LFB-R603 is clinically active in patients with relapsed g BIOTECHNOLOGIES, honoraria 2
A gene poymorpim o Y O increzss ; 3 0 NA ; T because of the patient’s pre-existing immunosupressive  patients with advanced stage CLL.Toxicity of LFB-R603 is manageable.Most CLL and induces partial remissions. An ongoing part 2 of this study will ?_lli:réceBrllto 'RI'II?EaI-gIN OLOGIES | g
2 “ A . . . °« o . . i =
% 2 Anal abscess 2 48 0 NA 4 0 status and a hypogammaglobulinemia. of the drug-related Adverse Events are related to the first infusion, probably examine the clinical efficacy of an escalating 8-dose regimen. nonorara. - g
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* Defined by 3 concomitant symptoms described in CTCAE v3.0
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