A phase lla study to evaluate safety and efficacy of Rezivertinib (BPI-7711) in locally advanced or metastatic/recurrent treatment-naive NSCLC patients with EGFR mutation
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. Rezivertinib (BPI-7711) is a novel third- From Jun 12, 2019, t.o Oct 17, 2019, 43 treatment-naive, EGFR-sensitizing mutated . assessedg(n:43) e Brain Target Lesion Rezivertinib showed promising efficacy and
generation epidermal growth factor receptor advanced NSCLC patients were enrolled; Overall response, n (%) (h=12) (n=>5) favorable safety for locally advanced or
(EGFR) tyrosine kinase inhibitor (TKI) targeting  « 12(27.9%) patients had CNS metastases; Complete fesponse ) ) CNS response, n (% metastatic/recurrent  N3CLC f_Pat'I?"tS with
both EGFR-sensitizing mutations and -~ EGFR * By the data cut-off date on Dec 23, 2021, the median duration of follow-up was 25.3 Partial response 36(83.7) 30(69.8) conpiteespone e O EGFR-SenSItlzmg mutation at Tirst |n.e settlnog:
T790M mutation. In a previous phase | study, ) ' ' : able dicence (14,0 11 256 Partial response 4 (33.3) 4 (80.0) e The tumor shrinkage was observed in 95.3%
rezivertinib resulted in an objective response (95 /o CI: 25'0'26'2) months. Progressive disease 123) ) (4.7) Stable disease 1(8.3) 1 (20.0) (41/43) of patients, with an ORR of 83.7% by
rate (ORR) of 59.3%, a disease control rate (DCR) Figure 1. The itt(]dy Desig)n and Procedures o Table 1. Baseline Characteristics E——— e S0Ea Non-CR/Non-PD 5(41.7) 0 BICR, the median PFS of 22.0 months by

: : Rezivertinib (BPI-7711) phase lla study ' ' ' L : :
of 91.3%, and a median progression-free — 0 o Progressive disease 0 0 investigators, and 20.7 months by BICR,

. ! Characteristics Overall, n (%) 95% Cl, % 69.3 t0 93.2 53.8 10 83.0 .
survival (PFS) of 9.7 months for advanced non- pesionGlE i Age Group, n (%) DCR, n (%) £97.7)  41(953) CNS ORR, n (%) 6 (50.0 4(80.0) respectl\_/e_ly, - |
small cell lung cancer (NSCLC) patients with A multi-center, open-label, phase lla study (NCT03386955); < 50 years 6 (14.0 95% C1. % 87716999  84.2 t0 99.4 95% Cl, % 21.1-78.9 28.4-99.5 * Rezivertinib also showed promising efficacy for
EGFR T790M mutation, and the recommended * Primary end oIS O >0 - 6o years 20146.5) e T ol 193 T CNS DCR, n (%) 7 (58.3) 5 (100.0) patients who had CNS metastases, with the
. . > 65 17 (39.5) :

_ . « Secondary end points: DCR, DoR, PFS, 0S, and safety; = 0o years : f 0 f 0 f
phase Il dose (RP2D) was identified as 180 mg Sex, n (%) 95% C| 15810250 83 1t025.0 95% Cl, % 27.7-84.8 47.7-100.0 CN?-ORR Y 50.0% _and CN_S-DCR 0 58:3 Jo, TOI
once daily. Female 23 (53.5) e (S, — - I patients with baseline brain target lesion, the

Patients Male 20 (46.5) ’ o o 66.7 60.0 _ 0 _
. . i * Locally advanced or metastatic NSCLC (Treatment naive) Race, n (%) 95% Cl 13.810 24.8 16.8 10 26.3 progression-free rate, % CNS ORR s 800 /0 and CNS DCR e

° ThIS StUdy aImEd to evaluate the Efﬂcacy and * Confirmed EGFR-sensitizing mutation; Asian (ChiHESE) 43 (1 OOO) Note of Table 2 and Table 3: BIQR, inndedindependentcenterreview;ORB,objectiveresponserate; DCR, disease control ra.te;Cl,confidenceinterval; DoR, 100-00/0;

Safety Of rEZIVertlnlb |n |Oca”y advanced Or « Stable CNS metastases were accepted; ECOG PS Duration of response; PFS, progression-free survival; CNS, central nervous system; FAS, full analysis set; . Rez|vert|n|b revealed a favorab|e and
metastatic/recurrent treatment-naive NSCLC (1) 367((18460(;) Figure 4. Kaplan-Meier plot for progression-free survival (PFS) by BICR and investigator in FAS manageable safety profile after over 2 years
patients with EGFR-sensitizing mutation. Single arm It PO & e T | T e follow-up as well.
* Open label; . .' . . " e INVESTIGATOR
- . toxicity, or patient Exon 19 deletion 28 (65.1) ol —lp— Median PFS (95%Cl) months
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. . . . . . i % 1 — :
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(RECIST v1.1). The efficacy for patients with —e, oo | - -
central nervous system (CNS) metastases was ewans  TmeofmogesonfreesuvialMonh * The authors thank all the participating patients,
X]easurEd by IB\IICR a(c)cordllng tBO theMRESponse ¢ The tumOr Shrlnkage WaS ObserVEd In 95.30/0 (41/43) Of patlentS; The ORR WaS Note: BICR, blinded independent center review; Cl, confidence interval; FAS, full analysis set; ._tl_l‘;]e” famI(IjIES' and thfe pjrt(;CIplftlngB StUdyPtheamS.
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 Secondary endpoints included disease control Cl: 13.8-24.8) months by BICR treatment related adverse events (TRAEs) while 4 (9.3%) had grade 3 TRAEs; LUEIITI _ el 2
rate  (DCR), duration of response (DoR), . . o OE No grade =4 TRAEs or treatment-related serious events were reported; National Natural Science Foundation of China
onf val (PFS) i -l * For all patients with CNS metastases, the CNS-ORR was 50.0% (95% CI: 21.1- _ (81972805).
progression-iree surviva , OVerall Surviva 78.9) and CNS-DCR was 58.3% (95% Cl: 27.7-84.8): The 12 h  The top three TRAEs were white blood cell count decreased (44.2%), platelet _ _
. - 3% o Cl: 27.7-84.8); The 12-month CNS _ e F format | tact Prof
(OS) and safety. Safety was assessed as per the 0 0/.)- or more Intormation, piease contact Froft.
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METHODS 99'5) and CNS-DCR was 100.0% (47'7'1 OO'O)' Table 4. Safety Summary of Rezivertinib Figure 5. The most common (Incidence>5%) TRAEs of Rezivertinib in safety set
e This was a mu|ticenter’ single-arm, open—label, AE Category To(trz:\I;?l 3(;/0) = Any Grade All AEs Grade=>3 All AEs Patients (%) Grade=3 TRAEs Any Grade TRAEs
Figure 2. Waterfall plot for best percentage change Figure 3. Swimmer plot for duration of treatment. White blood cell count decreased | 44.2% B /% 44.2%
phase Zl(l)a StUdy h(NCTO?386955l)3| CO?((j:l;CtEd from baseline by BICR in FAS Any AE 42 (97.7) Platelet count decreased |  41.9% 39.5%
across 20 sites in the People’s Republic ot China. |
. ORRE 83.72/0 (95:/0 CIE 69.3:93.2) _ 19.2,'(3(?;0"3?55(;?;/;%)) l;z’oiltﬂ: Grade=3 AE 16 (372) Neutrophil count decreased 32.6% 30.2%
DCR: 97.7% (95% CI: 87.7-99.9) —% _ . 0 .

e Treatment-naive NSCLC patients Wwith |Oca”y S fx . m P TRAE 40 (93.0) Anaemia S e 2.6%

. 2 " x — >0 Alanine aminotransferase increased 20.9% [ X 18.6%
advanCEd Or mEtaStatIC/recurrent EGFR' g o In patients with a BICR- § .’ " GradEZ3 TRAE 4 (93) X ] ]

e . . . . .. £ assessed confirmed x —— . - . Lymphocyte count decrease 16.3% Y VLY 14.0%
sensitizing mutation received 180mg rezivertinib Secveresponse the =5 : Dose interruption due to AE 3(7.0 - | 0 0
d | I bl . . d g; ---------------------------------------------------------------------------- responsewias first — - . | Aspartate aminotransferase increased 14.0% Y 11.6%
Once al y Untl Unaccepta e tOXICIty, |Sease go ob;s(ervejl;int(.iicatedhby : 5 . ] DOSE rEdUCtIOn due to AF 0 sypertilycerdaenia b o - o
progression, or withdrawal of consent. I - e ——— — Discontinuation due to AE 3(7.0 op—
3 SD indicated by a dot. = —

. . . PR Di ti ti due to TRAE 0 Thrombocytopenia 9.3% IVELY 7.0%

» Treatment beyond progression was permitted if P PO o |

L . . . 100~ Duration of treatment (Months) A CETE EE 12 (27 9) Drug eruption 9.3% I 9.3%
clinical benefits could be obtained in the y |
) ] ] . « Rash 7.0% 1.0%
JUdgement Of the InVEStlgatOrS. Note for Figure 2 and Figure 3: BICR, blinded independgnt center review; PR, partia!I response; SD, stable disease;.PD, progressive disease; Treatment-related serious event 0
ORR, objective response rate; DCR, disease control rate; Cl, confidence interval; FAS, full analysis set; 45.0% 35.0% 25.0% 15.0% 5.0% 5.0% 15.0% 25.0% 35.0% 45.0%

Note: AE, adverse event, TRAE, treatment related adverse event; *As assessed by investigator.



