Development and preliminary clinical activity of QL1706 (PSB205), a combination of anti-PD1 and anti-CTLA-4 antibodies manufactured together as a single product
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« The MabPair platform enables the Study Design Table 1. Treatment related adverse events occurring in 25% QL1706-treated patients Pharmacokinetic analysis
delivery of antibody combination therapy | | | + The exposure of both aCTLA-4 and aPD-1 increased as the dose increased following single-
o A A  Both aCTLA-4 and aPD-1 might exhibit linear PK characteristics at single doses ranging from
molecules S.U.Ch as QL17O6 (PSB?OS) Accelerated titration and "3+3" design AETEWTAM 2 (33.3) 3(50.0) 1(16.7) 1(16.7) 14(50.0) 3(10.7) 2(7.1) 1(16.7) 1(16.7) 3(50.0) 18(38.3) 8 (17.0) 5(10.6) 31 (66.0) 0.3 to 10 ma/k J J 9ing
can be _specn‘lcally engineered to achieve Ok TSN (333) 0 1(16.7) 1(16.7) 6(21.4) O 0 1(167) 0 0 10(213) 1(21) 0 11 (23.4) -3 10 LU MQ/kg.
the Op'“mal Ievel Of target Coverage for P mg/Kg 2 (33.3) 0 2 (33.3) 0 4 (14.3) 1(3.6) 0 0 1 (16.7) 0 8 (17.0) 2 (4.3) 0 10 (21.3) ¢ The COrreSpOndlng mean t1/2 Of aCTLA'4 were 104'121 h (4'5 dayS) and 111'190 h (5'8 dayS),
two different molecules such as anti-PD-1 M 5 mgikg — AST . PRCTE : 0 5179 o0 136 0 . 0 60128 0 121  7(149) rehspectlvely. Nof significant accumtzjlzatlcr)]n( gfgaccilTL,)Af”vvas_. obs_ervleddfollowang.mulﬂp!e dosing.
and anti-CTLA-4 monoclonal antibodies  The mean t;, of aPD-1 were 14/7-227 -9 days) following single dose aaministration .
_ _ _ ’ gue 1(16.7) 0 0 0 4 (14.3) 0 0 0 1(16.7) 0 5(10.6) 1 (2.1) 0 6 (12.8)
Wf?ICh Car.] hbe tranTlateql. mto. mproved 3 Mg/ ‘ 3 mg/kg 0 2(33.3) 1(16.7) 0 0 1(3.6) 0 0 1(16.7) 0 1(21) 4(8.5) 0 5 (10.6)
efficacy with good tolerability(Figure 1). 1 ma/kg Ty
= 1 mg/kg - 0 1(167) 0 0 3 (10.7) 0 0 1(16.7) 0 0 4(85) 1(2.1) 0 5 (10.6) A
CTLA-4in a Single Production Cell Line Sns) Mg 0 0 0 0  2(71) 0 0  1(167) 1(16.7) O 36.4) 121 0 4 (8.5)
T . : Infusion
.QL1706 were adr_mmstered SUEIY S WIEELS related 0 0 0 0 1(3.6) 1(3.6) 0 0 0 1(167)¢ 1(21) 1(21) 1(2.1) 3 (6.4)
Intravenous infusion. -

a :No Grade= 3 TRAE occurred in the dose level. b :No TRAE occurred in the 0.3 mg/kg (N=1). c :One patient experienced

00 Rd e = B myocarditis (grade 3). d :One patient experienced platelet count decreased (grade 3) and immune-mediated nephritis (grade 4), T et 7" e - ™ O R =
X 2 educe cRn & Jm:: . ) aan o Smaha ot oy oM e v &~ 03mgxg tmgig gt Smavg 1omgag tmo%a 3oy Smokg
0 W bindng ReSUItS one patient experienced platelet count decreased (grade 4). e :Grade 4. _ . . . o
. . | Mean (+SD) plasma concentrations of aCTLA-4 (A) and aPD-1(B) as a function of time following dosing in Cycle 1
anti-PD11gG4  anti-CTLA4 IgG1 QL1706 (PSB205)
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o o MabPair Baseline characteristics » For the 20 patients with no prior immunotherapy, Figgre 5. Percentage change from baseline in tumor and at steady state (Cycle 6) shown on log10 scale in ug/mL across dose levels from 0.3 mg/kg to 10 mg/kg Q3W.
shrinkage
- A total of 47 patients with solid tumors the PR and SD rates were 40.0% (n=8) and 25.0% | A
n=5), respectively, with an ORR of 40.0% (n=8 ! S — - -
. This was a phase I, open-label, dose between March 31 and_ December 20, ( ) ) P ; yo X (n=8) 150 i — Pharmacc_)dyna.mlcs analysis Figure 9. Proliferation of CD4 and CD8 T cells after QL1706
. . 2020, were enrolled, with 16 and 31 and a DCR of 65.0% (n=13). 2 100- Tk » A sustained high percentage of PD-1 | treatment
escalation and expansion study to - - - - > ghp 9
. atients in the dose-escalation and * Of the 10 patients who had received prior anti- =z e receptor occupancy rate was
evaluate the safety, tolerability, MTD, P . . PD-1/PD-L1 th 20.0% hieved PR E =2 P | pancy A = B .. =
. o .. expansion cohorts, respectively. Of the - -L1 therapy, two (20.0%) achieve , S, 20 observed in all dosing groups e T
PK and primary clinical activity of . 0 - TP S 0~ - : - e
L1706 in bpatients with advanced patients, 25 (53.2%) had nasopharyngeal and one (10.0%) achieved SD, resulting in an S 30- throughout the treatment = ¢ e : o
QL] P carcinoma (NPC), 20 (42.6%) had ORR of 20.0% and a DCR ot 30.0%. I cycle(Figure 8). = i
malignancy tumors. o . . . . . = . . 2 5] s ) | |
NSCLC, one (2.1%) had thyroid cancer Table 2. Best objective response according to RECIST v1.1 0 6 12 e 30  The Increase of KI67+ cells in CD4 i o g _
0 . ime (weeks . N : ' < 54 M
Obiectives and one (2.1%) had mucinous All patients(n=35) | NPC(n=20)| NSCLC(n=14) and CD8 T cell population was more | /[] |
J adenocarcinoma of the umbilical canal. 0 0 0 B significant in the 5mg/kg and 10 H TN TETET I TR TETEY
The median of prior lines of therapy was 10 (28.6) 7 (35.0) 3(21.4) & Newision . mg/kg group than in the lower dose T m
. . . . = PD on non-target lesions . .. Predose [7] C1-168h Predose [1] C1-168h

Primary objectives 2.0 (ranging 0-5). 7 (20.0) 2 (10.0) 5 (35.7) 2 Smans groups(Figure9). In addition, there o

To determine the safety, tolerability, DLTs. 18 (51.4) 11 (55.0) 6 (42.9) % 1 g/l was a dose dependent upregulation Proliferation ci):f (_3D4 and CD8'II'IceIIs aftder QL1706 Itlreatmgn;. The
d RP2D of L1706 | e ith Satay sl aleralaii 10 (28.6) 7 (35.0) 3(21.4) = of ICOS on CD4 T cells. a well- percentage of Ki67+ CD4 T cells (A) and CD8 T cells (B) efore

an of Q In - patients wi y _ _ y 17 (48.6) 9 (45.0) 8 (57.1) & _ ’ treatment or 168 hours post treatment were compared in each

advanced malignant tumors. « Two patients in the 10 mg/kg group o0 recognized surrogate for CTLA-4 | patient and linked by a line. The mean value of Ki67+ percentage
experienced DLT, including one case with Figure 3. Tumor response. The best objective responses of = blockades. The highest increase of  Ineach dose group were shown as light bar (Predose) and grey

Secondary objectives grade 3 decreased platelet count target lesions from the baseline ICOS+CD4 T cells over the baseline | Par (168 hr post treatment), respectively

To assess the PK, preliminary efficacy complicated with grade 1 gingival _ 5 ! s 2 ) was observed in 5mg/kg and 10 | |

and immunogenicity of QL1706 in patients bleeding and one case with grade 4 : Time (weeks) mg/kg group(Figure 10). gff;geslfr'e;trr‘feiﬁpans'on OHICOS+CDA+CDS- T cells after

with advanced malignant tumors. Immune-mediated nephritis. Thus, the 5 Percentage change from baseline in tumor shrinkage = . 10

maximum tolerated dose (MTD) was : in patients naive to prior immunotherapy (A) and in S e 8, PH-L Reeauier GEelEansy i A B S

Exploratory objectives determined as 5mg/kg Q3W. patients with prior anti-PD-1/PD-L1 therapy (B). circulating CD3 T cells after QL1706 = <

To explore the correlation between « Treatment related adverse events 3 Figure 6. Representative partial (amor responses treatment. g8 e

. . 0 .,5. . 140 - 0.3mgks —h— Imgks —@— 3Imgky —@— 5Smg/ke 10mg/kg é o BRI :'g_g

QL1706 exp_osure and func_t|onal RO, anc (TRAES) occurred in 31 (66.0%) of the 47 : in NPC and NSCLC patients who were refractory - 7 | =1 o

the correlation between biomarkers anc patients. The most frequently reported to prior immunotherapy - e, | \[] é] A LI /

QL1706 efficacy In patients with advancec TRAEs were listed in Table 1. Most T o Ll o wow  g

malignant tumors patients experienced grade 1 TRAEsS = oo osmara rora | snors ot one

O - - s =3 40
(38.3%), especially in those who receiving < (A):The percentage of ICOS+ CD4 T cells before or 168 hours
MethOdS 5 mg/kg (50%). b after treatment were compared and linked by a line.(B):The
* Immune-related adverse events (IrAEs) of Figure 4. Individual patient’s duration of treatment e average fold of increase on ICOS+ CD4 T cell in each dose group
any grades occurred in 16 (34.0%) of 47 Time was shown. The number of samples analyzed in each group was
0 C 0 0no . - ;;-b bggl]onlrcatmenl(.\'f%) I t d 'th _ c
Patient Eligibility patients. The most common (25%) irAEs . ISted on the X-axis
« Age = 18 years. i 0 0 - - S E—— .
9 y were prur_ltl_Js (23.4%), r?sh (21.3%), = COﬂClUSIOnS
« ECOG performance status 0 or 1. hyperthyroidism (10.6%), and | = SN v ae
. . . . . Tal 0 B | —— 7 - — - .y . .

e Patients with path(_)loglcal_ diagnosis of hypothyroidism (10.6%) . : | = (A):The sum of diameters for all target lesions was 101 » Based on the overall assessment of tolerability, PI_(, ano_l ph_armacodynamlc_:s, the regimen (_)f
advanced/metastatic malignant tumor | [ mm at baseline and 47 mm at week 7 (-53.5%).(a NPC 5 mg/kg Q3W was selected as RP2D for further investigation of QL1706 in advanced solid
have progressed dlsease On Standard Efflcacy - - - g :=_-’— A pa“ent |n 5 mg/kg that WaS I‘efraCtOI‘y tO pI‘IOI‘ PD' mallgnanCIeS.
therapy or for which no effective * As shown in Table 2, of 35 patients with : | I LL/TGFB bispecific inhibitor therapy) . MabPair technology represents a new approach in delivering antibody combination therapy

: ) available data for efficac analvsis e —— (B):The sum of diameters for all target lesions was 77 _ _ _ _ _ _
therapy Is available. e . y ySIS, e mm at baseline and 49 mm at week 13 (-36.4%). (a non- with a single vial product. QL1706, the first MabPair product with dual blockades of PD-1 and

e Measurable disease per RECIST V1.1. reSUItlnog In an ORR of 28.6% and a DCR 0 10 20 30 40 50 60 70 80 90 1(')0 110 120 130 140 150 160 170 180 190 200 210 220 230 240 small cell lung cancer patient in 10 mg/kg that was CTLA-4, was evaluated In a phase 1 trial and showed an aCCeptable Safety prOfile and early

of 48.6% it st el refractory to prior nivolumab and 4-1BB inhibitor therapy) evidence of clinical anti-tumor activity in advanced solid malignancies.
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