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ICONIC Phase 1 Study Population:

JTX-2011 Background ICONIC Phase 1 Safety Results (Interim) ICONIC Phase 1 Safety/PK/PD Results (Interim)

All solid tumors, no enrichment for high ICOS expression
Table 1: Disposition as of May 12, 2017

Mechanism of Action Interferon-y

Mean Level of IFN-y by Dose, JTX-2011

Safety Results:

ICOS Agonist PG
JTX-2011 Monotherapy (Part A) Mean Level of IFN-y by Dose, JTX-2011 + Nivolumab

JTX-2011 is a h ed il mg/kg 0.003 0.01 0.03* 0.1 0.3 1.0 Total . JTX—ZQll was _do;ed to_the highest planned level (1 mg/kg for JTX-2011 as a single agent and 0.3
I G1- IS 6}( umanllze I ’ Sosad 2 2 = = : : y mg/kg in combination with nivolumab). 100 - B [ e s
K agonist monoclona Icos . - _ - 0 —— ogangk 50-  ITXo1mgho *Nivoluma
agntibod)? that specifically TeR Treatment discontinuation 3 (100.0) 3(100.0) 4(80.0)0 5(455) 2 (28.6) 1 (20.0) 18 ( 52.9) The maximum tolergted dose for JTX-2011 1s 0.3 mg/kg. _ 801 3;;23?&39 80 — Tx0mah - volmar
. : —_ @ — @ Disease progression 3(100.0)  3(100.0) 3(60.0) 3(27.3) 2(28.6) 1(200)  15(44.1) * 2 DLTs (out of 6 subjects) occurred at 1 mg/kg JTX-2011 monotherapy: | 2 mpg_ )| 3
binds to the Inducible X Adverse event ] ] ] 1( 9.1) ] ] 1( 2.9) - 1 participant developed a worsening pleural effusion ~10 days after the first dose of JTX-2011 § :
CO-Stimulator of T cells “Non-Primed” “Primed” Tregulatory Subject declined - - - 1( 9.1) - - 1( 2.9) » 1 participant developed AST/ALT 5x ULN ~23 days after the first dose of JTX-2011. ALT/AST § § o
(ICOS). T effector cell T effector cell | [ cell, further participation returned to baseline within 72 hours after receiving prednisone 0.5 mg/kg, leading to a diagnosis of c £,
Activation of T eff ~ Reduction of T regs Clinical deterioration 1(20.0) 1(2.9) immune related hepatitis. § i
Preclinical Pharmacology and Modeling Weeks on Study - Treatment emergent serious adverse eventst were reported in 11 participants: 2-
mean (SD) 9 (0.50) 9(0.87)  9(6.53) 9(4.12)  8(4.08) 4 (1.86) 8 (4.06) « 10 on JTX-2011 monotherapy at 0.003 mg/kg (1); 0.1 mg/kg (4); 0.3 mg/kg (3); and 1 mg/kg (2) 1. = + I
mg/kg 0.01 0.03 0.1 0.3 Total « Grade 3 or 4 related adverse events were reported in 6 participants on JTX-2011 monotherapy and no Visi | Vist
Mouse, rat and non-human primate (NHP) are all pharmacologically relevant species Dosed 3 3 3 3 12 participants on JTX'Z_Oll n combinat_ion with nivol.umal.o. _ o . . oluman dosing
« ICOS expressed at similar levels on similar immune cell subsets across species Treatment discontinuation 2 (66.7) - - 2 (16.7) « Adverse events considered by investigators to be infusion related were reported in 10 participants at « Mean increase in IFN-y was observed at 1-6 hours at all dose levels, and may be dose related.
P _ . _ P Disease progression 2 (66.7) - - 2 (16.7) doses 0.003 mg/kg through 0.3 mg/kg: 6 on JTX-2011 monotherapy and 4 in combination with e Incr in TNF-a and IL-6 | b d
. JTX-2011 shows equivalent affinity and potency across species - - A - - - y Creases aa Were also observed.
q y P y P Weeks on Study nivolumab: chills, pyrexia, diarrhea, hypertension, neck pain, tachycardia, nausea, vomiting, and other
Anti-tumor activity observed in preclinical mouse syngeneic tumor models both as a single agent and in mean (SD) 22(0.93) 10(5.79) 11(0.60) 6 (1.05) 12 (6.58) infusion related reactions. PK

combination with anti-PD-1 antibody

« Single agent efficacy correlates with percentage of ICOS expressing immune cells in murine tumors
at baseline

* 1 subject was assigned to 0.03 mg/kg, but received 0.3 mg/kg for 45 minutes (equivalent to 0.225 mg/kg) on Cycle 1 day 1 and continued on 0.03 mg/kg afterwards. For safety ° Adverse events Considered by investigators to be immune related bUt not infusion related were reported

purposes, this subject was grouped to 0.3 mg/kg. . o ) ) ! Compal‘ison of Mean JTX-2011 PK between
in 6 participants at doses of 0.03 mg/kg or above: 5 on JTX-2011 monotherapy and 1 in combination

JTX-2011 Monotherapy JTX-2011 + Nivolumab

Observed mean JTX-2011 Concentration in
monotherapy vs QSP model prediction

Table 2: Demographics and Prior Th erapies with nivolumab: alanine aminotransferase increased, blood alkaline phosphatase increased, lymphocyte - o mgre — e ol
« Maximal efficacy correlates with ICOS target engagement (TE) through ~Day 7 in the mice o All Phase count decreased*, neutrophil count decreased*, white blood cell count decreased*, night sweats, E 50000 Prr—— 2 50000
« TE was similar in peripheral and intratumoral T cells in mouse syngeneic tumor models JUAOT, 5 , pneumonitis, pruritus, rash, tumor pain, diarrhea. PR o S 5
L L o : JTX-2011 Nivolumab 1 Subjects L . $ 003 mgly ~ redied £ so00
Quantitative Systems Pharmacology (QSP) Modeling informed first-in-human dose selection based on: (N=34) (N=12) (N=46) « 1 death was reported due to progressive disease after withdrawal from the study. g g Pt 5 4 Parta, 001 mgikg
= = = e 500 0Amgks o orved 5 so0oh 00 Twme— art B, 0.01 mg/kg
° ROdent and NHP PK da.ta Sex. n (%) § 0.3mgkg T redicted g - + :::g' ggg 23;::3 a
. . . ! * were observed in single participant who received steroids for immune related adverse events. 3 50 —+-Ohserved 8 5 = PartA 01m
In vivo and/or ex vivo data from mouse (A)' NHP and human (nOt ShOWﬂ) Male 15 ( 44-1) 2 ( 16-7) 17 ( 37-0) T SAEs were imported from the safety database. 1 of these subjects was not reported in the clinical database on May 12,2017 g 1 mglkg ;_;:::::: E ° == EaE% E-i mg;Eg
Predictions for human PK and ICOS availability (target engagement) Female 19 (55.9) 10 (83.3) 29 (63.0) 0 Y s " part8, 03 makg
« Firstin Human starting dose anticipated to have transient ICOS target engagement (B) Age . £ 05 . . . Z’ 05 | ‘ |
B . . Mean (SD) 60.5 (11.34) 59.4 (10.90) 60.2 (11.12) Table 5: Summary of Most Frequent Related Adverse Events (25% in any column) g 1“ . 5"“ 2 o 168 336 504
200- - Predicted PK EjredlctEd Target Engagement Race, n (%) » Time From Start of Infusion (h) 7] Time From Start of Infusion (h)
*E ﬁ 1504 E I—}ghestdose gg;:ffég - %w BlaCk or African American 4 ( 118) 1 ( 83) 5 ( 109) a. ADA was detected in a participant in Part B 0.03 mg/kg and PK appeared to be impacted.
: 5 -5 — i White 25 (73.5) 11 (91.7) 36 (78.3) JTX-2011 JTX-2011
a . Sw ° _ . . .. . it
: 5 )72 EE\ 5. S;rtmeRreported gg g.gg 22 461.2; Monotherapy o« NFviel urals Total I(r)le?)r(ggS/igmodel, based on nonclinical data, predicted human non-linear PK at doses <0.01mg/kg and
: g ] 5 i . ) ' ] ' N=34 N=12 N=46 =
g = 0 ; - 8 Prior Systemic Therapy ( ) ( ) ( ) * The QSP model underestimated exposure at later timepoints for the middle 0.1mg/kg and 0.3mg/kg
* 0 150 20 &3 5 ul - All Grade All Grade All Grade : :
e 50 Time post-dose (Hours) &5, | R Cytotoxic Chemotherapy 34 (100.0) 11 (91.7) 45(97.8) doses, suggesting that TMDD was saturated at a lower exposure than predicted
2" A 5 : . . "
Days Postnoculation of Tumor Cells et oy et aOUA £ | ows o Immunotherapy 9 (26.5) 7(58.3) 16 (34.8) AEs 3/4 AEs 3/4 AEs 3/4 « At lower doses (<0.1mg/kg) the dose-non-linear PK suggests target-mediated drug disposition (TMDD)
* Isotype - 0.25mglkg @ = et Time (d) PD-1orPD-L1 8(23.5) 6(50.0) 14 (30.4) # TEAES* 153 17 40 - 193 17 « At the higher doses, PK is close to dose-linear, suggesting that = 0.3mg/kg saturates TMDD
" Hemare T dsma - Other therapies 24 (70.6) 8 (66.7) 32 (69.6) ici 0 « The PK of JTX-2011 does not appear to be impacted by co-administration of nivolumab
- Line of Prior Therapies *# Participants w. TEAEs, n (%) 22(70.6) 1 11 (524} 9(75.0) - 330L.7) 4 1L(23.9) Target engagement was >90% through day 21 in 2 evaluable participants in the 0.3 mg/kg monothera
ICONIC Phase 1/ 2 Study Design Median (min, max) 4.0 (1, 12) 5.0 (3, 8) 4.0 (1, 12) # Participants w. Related TEAEs,n 15 (44.1) = 6 (17.6) 6 (50.0) - 21(45.7)  6(13.0) ot asamtoo o ? HOUgn ey barticip = M9 by
o)
N Phase 2 . (%) * No significant changes from baseline in CD4+ T cells, CD4+ T effector cells, CD4+ T regulatory cells,
Phase 1 ICONIC Ph ase 1P K/P D Resu I'[S (| nteri m) _ CD19+ B Cells, CD56+ NK Cells or CD8+ T cells were observed in these participants
All solid tumors Enriched for high ICOS expression Subjects w. Related TEAEs, n (%) -« Treatment-emergent Anti-drug antibodies (ADA) were detected in 2/20 evaluable monotherapy participants
m Table 3: Summary of JTX-2011 PK Parameterst for JTX-2011 Monotherapy Chills 3(8.8) - 2 (16.7) - 5(10.9) - and 3/10 evaluable combination therapy participants. ADA were transient except in 1 participant, where ADA
JTX-2011 Dose (mg/kg) Nausea 4 (11.8) - 1 (8.3) , 5 (10.9) - was detected through 6 weeks. In 1 participant, PK appears to have been impacted.
| Eggglation 0.003 0.01 0.03 0.10 0.23 0.30 1.0 Decreased appetite 3(8.8) - 1(8.3) - 4 (8.7) -
?Sg:‘et @ Any solid tumor type (=) (=€) (n=4) (=19, (n=1)* =) (n=4) Pyrexia 4 (11.8) - - - 4 (8.7) -
PK/PD Expansions New indications based on AUCo.. (Hg=h/mL) 175 (139%) 790 (17%) 45.6 (127%) 309 (34%) ol 1020 (78%) 3110 (42%) Alanine aminotransferase increased 3 (8.8) 1(2.9) - - 3 (6.5) 1(2.2) S umm ary
emerging science AUC,,, (ugsh/mL) 1.50 (177%) 7.68 (17%) 44.2 (124%) 293 (33%) 784 592 (158%) 2340 (35%) _
— _ Cpa (HG/ML) 0.06 (61%) 0.18 (15%) 0.50 (57%) 1.99 (28%) 5.79 570 (22%)  14.50 (21%) Diarrhoea 3(8.8) 3(8.8) - - 3(6.5) 3(6.5) _ o ,
CL (L) 171 (139%) 127 (17%) 0.66 (127%) 0.32 (34%) 0.25 0.29 (78%) 0.32 (42%) Fatigue 2 (5.9) _ 1(8.3) ) 3 (6.5) ) . JTXr2011bv;as well tolergteg at d_oses up t0 0.3 m%/k% IV q 2d1 dalyj as monotherapy and in combination with
t'% (h)t 30.1 (58%) 30.8 (16%) 83.4 (40%) 106 (32%) 196 227 (73%) 175 (48%) Infusion related reaction 1(2.9) - 2 (16.7) - 3 (6.5) - nivolumab 240 mg IV g 21 days In participants wit advanced soli tumors
Combo Soee Vss (mL/kg) 65.1 (46%) 56.0 (30%) 72.4 (65%) 53.0 (28%) 60.0 70.3 (44%) 74.3 (29%) Pruritus 3(8.8) i i i 3 (6.5) ) . ilrr\r::rlrsjlé?negrglztoesdeallicrlr\]/i?irnsgeti\)/((iacril:ise QOEI'E[ rflr{;tg/?( éo rr?orlrjlgtlr?eﬂrj:;;,n were reported at doses at or above 0.03 mg/kg,
with i . . '
nivolumab Sseaiation | Table 4: Summary of JTX-2011 PK Parameterst for JTX-2011 + Nivolumab Aspartate aminotransferase 2(5.9) 1(2.9) - - 2(4.3) 1(2.2) - JTX-2011 0.3 mg/kg was selected as the recommended Phase 2 dose (RP2D) for monotherapy based on:
M i -
PK/PD Expansions — JTX-2011 + Nivolumab Increased - Safety and tolerability
Gastric JTX-2011 Dose (mg/kg) Dizziness 2 (5.9) - - - 2 (4.3) - + > 90% peripheral target engagement through Day 21 to increase the likelihood of sufficient intratumoral
e New indications based on 0.010 0.030 0.100 0.300 Hypokalaemia 129 @ 129 183 - 2 (4.3) 1(2.2) TE
E|Ig I bl|lty L emerging science (n=3) (n=2) (n=3) (n=3) Hypomagnesaemia 2 (5.9) ; ] ] 2 (4.3) ; « PK ﬁor]lsiste_zn:] Witrll the ﬁrcelzclilniqal model and predicted target engagement
Major Inclusion Criteria - lusion Criteri AUC,.., (ugeh/mL) 11 (56%) 26 (95%) 236 (44%) 1070 (36%) " i ) ) * Lack of peripheral T cell depletion
Confirmed cancer that is recurrent, metastatic or persistent after at least Majo.r EXCRugSf:JOsr:ed gltfnrclind therapy o AUC,, (ngeh/mL) 11 (56%) 26 (95%) 150 (160%) 832 (21%) Vomltmg_ ! (29) : (83) - (43) e Most monotherapy participants at the RP2D remain on Study with limited duration of fO”OW-Up:
one line of therapy and with no further standard treatment options History of intolerance, hypersensitivity, or treatment C... (Hg/ML) 0.25 (26%) 0.49 (19%) 1.98 (19%) 5.94 (12%) Back pain - - 1 (83) - 1 (22) - 5/7 at 0.3 Ik (+SD) q ti f8 (+4 73) K
Male or Female > 18 years of age di tinuation due t ' d t i max : : : : ° al U.o mg/Kg, mean (=x uration o o4, WweekKs
E%%)St:cﬂ'ffzrzi)ngg aStg;uosf: o mmunotherapy e o CL (mL/h) 0.90 (55%) 1.15 (95%) 0.42 (45%) 0.28 (36%) Hypothyroidism i i 1(8.3) i 1(2.2) i « 4/5 who started at 1.0 mg/kg and switched to 0.3 mg/kg ; mean (%=SD) duration of 4.8 (*=1.67) weeks
redi ife ex n >3 mon I defici : : : . . ) = . 1.
Archival tumor tissue required for all subjects E:;R/L;ngr Srliglr?rz]i(;)t/ory of autoimmune disease t¥2 (h)t 31.8 (22%) 37.6 (86%) 88.6 (43%) 175 (46%) * TEAEs includes all treatment emergent adverse events with start date on or after the first dose of the study drug and on or before 28 days after the last dose of the study drug. e 10/12 combination therapy participants remain on StUdy treatment at doses from 0.01-0.3 mg/kg with mean

Any advanced

, hon-hematological, extracranial malignancy with disease

progression after treatment with all available therapies known to confer

clinical benefit

May have evaluable but non-measurable disease

Symptomatic or uncontrolled brain metastases, leptomeningeal
disease, or spinal cord compression

Vss (mL/kg)

41.6 (30%)

51.2 (6%)

52.5 (16%)

64.3 (27%)

* One patient was accidentally dosed with this dose. This patient’'s safety data was included with the 0.3 mg/kg dose group
1 Geometric mean (geometric CV%) was reported for all the parameters except for t1/2, mean and (CV%) was reported

(£SD) duration of 13.1 (£6.70) weeks
Phase 2 monotherapy cohorts are currently enrolling with enrichment for tumors with high ICOS expression.



