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Figure 3. Disease Response by Subtype

BACKGROUND CONCLUSIONS
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. . . .o . . . . . . . S - 60 - . . . .
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Figure 8. Kaplan-Meier Estimate of PFS by Investigator Based on the Lugano 2014°
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* Here, we present interim analysis results of BGB-3111-110 . po .
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* R/R disease with 21 . . - - I
prior line of adequate Zanubrutinib dose Lenalidomide dose (" ™\ Zanubrutinib 160 mg BID ~= =' * * * N * -> 0 -
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L. i # ng RP2D, recommended part 2 dose.
Zanubrutinib 160 mg BID - x zr -
BID, twice daily; ECOG PS, Eastern Cooperative Oncology Group performance status; HDT/SCT, high-dose therapy/stem cell transplant; QD, once daily; RP2D, recommended part 2 dose. + lenalidomide 25 mg QD A ® ] I safety
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R E S LT S ® -~ . * * e All 46 patients experienced >1 treatment-emergent adverse event (TEAE) (Table 2)
U R e Grade >3 TEAEs occurred in 60.9% of patients, were most commonly hematologic toxicities, and were generally
Patient - manageable across all dose levels (Table 3)
atients . . S . . . ——— — At RP2D, grade >3 TEAEs occurred in 60.0% of patients, most commonly neutrophil count decreased (43.3%), white
* As of November 8, 2022, a total of 46 patients were treated and included in this interim analysis (27 in part 1; 19 in part —— blood cell count decreased (23.3%), and pneumonia (13.3%); 1 patient (3.3%) had febrile neutropenia (grade 3) but
2; 30 at the recommended part 2 dose [RP2D)) e —— recovered within 2 days
. _ , , | Zanubrutinib 160 mg BID [ o
 Median age Wa.S 60 years (range, 29-82 yearS), 82.6% had stage -1V disease, 37.0% had refractory disease, and 69.6% E + lenalidomide 25 mg QD E t (P:E e Four patients (87%) experienced TEAEs |eading to treatment discontinuation
had non—-germlnal center-B-ceII (noQ-GCB) d|-sease — Part 1, dose level 1 : gg — Two patients discontinued both zanubrutinib and lenalidomide (grade 5 cardiopulmonary failure unrelated to study
¢ The median number of prior systemic therapies was 1 (range, 1-5) = Part 1, dose level 2 ® NE treatment [part 1, dose level 2], grade 3 pulmonary embolism related to lenalidomide [part 1, dose level 3/RP2D])
* Baseline characteristics are summarized in Table 1 — X - ia:tt ;;:;Z;'e"e' 3/RP2D > CD)”gt?:"g treatment — Two patients discontinued lenalidomide (grade 3 platelet count decreased related to both drugs [part 1, dose level
* Median treatment exposure was 3.9 months (range, 0.4-24.9 months) for zanubrutinib and lenalidomide, and the median  —— @ ea 2], grade 1rash related to both drugs [part 2, RP2D])
follow-up was 6.6 months (range, 0.5-25.5 months) 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 « Two TEAEs (cardiopulmonary failure, pneumonia) leading to death were reported; both were unrelated to treatment

Table 1. Patient Demographics and Baseline Disease Characteristics Months since first dose

Part 2
Zanubrutinib
160 mg BID

Lenalidomide
25 mg QD

Table 2. TEAEs

BID, twice daily; NE, not evaluable; QD, once daily; RP2D, recommended part 2 dose.

Figure 5. DOR by Investigator Based on the Lugano 2014° Classification

Part 2
Zanubrutinib
160 mg BID

Part 1
Zanubrutinib 160 mg BID

Part 1
Zanubrutinib 160 mg BID

Lenalidomide
25 mg QD

Lenalidomide
20 mg QD

Lenalidomide
15 mg QD

DOR, months®

Median (95% Cl) Range

Median DOR follow-up, months? . .
Lenalidomide

25 mg QD

Lenalidomide
25 mg QD

Lenalidomide
20 mg QD

Lenalidomide
15 mg QD

RP2D

RP2D

(dose level 1) (dose level 2) (dose level 3; RP2D) (RP2D) combined Part 1, dose level 1 (n=6) 18.04

Characteristics, n (%) (n=6) (n=10) (n=11) (n=19) (n=30) Part 1, dose level 2 (n=10) 7 41 Part 1, dose level 1 (n=6) NE (NE-NE) 18.04+ to 18.04+ (dose level 1) (dose level 2) (dose level 3; RP2D) (RP2D) combined Total

Sex Part 1, dose level 3/RP2D (n=11) 5 59 Part 1, dose level 2 (n=10) NE (5.55-NE) 5.55 to 8.34+ Preferred term, n (%) (n=6) (n=10) (n=11) (n=19) (n=30) (N=46)
Male 4(667) 6 (60.0) 5 (45.5) 9 (47.4) 14 (467) 24 (52.2) Part 2/RP2D (n=19) 0.03 :::: ;/ ::zs; '(‘:.‘:'93;”"’2'3 (n=11) EE ggzzg 3321 :Z 22‘2‘: Patients with >1 TEAE® 6 (100.0) 10 (100.0) 11(100.0) 19 (100.0) 30 (100.0) 46 (100.0)
Female 2333 4(40.0) 6 (54.5) 10 (52.6) 16(533) 22479 RP2D combined (0=20 -5;_’29 22D combined (n=30) N GoaND  00or o8 oas Neutrophil count decreased 2(333) 6 (60.0) 10 (90.9) 14(737)  24(800) 32(696)

Age Total (N=46) NE (B.0ZNE)  0.03+ to 18.04+ White blood cell count decreased 3 (50.0) 6 (60.0) 9 (81.8) 13 (68.4) 22(733) 31(674)
Median (range), years 51.5 (29-65) 57.0 (31-77) 60.0 (32-77) 61.0 (42-82)  61.0(32-82) 60.0 (29-82) Platelet count decreased 1(167) 7 (70.0) 7 (63.6) 8 (42.) 15 (50.0) 23 (50.0)
>60 years 1(16.7) 2 (20.0) 5 (45.5) 12 (63.2) 17 (56.7) 20 (43.5) DOR event-free rate, % Anemia 2 (33.3) 5 (50.0) 7 (63.6) 5 (26.3) 12(40.0) 19 (41.3)

ECOG PS Lymphocyte count decreased 4 (66.7) 5 (50.0) 5 (45.5) 2 (10.5) 7 (23.3) 16 (34.8)
0 3(50.0) 4 (40.0) 3(27.3) 6 (31.6) 9 (30.0) 16 (34.8) Hypokalemia 2 (33.3) 3(30.0) 4 (36.4) 6 (31.6) 10(333) 15(32.6)
1 3(50.0) 6 (60.0) 7(63.6) 12 (63.2) 19 (63.3) 28 (60.9) ALT increased 0 2 (20.0) 5 (45.5) 7 (36.8) 12 (40.0) 14 (30.4)
- 0 0 1(9) 1(53) 2(6.7) 2 (4.3) 3 months 6 months 9 months* Bl RP2D combined (n=30) AST increased 0 4 (40.0) 5 (45.5) 5 (26.3) 10(33.3) 14 (30.4)
Disease stage at study entry Ml All patients (N=46) Rash 2 (33.3) 4 (40.0) 2 (18.2) 5 (26.3) 7(233) 13(28.3)
SEgE | L{E7) o o o o L2 y-Glutamyltransferase increased 1(16.7) 1(10.0) 4 (36.4) 6 (31.6) 10(33.3) 12 (26)
Stage |l 0 2(20.0) 4(364) 16:3) > (16.7) 7(15.2) Hypoalbuminemia 1(167) 4 (40.0) 3(27.3) 2 (10.5) 5 (16.7) 10 (21.7)
Stage Il bulky 0 0 0 0 0 0 - | - | - Pheumonia 0 2 (20.0) 4 (36.4) 4 (219) 8(267) 10 (217)
Stage Il 0 3 (30.0) 3(27.3) 7 (36.8) 10 (33.3) 13 (28.3) Percentages are based on number of responders (patients with best overall response of at least PR). DOR in responders (CR or PR) is defined as the time from the date of the earliest qualifying response -
Stage IV 5 (83.3) 5 (50.0) 4 (36.4) 11 (57.9) 15 (50.0) 25 (54.3) NE. ot evaluatie: RP2D, ecommended part 2 doser Serious 0 3(300) 3@273) >(263) 8(267) T(23.9)
N . . @ Median follow-up is estimated by the reverse Kaplan-Meier method. Leading to death 0 1 (10,0) 0 1 (5,3) 1(3.3) 2 (4,3)
Number of prior systemic therapies b Medians were estimated by Kaplan-Meier method, with 95% Cls estimated using the Brookmeyer and Crowley method. : : : :
1 3(50.0) 6 (60.0) 6 (54.5) 12 (63.2) 18 (60.0) 27 (587) < Tha Gmonth svantirae rats for s RE2D combined arotmaias NE, T oo (e Greenweedfamuia ::ea:fng © :eatme":,:'sc?ntmuat'on = (500 0 2 Ezg'gi 71(2593'12) 1; 2223)6) 172 ((566'57)7) 2: ((:g)5)
eading to dose modification . . . . . .
; > (500'0) : (400'0) 2:12873 : ((1251.';)) :gg:g; 1: ((123%3)) Figure 6. Kaplan-Meier Estimate of DOR by Investigator Based on the Lugano 2014° Leading to dose interruption 3 (50.0) 6 (60.0) 6 (54.5) 8 (421) 14(467)  23(50.0)
Disease status Classification Leading to dose reduction 0 0 3(27.3) 2 (10.5) 5 (16.7) 5 (10.9)
Refractory 4 (66.7) 7(70.0) 3(27.3) 3(15.8) 6 (20.0) 17 (37.0) 100 4 4 S TEAEs e aefined a5 atveres evants ot had an oneet date on or after The dugs of st dose of sty anug up 10 30 clays afer e last cdose of zanubrutinlb o lenalldomide (whichever comes later) o
Relapsed 2 (33.3) 3 (30.0) 8 (72.7) 16 (84.2) 24 (80.0) 29630 1 the———-- .,l _________ to the start of new anticancer therapy, whichever comes first. Any-grade TEAEs occurring in >20% of patients are shown.
DLBCL subtype %07 H | Table 3. Grade >3 TEAEs
GCB 3 (50.0) 3 (30.0) 3(27.3) 3(15.8) 6 (20.0) 12 (261) 2 | { H S—
Non-GCB 3(50.0) 6 (60.0) 8 (72.7) 15 (78.9) 23 (76.7) 32 (69.6) § 60 b : o Part 1 T e
Unknown 0 1(10.0) 0] 1(5.3) 1(3.3) 2 (4.3) g_ 40 : t Part 1, dose level 1 Zanubrutinib 160 mg BID 160 mg BID
Prior radiotherapy 1(16.7) 2 (20.0) 3(27.3) 2 (10.5) 5 (16.7) 8 (17.4) @ oo TR 1 Part 1, dose level 2 Lenalidomide Lenalidomide Lenalidomide Lenalidomide
Prior transplant 0 0 0 0 0 0 50 S T Part 1, dose level 3/RP2D 15 mg QD 20 mg QD 25 mg QD 25 mg QD RP2D

BID, twice daily; ECOG PS, Eastern Cooperative Oncology Group performance status; GCB, germinal center B-cell; non-GCB, non—germinal center B-cell; QD, once daily; RP2D, recommended part 2 dose. I Part 2/ RP2D_ (dose level 1) (dose level 2) (dose level 3; RP2D) (RP2D) combined

Efficacy 0 - A Ezsirc:dmb_'”f‘j o5 G Preferred term, n (%) (n=6) (n=10) (n=11) (n=19) (n=30)

» The overall response rate (ORR) was 45.7% (95% Cl, 30.9%-61.0%; complete response [CR] rate, 23.9%) (Figure 2) | T T T T T T T T T T Grade >3 TEAEs® 4(66.7) 6(60.0) 8 (72.7) 10 (52.6) 18(60.0) 28(60.9)
— AtRP2D, the ORR was 56.7% (95% Cl, 37.4%-74.5%; CR, 30.0%) in all patients 0 2 4 6 8 10 12 14 16 18 20 Neutrophil count decreased 2 (33.3) 6 (60.0) 6 (54.5) 7 (36.8) 13 (43.3) 21(45.7)
— AtRP2D, the ORR was 60.9% (95% Cl, 38.5%-80.3%: CR, 34.8%) in patients with non-GCB disease and 50.0% (95% No. of patients at risk Months since first dose White blood cell count decreased 0 4(40.0) 4(36.4) 3(15.8) 7(233) 1239

Cl, 11.8%-88.2%; CR, 16.7%) in patients with GCB disease (Figure 3) Part 1, dose level 1 1 1 1 1 1 1 1 1 1 y 0 Lymphocyte count decreased 2 (33.3) 1(10.0) 1(99) 1(5.3) 2(6.7) 5 (10.9)

« Overall, the median duration of response (DOR) was not reached, and the 6-month event-free rate was 63.5% Part 1, dose level 2 3 3 3 2 1 0 Pneumonia 0 1(10.0) 1(9) 3(15.8) 4 (13.3) 5 (10.9)
(95% Cl, 32.8%-83.0%) (Figures 4-6) Part 1, dose level 3/RP2D 10 9 7 3 3 0 Platelet count decreased 0 2 (20.0) 2 (18.2) 0 2(6.7) 4 (87)
— At data cutoff, 16 of the 21 responders were still progression free, with the longest progression-free survival (PFS) of RPZ'?:;Q F:)'i:iz 177 132 (; 3 3 0 Anemia 0 2 (20.0) 0 1(5.3) 1(3.3) 3 (6.5)

>20.8 months observed in a patient receiving dose level 1 (Figure 4) . . Hypokalemia 0 0 2 (18.2) 1(5.3) 3 (10.0) 3 (6.5)
— At RP2D, DOR was not reached, and the 6-month event-free rate was 59.4% (95% Cl, 23.8%-82.8%) S, progression-ire survivel: RPED recommended part 2 dose. Neutropenia 0 0 2 (18.2) 0 2(67) 2 (4.3)

e Overall, median PFS was 5.5 months (95% Cl, 2.8-8.3 months), with a 9-month event-free rate of 311% (95% ClI, 16.4%-

47.0%) (Figures 7 and 8)

— At RP2D, the median PFS was 5.5 months (95% ClI, 2.8 months-not evaluable [NE]), with a 9-month event-free rate of

37.4% (95% Cl, 17.6%-57.4%)

Figure 7. PFS by Investigator Based on the Lugano 2014° Classification
PFS, months®

Median (95% CI) Range

Median PFS follow-up, months?

Part 1, dose level 1 (n=6) 20.80

BID, twice daily; QD, once daily; RP2D, recommended part 2 dose.
@ TEAEs are defined as adverse events that had an onset date on or after the date of the first dose of study drug up to 30 days after the last dose of zanubrutinib or lenalidomide (whichever comes later)
or to the start of new anticancer therapy, whichever comes first. Grade >3 TEAEs occurring in >1 patient are shown.
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