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Preliminary safety results

Abstract

KIR3DL2 is expressed in all subtypes of CTCL, irrespective of clinical stage, with the highest prevalence in Sézary . No AFE led to treatment
syndrome (SS) and transformed mycosis fungoides (MF), two subsets with a high unmet need. KIR3DL2 belongs to the RN =Rl il discontinuation

Preliminary clinical activity results

> Patient 01-001: 80-year old female. SS diagnosed in DEC 2013. Two lines of

Best Best Best Best previous therapies (methotrexate and bexarotene). T4ANxMOB2 at study entry.

All pts
Best

killer immunoglobulin-like receptor (KIRs) family found on minor populations of normal NK and T cells. g:‘;’ o 1‘2‘ gg;; gg’g’; + 1 death reported so far (unrelated RSJSS:LE Global | Response | Response | Response Started at 0.0001 mg/kg on 18NOV15 then dose-escalated to all doses.
PH4102 is a first-in-class anti-KIR3DL2 mAb: it depletes selectively KIR3DL2* cells by recruiting immune effectors and Grade 2 9 (56%) 3 (19%) SAE of sepsis) e | P ";:'1‘;" '"n'i'fg 1 i 06JAN2016 20JUL2016
nas shown potent efficacy in preclinical models. Grade 3 1(6%) 0 » Related SAE in 1 pt: asymptomatic (W8, 0.0001 mg/kg - mSWAT (W10) = 55/2/0) (W36, 0.2 mg/kg - mSWAT = 0/0/0)
1 SliEea s 1L f5e) 0 atrial flutter occurred 1 h after end Best Response (n)
PH4102 is currently being investigated in a first-in-human phase 1 study (NCT02593045) evaluating repeated Grade 5 1 (6%) 0 " 1“3t |PH4'|L(I)2' ision At CR 0 0 2 3 0 Ry W
administrations of single-agent IPH4102 in relapsed/refractory CTCL. The primary objective is to assess safety and Grade UNK 3 (19%) 0 orthe < INTUSION. ATeT PR 6 5 4 5 1 | e
appropriate medication, sinus SD 10 3 7 5 5
tolerability of increasing doses of IPH4102. Secondary objectives include PK, immunogenicity and signals of anti-tumor Serious 4 (25%) - 8 1 (6%) rhythm returned to normal within oD 0 ] ) o o
activity. Exploratory biomarkers aim to characterize KIR3DL2* cells in involved tissue/disease compartments and monitor Grade 1 0 4 days. Pt received subsequent NA 0 0 0 0 1
changes during treatment. Minimal residual disease (MRD) is measured in the skin, blood and/or lymph nodes. Ex vivo 22325 L (gﬁ’) IPH4102 administrations without Missing 0 0 0 0 2
NK-mediated killing of autologous tumor cells is assessed pre-dose on SS patients (pts) samples. Grade 4 0 recurrence ORR 38 % 38 46 % 62 % 11 %
The dose-escalation part has a 3+3 design with accelerated titration and aims to determine the maximal tolerated dose SIELIES 0 » One gr. 2 infusion-related reaction | - 5
(MTD) or recommended phase 2 dose (RP2D). Pts receive IPH4102 administrations until progression or unacceptable DLT 0 0 was observed * 12pts were still on treatment at data cut-off, including all responders
toxicity. Intra-patient dose-escalation is allowed, only past the first complete clinical assessment at week 5 and provided
the upper next dose-level is declared safe by the safety committee. . - -
Pperne | Y y eomt | | Individual patient’s correlative results
Enroliment into study started in November 2015 and is ongoing. Data cut-off date is September 10, 2016.
A total of 16 pts have been ”ef‘ted f‘t the+ first 7 dose-levels and are evaluable for safety and clinical activity. > Patient 11-005: 77-year old female with SS diagnosed in NOV 2008. Six lines of previous therapies mSWAT results before (SCR and W1) and after IPH4102 administration
They comprise 13 SS, 2 MF and 1 "NOS™ CD4" pts. (incl. ECP + bexarotene + INFa, methotrexate, mogamulizumab, ECP + INFa + methotrexate, romidepsin, bex. + INFa). _“
T4NxMOB2 at study entry. Started at 0.05 mg/kg IPH4102 on 25JAN16.
Weighted mSWAT 80.5/1/0 89/0/0 87/0/0 36.5/0/0 19.25/0/0
Study objectives Study design “ - . - . .
y d Immuno-monitoring 40001 Number of CD7" and/or CD26™ CD4" T cells/iL Ex vivo ADCC assay 11005 KIR3DLZ* CD4* . Long Iashng (>167 days, ongoing) global clinical PR .and.progresswe decrease in mSWAT are
Primary objective: to assess safety & Dose-escalation (mg/kg): 36t of blood cells 200 Autologous NK-mediated death of ™ consistent with almost complete oss of KIR3DL2 staining in IHC
tolerability of repeated administrations of (Centrally assessed, KIR3DL2"CD4" tumor cells induced g . | .\ control 10 % of K|R3D|_z+ cells in skin |es|ons by IHC (b|opsy #1)
IPH4102 by ﬂOW CytometrY) by |PH4102 +D = |PH4102 . W14: 0.2%
o Char.ac.terlzmg the DLT and (S)AEs RP2D + NK cells from SS pt 11-005 g ’e alemtuzumab % .
* |dentifying the MTD or RP2D —> | for . T T T T e e - - ~
- - cohorts  Decrease In blood S EE O ECRNEEES P mediate potent ADCC with & | o L
- i/ or this _ : : PR3 i - G
Secondary objectives: Rte—10.01 | presentation tumor cells (CD26 4000 Number of KIR3DL2* CD4 T cells/pL IPR4102 against primary 0-— 1 1 1 B NSO e R " / 2
- To explore antitumor activity 10%007 0.001 /CD7- CD4* T cells) ] - autologous tumor cells o1 U5 M S “"r}r o “""*'“' £ | H Lo SR
» To assess PK and immunogenicity ' | - and KIR3DL2* CD4* e E/T ratio & - s s , S
T cells starting 2000, - b . 34 _ :
Translational objectives, biomarker @> 4 admin. QW 5 x Q2W 5 x Q2W N x Q4W immediately after the 0,05 mgka MRD in skin (biopsy #1) & blood _ | o | A i _ s e S
ex$lorati<.)tn: KIR3DL2* cells in skin. blood . 1 administration o2 * 2 dominant clones found pre-dose in skin and bloog - Skin lesions show decreased CD4 and parallel increase in CD$ staining over time
a(r)l dmf[{} or celis I 5K, BIOY é(;;illzrra;:?e?;2nddei:?n?c(a()llggt(i)\jitt;;sos;nsgs/:wge)nts o decide on freatment « PR in blood observed 0 4@4 @' s,,o"l 4@4 RENPFIREIRER $}»§ ’ Ei(c))tgsiseusb;adnglacilgdd(esi;]legz‘f)\?gc\l/gfe?tri]gnvl\i/rlldirt)ln Skin » Altogether, IHQ results §hovy the actual depletion of skin-resident tumor cells and potential normalization of the immune system of
» To monitor immune cell activation in blood extension and intra-patient dose-escalation at W5,and CR at W10 100~ % Free KIR3DL2 (IPH4102 epitope) on CD4 cells | the tumor environment in skin
* To explore NK and macrophage infiltration . Clinical response criteria assessed according to E. Olsen et al, JCO 201" |(0nglomg) (basedton N 500,000- Blood 50,000- B'°'°i’ *:;RV - % of CD4* T among Iymphocytes in skln Iesmns % of CD8* T among lymphocytes in skin Iesmns
I skin lesions * Immuno-monitoring of blood cells: screening, weekly for 5 weeks and then ocal assessment) L 2 400000- = TCRVOT03 2 40,000- . TCRVEZO:M SCR 93% * w5 95% % 4 SCR:2% . = W5:5% oo W14 10%
+ Toassess MRD (Molecular Residual Q4W after W10 (pre-dose, but also +2h and +24h after admin. #1 and #4) + Full occupancy of " $g TR gy - X 1 gee . c. I g o o 9 T—
Disease) clonal TCR-Vf chain »  Skin biopsies taken at SCR, W5, W14 and End of Tx visit KIR3DL2 on CD4 T 47 R ) ;% | ;% :; T’;,f ﬁ’“ﬁ@
rearrangement) | cells achieved r apl dIy 204 [ ] _; s 200,000- _:_ 5 20,000 8‘ ‘rﬁ‘_ S- . 1*&* il
» To explore NK cell function pre-dose ] e ) A S N S % E 100.000- 8 10000 =k 4 M B @
Baseline characteristics SELFP S EIFE RS ) ) -
6"& $\° $\°$0 $b‘° $b‘°$ 0 0 . £

) ) ) . : : . Data CUt-Off date SéR v\II5 W14 S(I:R W5 W14 SR TSR B N iy - 1 : o | e e e e, e S el Y T o PR CD4ICD8 49 ! 3 19 g o : o 9 ]
m : *Since W10, too few KIR3DL2* cells to interpret occupanc ‘e :
Key ellglblllty Crlte”a - 19 pts screened - 3 screen failures for ) P pancy ratio in skin

CT\% Subtype , KIR3DL2-negativity (none for other causes)

» Patients with relapsed/refractory CTCL » 16 pts evaluable for safety and clinical activity | | . - - S . - -

who have received = 2 previous systemic S eTel NOS 2 . 15ptswith ECOG performance status < 1 . Seven dose-levels were completed (0.0001 to 1.5 mg/kg) with 16 patients Changets é” V‘_’teh'gh;ed mSW,?\('II' Rag[C)II_OZbJetCJFIV'e clinical r”esponhse In skin &EDbIOOd tend to be

therapies ’ " o3 evaluable for safety and efficacy, including 13 SS, 2 MF and 1 CD4* TCL NOS assoclated with changes in staining, as well as changes in

o S m . m L 14 | | | | | » Responders show decrease in CD4/CD8 ratio in skin lesions and in blood
* For MF/SS patients: clinical stage = IB . Systemic tx received S = I IPH4102 is well tolerated in an heavily pretreated patient population: no DLT . So far, for all SS pts tested, ex vivo ADCC assay shows potent NK function pre-dose
. Centrally-assessed KIR3DL2 expressior StlaBge at screening 1 g g 0 O was reported and the majority of AE is low grade and typical for CTCL agains,t autologous blood tL,Jmor cells
% | | O Q- . : : : :
S@éﬁfrg)”;?'i'ﬁg?'féacset"? 'S”ki?]kfgfiéﬂow A s g . :C: 2 ° Preliminary global ORR is 38% in the evaluable population and 38% in SS » Dose-level 3 mg/kg has been completed without DLT occurrence
(immunohistochemistry, IHC) NA 1 >3 3 O 8_ patients: responses are still ongoing at the time of this presentation . The last two dose-levels remain to be evaluated (6 and 10 mg/kg)
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