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mﬁl&gﬁgﬁug Sl-téEAﬁ«ef;l Casnaﬁ (E)mZat%hgia ALPINE: Final Analysis of Zanubrutinib vs Ibrutinib for Relapsed/Refractory
Chronic Lymphocytic Leukemia and Small Lymphocytic Lymphoma

Baseline Characteristics
Primary Endpoint

Randomized, open-label phase Ill trial (median f/u: 29.6 mo) « ORR (PR+CR) noninferiority and ZanuE)rutmlb m
superiority (by investigator) (n =327)
R/R CLL/SLL

>1 p,i.or ;y:lt:micg / Zanubrutinib 160 mg PO BID Until PD or K?yPSFicondary Endpoints Median age., yr (range) 67 (35-90) 68 (35-89)
1 - =
:: :,::fra}”i“;;“ -_— ”""“‘fp_tab/e * Incidence of atrial fibrillation AL N T RS e LU 2]
no vitamin K antagonists \ Ibrutinib 420 mg PO QD taxicity Other Secondary Endpoints del(17p) and/or TP53™, n (%) 75 (22.9) 75 (23.1)
* DoR, 05 Unmutated IGHV, n (%) 239(73.1)  239(73.5)
* Time to treatment failure
« PR-Lor higher Complex karyotype, n (%)* 56 (17.1) 70 (21.5)
: ’S’a:ie"t-fermed outcomes Bulky disease (=5 cm), n (%) 145 (44.3) 149 (45.8)
» Safety
Median study follow-up :
29.6 months
L 2.4 I— 4.3 PFS by IRC
100 1 NA+DC+NE < 100+
o . x = ) '
* 0.9 ~22  mPD < 9o_m¢* o ;
3 : ~ wSD s i S - ' 79.5%
< 80 - PR-L < 80 -y
@ M PR+nPR ® 70 : >,
S B CR+CRi a 6o ; '&.:
60 - © -1 | o,
4 E PFS Events | 67.3% 1 o+
= - ORR=86.2% 3 o] e '
© RR= - .. |
© 40 - - _ o 40 — Zanubrutinib 88 (26.9) !
o Nominal, 2- > ORR=75.7% & 3| —lbrutinib 120 (36.9) :
é sided P=.0007 § ,,| Hazardratio (95% CI)=0.65 (0.49-0.86) :
B 20 - 2 Two-sided P=0.0024 |
oM % 104 :
=] |
7 6.7 5.8 a 0 T T T T T T T 1 T T T T T T ]
0 - 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

it Risk Months from Randomization

Brown et al., . ASH 2022. Abstr LBA-6. Brown et al., NEJM. 2022



masd;l&gtﬁgvdveu gﬁ;ﬁﬁ«e’? caSnaﬁ g n?at%bgia ALPINE: Final Analysis of Zanubrutinib vs Ibrutinib for Relapsed/Refractory
Chronic Lymphocytic Leukemia and Small Lymphocytic Lymphoma

PFS Across Subgroups IRC-PFS del(17p)/TP53mut
Subgroup Zanubrutinib Ibrutinib Hazard Ratio (95% Cl)? < 100+
) = — . .
Response/Patients ITT: 0.65 ~ “‘._\ :
Age group P -0_:'. 90 o S 1 77.6%
<65 years 23/126  43/125 ‘o 042 (0.25, 0.70) 2 go ey |
265 65/201 77/200 e 0.78 (0.56, 1.09) 3 M Wy
years 3 Q . A -
Sex a 70 e T : + .
Male 59/213 91/232 e | 0.61(0.44, 0.84) - _ * ! -
. h © 60 |
Female 29/14 29/93 |—0—-—| 0.72 (0.43,1.21) E I »
Prior lines of therapy P 5 50 PFS Events ' 55 7]%—5’
1-3 80/303  102/295 80— 0.67 (0.50, 0.90) 2 40 n (%) i - i
>3 8/24 18/30 —o—— 0.45 (019, 1.04) o 30 — 7anubrutinib 23 (30‘7) : +
Baseline del(17p)/TP53 mutation status “ . . . s :
Present 23/75 34/75 —o—i | 0.52 (0.30, 0.88) ,5 20 Ibrutinib 34 (45.3) !
Absent 65/251 86/250 ro—i! 0.67 (0.49, 0.93) ﬁ Hazard ratio (95% Cl1)=0.52 (0.30-0.88) '
Baseline IGHV mutation status ' 8 10+ Nominal, 2-sided P=.0134 .
Unmutated 72/239  98/239 ro—i | 0.64 (0.47, 0.87) g 0 ] : : : : . . ; . . . . ]
Mutated 15/79 18/70 B 0.63 (0.32,1.26) 0 3 6 9 12 15 18 21 24 27 30 33 36 39
Complex karyotype P Months from Randomization
Yes 20/56 24/70 . 0.91(0.50, 1.66)
No 37/153 45/130 —o—i | 0.58 (0.37,0.90)
01.1 o.lso 1,:)0 1.50 2.cIJo OS'I RC
-~ 100 e
Favors Zanubrutinib  Favors Ibrutinib e
— 90_ w&-\f—a“ +
X B
> 80— -
-
] 70
2
[ 60
= 50
® i 0S Events
S 40— n (%)
a 30 — Zanubrutinib 48 (14.7)
= 20 — lbrutinib 60 (18.5)
g ] Hazard ratio (95% Cl)=0.76 (0.51-1.11)
o 10—
0 T T T I T T T T | T T T T ]

T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Months from Randomization

Brown et al., . ASH 2022. Abstr LBA-6. Brown et al. . NEJM. 2022



533&259%&5;5@? caSnai gfat%.ogia ALPINE: Final Analysis of Zanubrutinib vs Ibrutinib for Relapsed/Refractory
Chronic Lymphocytic Leukemia and Small Lymphocytic Lymphoma

Safety and Most Common AEs Most Common AEs (Occurring in 215% of Patients) Cardiac Events
Ibrutinib Zanubrutinib l(l:::lglzlu?
Zanubrutinib Ibrutinib .
(n=324) (n=324) Neutropenia™ - (S | — | Grade | Cardiac adverse events 69 (21.3%) 96 (29.6%)
Median treatment duration, months 284 243 COVID-19 related - B | gg ; Serious cardiac adverse events 6 (1.9%) 25 (7.7%)
Any grade adverse event 318 (98.1) 321 (99.1) - Cardiac adverse events leading to
Grade 305 218 (67.3) 228 (70.4) Fypertension y o treatment discontinuation 1(0.3) 14(4.3)
Grade 5 33(10.2) 36 (11.1) URTI 1 I— EES
Serious adverse event 136 (42.0) 162 (50.0) Diarrhea - | | Fatal cardiac events:
Adverse events leading to x _ —
Dose reduction 40 (12.3) 55 (17.0) Anemia SRS - Zanubrutinib, n=0 (0%)
Dose interruption 162 (50.0) 184 (56.8) Arthralgia - T 117 — Ibrutinib, n=6 (1.9%)
Treatment discontinuation 50 (15.4) 72 (22.2) 50 4'0 3'0 2'0 1'0 0 1'0 2'0 3'0 4'0 5'0
Frequency (%)
Adverse Events of Special Interest 50 -
Any Grade | Grade >3 . B9 Incidence of atrial fibrillation or
AES, n (%) £ 401 flutter (any grade)
’ Zanubrutinib Ibrutinib Zanubrutinib Ibrutinib @ 35 4 o - of (b g s
_ _ _ _ & 5.2% (zanubrutinib) vs 13.3% (ibrutinib)
(n=324) (n=324) (n=324) (n=324) g 30+ Nominal, 2-sided P = .0004
>1 AESI 294 (90.7) 300 (92.6) | 186 (57.4) | 184 (56.8) ‘§ 25 4
s 20 -
Atrial fibrillation and flutter 17 (5.2) 43(133) | 8@5) | 13(a0) %" 15 - Ibrutinib
Hemorrhage 137 (42.3) 134 (41.4) | 11(3.4) | 12(3.7) 3 104 o
5 J Zanubrutinib
Major hemorrhage 12 (3.7) 14 (4.3) | 11 (3.4) | 12 (3.7) 04
Hypertension 76 (23.5) 74(228) | 49(151) | 44(13.6) 0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48
Mo Since Randomization

Brown et al., 2022 ASH meeting, Abstr LBA-6. Brown et al. . NEJM. 2022



POST-NEW ORLEANS 2022 Efficacy of Pirtobrutinib in Covalent BTK-Inhibitor Pre-Treated R/R CLL/SLL:
Novita dal Meeting della Societa Americana di Ematologia A | ditional Patients and Extended Follow-up from the Phase 1/2 BRUIN Study

Phase 1 / 2 Study Design Baseline Characteristics

Phase 1 Escalation + Expansion (25 to 300 mg QD)
Phase 2 (200 mg QD)

Characteristics n=247 Baseline Molecular Characteristics®

N=773
Median age, years (range) 69 (36-88) Mutation status, n/n available (%)
| | Male, n (%) 168 (68) [ BTk C481-mutant 841222 (38) |
Safety CLUSLL mcL Other® Histology | BTKC481-wild 1381222 (62
population n=317 [ n=166 J [ n=290 ] CLL 246 (>99) P €2 :
SLL 1(<1) | PLCG2-mutant 18/222 (8) |
l Rai staging® PLCG2-wildtype 204/222 (92)
- o-ll 131 (53)
[ Prior oK ] [BT',‘,'_;‘S’"" ] -V 102 (41) High Risk Molecular Features, n/n available (%)
n= =
Bulky Disease 25 cm, n (%) 78 (32) 17p deletion 51/176 (29)
Enrolled aft Supplemental . o
sNovember | | Cohort ﬁf;ﬁ"ﬁﬁiﬁﬁ'fm Ecog PS, n (%) 13358 TP53 mutation 87/222 (39)
2021 n=3s 1 97 (39) | 17p deletion and/or TP53 mutation 901193 (47) |
: 4 —2 17(7) Both 17p deletion and TP53 mutation 48/170 (28)
RS \ v \ b/ledian number of prior lines of systemic therapy, n (range) 3(1-11) T TGHV unmutated 168/198 (85) |
Primary Efficacy Prior BTKi® N AN/ 4 a2 Prior therapy, n (%)
population n=247 L = BTK inhibltor 2471000 |
’ Antr antibody 217 (88) ' 11q deletion 44/176 (25)

% v 1
: v )
< PI3K inhibitor 45 (18) Reason for prior BTKI discontinuations, n (%)

CAR-T 14 (6)

= Allogeneic stem cell transplant 6(2) ' Progressive disease 190 (77) |
= '

AN Median time from diagnosis to first dose, years (IQR) 11 (8-15) Toxicity/Other 57 (23)

Overall, 84% (n=232) received the recommended phase 2 dose of 200 mg once daily as starting
dose.

Mato et al., 2022 ASH meeting, Abstr.#961



POST-NEW ORLEANS 2022 Efficacy of Pirtobrutinib in Covalent BTK-Inhibitor Pre-Treated R/R CLL/SLL:
Novita dal Meeting della Societa Americana di Ematologia A | ditional Patients and Extended Follow-up from the Phase 1/2 BRUIN Study

Pirtobrutinib Efficacy Regardless of
Other Prior Therapy®

Efficacy-Evaluable . . . . .
. y . Prior BTKi Prior BTKi + BCL2i
Patients With Pretreated (n = 247) (n = 100) ORR. % (95% C1) wichi L Efficacy-
CLL/SLL Pretreated Prior Therapy,  Treated, evaluable®,
25 50 75 100 median (range) n n
' v
ORR, % (95% Cl) 82.2 (76.8-86.7)  79.0 (69.7-86.5) P — s = =
Patiwerts with 217 months folow up - 3(1.11) 19 19
0,
CR' . (AJ) 4 (16) 0 Patiernts with 17p del andbor TPS) mas —o— 3(1-%0) i7 76
PR, n (%) 177 (717) 70 (700) Pasents with BTK C431 and PLOG2 matations } L { 3(1-9) % %
PR-L, n (%) 22 (8.9) 9(9.0) Prior therapy BTK + BOL2 - 5(1.11) e W2
BTK + POK- —— 52N 51 45
SD, n (%) 26 (10.5) 11 (11.0) BTK + Chemoterapy  CIY o 4211) 20 12
BIK + Chemcthiragy + CD2 + BCL2 —— 53N a2 85
BTK « Chimmomanagy + COG0 + BL2 + POK —— 63-11) 3 7
Reason for prior BTKI Progression | — £(1-11) 196 190
discontinuation Toaisty\ot — - 3(1-11) 65 a2
All prior BTKi patients Prior BTKi and BCL2i patients
Median prior lines =3 Median prior lines =5 .
del(17p) and/or TP53 mutation? BTK C481 mutation status2®
100+ 7 100 1004 g 100 4 » Median (months) 95% Cl Censored, n (%)
3 { Medi. th: 95% Cl  Censored, n (%) - Median ths) 95%Cl C red, n (%) z Median months) 95% €1 Censored, n (%) — — BTK CABY-Mutated w2 1321 37 (48)
= :‘ a:;‘ém ¥ 16.9-22.1 e“us(snn( ) . : aw?s:m ! 132187 erzo(wn % oo DLTP SRE TPRY .00 A b A H z :: BTK Canr-Wikdtype 175 0I00 4043
{ = ] %
70 68.9% 70 > z |
] 70 4 & 70 4
3 % £ " 3 601 T 60
T 50 @ 50 T:. E
@ § 80 S 50
40 & w @ .0 3
& 204 30 j g 40
L 304 30
204 20 §
® 10 10 201 20
38 S SN S— et —y—y—y—r 0 ‘ ‘ ; S gw
0 2 4 6 B 10 12 14 16 18 20 22 24 26 28 30 32 34 36 0 2 4 6 8 1 12 14 16 18 20 22 24 26 28 30 32 34 3 W e s i e e e e nen e b il ol sl o £
umber at ris Months from First D Number at risk Months from First D 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 20 32 M T T T T T T T T v T T v
¥ —;47 228 215 202 182 162 144 :3 1:3mx:z‘ lsr: 4:"22 W5 4 4 1 0 :Im 8 8 79 70 & S ‘;: ’33m"2l1 "12 0:0 3 3 0 Number at risk Months from First Dose 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 N2 M
—_— 85 81 7 €6 7 2 ¥ X 2 13 W 3 3 1 1 1 0 Numiber af nek Months from First Dose
MOEABEE. 81 EUSIASE SRCARLISS NN i o — 1 7 73 0 61 535 47 ¥ 31 28 16 Mn 3 2 4]
* Median follow-up of 19.4 months for patients who * Median follow-up of 18.2 months for patients who 82 & B8 72 € 5 4 M N 20 13 ¢ 8 8 1 1 1 0
received prior BTKi received orior BTKi and BCL2i

Mato et al., 2022 ASH meeting, Abstr.#961



POST-NEW ORLEANS 2022 Efficacy of Pirtobrutinib in Covalent BTK-Inhibitor Pre-Treated R/R CLL/SLL:
Novita dal Meeting della Societa Americana di Ematologia A | ditional Patients and Extended Follow-up from the Phase 1/2 BRUIN Study

Safety Profile

All Doses and Patients (N=773)

Treatment-Emergent AEs, (215%), % Treatment-Related AEs, %

Adverse Event (AEs) Any Grade Grade 2 3 Any Grade
Fatigue 28.7% 2.1% 9.3% 0.8%
Diarrhea 24 2% 0.9% 9.3% 0.4%
Neutropenia® 24 2% 20.4% 14.7% 11.5%

ontusion 19.4% 0.0% 12.8% 0.0%
Cough 17.5% 0.1% 2.3% 0.0%
Covid-19 16.7% 2.7% 1.3% 0.0%
Nausea 16.2% 0.1% 4.7% 0.1%
Dyspnea 15.5% 1.0% 3.0% 0.1%
Anemia 154% 8.8% 5.2% 21%

g Any Grade Grade 2 3 Any Grade Grade 23
Bruising® 23.7% 0.0% 15.1% 0.0%
Rash® 12.7% 0.5% 6.0% 0.4%
Arthralaiz 4 4° 0.6% 3.5% 0.0%

1.8% 4.0% 0.6%
3.4% 0.6%
0.8% 0.1%

Pirtobrutinib Future Development: CLL

e —
Mato et al., 2022 ASH meeting, Abstr.#961



Efficacy of Pirtobrutinib, a Highly Selective, Non-Covalent (Reversible) BTK
POST-NEW ORLEANS 2022
Novita dal Meeting della Societa Americana di Ematoiogia  INhibitor in Richter Transformation: Results from the Phase 1/2 BRUIN Study

Study Design Patient Characteristics
Phase 1 Escalation + Expansion (25 to 300 mg QD) . . Prior RT L. Prior RT
Phase 2 (200 mg QD) Characteristics Therapy? Characteristics Therapy?
N=773 n=68 n=68
Median age, years (range) 67 (26-95) 66 (26-95) Median number of prior lines of CLL therapy 2(0-13) 2(0-11)
Male, n (%) 55 (67) 49 (72) (range):
ECOGPS, n (%) Median number of prior lines of RT thera
I | | 0 32 (39) 29 (43) T = 4 2(0-8) 2(17)
Safety CLLISLL McL RT Others ; ?g (16) 28 (?3) Median number of prior lines of CLL and RT
population n=317 n=166 n=820 n=208 (15) 10 (15) th 4(0-13) 4(1-12)
Ann Arbor Stage erapy (range)
Stage |-l 8(10) 8(12) ;
g::ge :{ll l g E; ?g ; g g g; Anti-CD20 antibod 64 (78) 58 (85)
Efficac: Response ge -
populatlgn Evaluable® Missing 17 (21) 12 (18) Chem?tht'era 62 (76 57 (84
n=75 Tumor bulk, cm, n (%) BCL2 inhibitor 31(38) 26 (38)
<5cm 41 (50) 30 (44) BTK inhibitor 28 (34 25 (37
;ls cm 3(1) (323 371 ((4(;5) RRT Catnerany . ]
issing 10 (1 10) P
Elevated LDH, n (%) PI3K inhibitor 8(10) 8(12)
No Prior Yes 66 (81) 54 (79) Stem cell transplant 5(6) 3(4)
RT The7rapy No 16 (20) 14 (21) Alloge : 514
n= Y . 1Tt '
rocentation (ronthe 10R) 0o ©RT 608 (17.41015) 67.5(16.9-08.9) Autologous 1(1) 0(0)
Median time from transformation to first Immunomodulator® 3(4) 3(4)

pirtobrutinib dose (months, IQR) sl LABRL b e,

Overall, 98% of pts received the recommended phase 2 dose of 200 mg once daily as starting dose

Other systemic therapy 25 (31) 23 (34)

Response

Prior RT Therap
Response Evaluable RT Patients? n=75 n=68
Overall Response Rate, % (95% Cl) 52.0 (40.2-63.7) 50.0 (37.6-62.4)
Best Response |

T (%) T0(13.3) 9(132) |
PR, n (%) 29 (38.7) 25(36.8)
SD, n (%) 10 (13.3) 10 (14.7)

Wierda et al., 2022 ASH meeting, Abstr. #348



POST-NEW ORLEANS 2022

Novita dal Meeting della Societa Americana di Ematologia

1o Median PFS: 3.7 months 100 Median OS: 13.1 months
s ey e o
£ w ar 2951 % 131 78NE
i 80 80-
b »
3 60 60/
g L T TP —
! 40
» 2%
2- l
10
o . v v . v v + » v 1 v v v v v v e
0 2 4 6 8 10 12 14 16 18 20 2 4 26 28 X 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 ¥
s Months from First Dose Months from First Dose
Responders/Patients , ORR, % (95% CI)
All Patients 39/75 e 52.0 (40.2-63.7)
S 19/45 Poe 42.2(27.7-57.8)
<65 20/30 l—.—i 66.7 (47.2-82.7)
S i
“Male 24/51 ——e— 47.1 32.9-61.5;
Female 15124 e 62.5 (40.6-81.2
E'a'soé""e ECOGPS 16/31 — . 51.6 (33.1-69.8
1 18/33 ) ——— 5415536143119%
: oA b - i 455 (16.7-76.6
CLLY-grected Prior Therapy 29/60 1 48.3 (35.2-61.6)
No 1015 ——e— 66.7 (38.4-88.2)
RT-Directed Prior Therapy i
Yes 34/68 Poe 50.0 (37.6-62.4)
No 5/7 f : @ | 71.4 (29.0-96.3)
Prio S 27/57 — e 47.4 (34.0-61.0)
No 12118 —e— 66.7 (41.0-86.7)
0 25 50 75 100

Six pts discontinued pirtobrutinib in ongoing response to pursue curative-intent
therapy (allogeneic transplan)

Wierda et al., 2022 ASH meeting, Abstr. #348



Efficacy and Safety of Nemtabrutinib,
POST-NEW ORLEANS 2022 a Wild-Type and C481S-Mutated BTK Inhibitor for B-Cell Malignancies:

Novita dal Meeting della Societa Americana di Ematologia
Updated Analysis of the Phase 1/2 Dose-Expansion Bellwave-001 Study

Study Design Baseline Characteristics
.‘" A\ - v ior lines, median (range 4 (1-18)
R HJ - Key Eligibility Criteria CAB1S mutation Prior BTK inhibitor therapy 43 (84.3)
Kt 3-' - ECOGPS 0 14 (27.5)
: ™ 1 32 (62.7)
: » 2 5(9.8)
2\ S IGHV Unmutated 30 (58.8)
A= -~ o Mutated 2(3.9)
\Ta™
A /] _\-‘. \“‘ Unknown 19 (37.3)
e - f-‘A = \ Del (17p) Present 12 (23.5)
= , : Absent 33(64.7)
- Missing 6(11.8)
Reiff SD, et al. Cancer Discovery. 2018. BTK C481S Present 32 (62.7)
ADSent .
Unknown/Missing 7(13.7)
Response Duration of Response Safety
All Patients
n(%) [95%Cl)  CLLSLL 65 mg QD . Svents, n (%) N =118
N= All TEAEs 114 (96.6)
%0 Grade 23 TEAEs* 80 (68.0)
22 (‘7.“, 80 MK-1026-related TEAE 78 (66.1)
70 E f g Treatment-related discontinuations 13%
¥ 81 median DOR: 24 months median PFS TEAEs 220% All Grade 23
o 126%) 0013 § o 26 months - i o
: ""’%52%‘}) mo Dysgeusia 28.0% 0
Cough 24.6% 0
PR 12 (31.6%) [17.5-48.6) 2 L m—— TR 24.6% 0.8%
0 CLUSLL 65 mg QD NE (8 310 NE) Pyrexia 24.6% 0
PR-L 9 (23.7%) [11.4-40.2) 0 v v y v . e gl g
ypertension 22.9% 9.3%
0 4 T.h\. 12 " L Peripheral edema 22.0% 0
No. at risk , months Diarrhea 21.2% 0.8%
SD 15 (39.5%) [24.0-5.6) Arthralgia 20.3% 0

2 13 9 K é 0

oyach et al.,, meeting, Abstr.



B GRILZANE S99 Subcutaneous Epcoritamab i-n Patients with Richter’s Synd.rome:
Novita dal Meeting della Societa Americana di Ematologia Early Results from Phase 1b/2 Trial (EPCORE CLL-1): RS Expansion Cohort

Epcoritamab (DuoBody®-CD3xCD20)

Dose escalation Median follow-up: 4.9 mo (range, 0.6-9.3)

T-Cell Proliferation

CD3/CD20 bispecific monoclonal antibody

- binds to CD3 on T cells and CD20 on B cells
el

Key RS inclusion criteria RS-DLBCL expansion, N=

1 . i
poee Induces T-cell activation by binding to CD3 on T cells and CLL :,';ellljﬁ;zﬁ fodr;r"ned %
\ . / ) . Y < Epcoritamab (SC) Efficacy
é.\)g , e i CD20 on malignant B cells v No DLTs chemotherapy K3 48 mg assessment by eamennantl
& e “ & TCRICD3 Complex w ¥ + <1 prior line of therapy T —p  PET-CT obtained rezirsr:ar;eun
6« T i . A v MTD not reached for RS-DLBCL g— QW C1-3 Q6W until C6, and progression
e L e Promotes immunological synapse between bound cells, i & Q2w C4-9 then Q24W
] S . i . -~ . v RP2D identified + Biopsy-proven 5] Q4W C10+ thereafter
Epcoritamab & resulting in T-cell-mediated killing of CD20+ malignant B cell e transformation to CD20* 7]

RS-DLBCL

Prior clinical history of To ensure patient safety and better characterize CRS, inpatient monitoring
CLL or SLL was required at first 4 doses of epcoritamab

ECOG PS 0-2

v'Manageable
Binds to a distinct epitope on CD20, different from the safety profile

epitopes of rituximab and obinutuzumab

Fey?
Tumor Cell Perforin/Granzyme B-
Induced Apoptosis

v Encouraging
antitumor activity

Primary endpoint: Overall response rate (ORR)

* Measurable disease by . .
Retains activity in the presence of CD20 mAbs PET and/or CT/MRI . t'f;!é ts:f;’s’:)‘:;’sie(ﬁg‘)’";‘:é g;’:tz'/f;fe’r'a‘z‘iﬁg""c response (CMR) rate,
O O

LL Characteristic, n (%) RS Characteristic of Prio — 0 aracte of Prior RS-DLB — 0
/GHV unmutated® 8 (80) Median age, y (range) 70 (53-79) Median time from initial CLL diagnosis to 12 (2.6-24.0) 1 prior line of RS-DLBCL therapy, n (%) 5 (50)
TP53 mutation® 5 (50) Male, n (%) 7 (70) first dose, y (range) ’ ’ R-CHOP 3(30)
INOTCH1 mutatione 2 (20) Ann Arbor stage, n (%) :')‘:‘:;la_: ’(‘;':“;:)' of priociines cfi theapy 3(0-7) No response 2 (20)
FISH IE 1(10) Prior CLL/SLL therapy, n (%) 7 (70) R-DHAP 1(10)

Trisomy 12¢ 1(10) Il 1(10) Chemoimmunotherapies 7 (70) No response 1(10)

- a
Del17p® 3(30) 1] 3(30) Targeted agents 6 (60) " VR EPOC:' . 1(10)
s edian time from disease transformation

Del11qf 3(30) v 5 (50) BCL2 inhibitor 5 (50) to first dose, mo (range) 3.4 (0.5-21.4)

Del13q¢ 4 (40) Elevated lactate dehydrogenase, n (%) 8 (80) BTK inhibitor 5(50) Median time from end of last line of RS-DLBCL 2(0.5-5.4)
Data for OLL tetice were obiained from local laboratories. */GHV mutation status Cell of origin, n (%)? CAR T-cell therapy 1(10) therapy to first dose, mo (range) o
unknown for 2 patients. ®TP53 mutation status unmutated for 4 patients and unknown for gin, ° 3 3 a
[1 patient. “NOTCH1 mutation status unmutated for 4 patients and unknown for 4 patients. ) Median time from last CLL treatment to 12 (0 2-61 8) Response'to YR-EPOCH unknown'. - P .
[ Trisomy 12 status negative for 8 patients and unknown for 1 patient. °Del17p status negative Germinal center B-cell 1(10) first dose, mo (range) - - R-CHOP, rituximab, cyclophosphamide, doxorubicin, vincristine, and prednisone; R-DHAP,
for 7 patients. ‘Del11q status negative for 7 patients. 9Del13q status negative for 4 patients rituximab, dexamethasone, cytarabine, and cisplatin; VR-EPOCH, venetoclax plus dose-
land unknown for 2 patients. Non-germinal center/Activated B-cell 6 (60) Data cutoff: September 16, 2022. adjusted rituximab, etoposide, prednisone, vincristine, cyclophosphamide, and doxorubicin.

Data cutoff: September 16, 2022. *Cell of origin was unknown for 3 patients.
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B GRILZANE S99 Subcutaneous Epcoritamab in Patients \-Nlth Richter’s Syndrome:
Novita dal Meeting della Societa Americana di Ematologia Early Results from Phase 1b/2 Tr|a| (EPCORE CLL-]_)

Responses Treatment-emergent AEs 230%
10 1 Grade 1
Total Efﬁcac Evaluable » AEs were primarily low grade, including CRS; no ICANS events were observed
Response. n (o/ )a N=1y0 °1 * One case of clinical tumor lysis syndrome (grade 2); resolved in 3 days ®Grade 2
P ’ = 8 1 + One grade 5 (fatal) TEAE (unrelated to epcoritamab)? mGrade 3
] « Six patients experienced dose delay due to TEAE Grade 4
b 7
Overall response 6 (60) Y * No TEAEs leading to discontinuation
Complete metabolic response (CMR) 5 (50) % 5
: : 5 4 2
Partial metabolic response (PMR) 1(10) e 3 | K
3 4
, N ) I R
Depth and Duration of responses s 3 , ., B8 .
1 1 1 1
0 CRS Anemia Neutro-  Injection- Thrombo- COVID-19 Diarrhea Fatigue Hyper- Hypo-  Hypophos- Nausea
penia sitg cytopenia glycemia kalemia  phatemia
tPnc'r RS PriorCLL  TP53/ First full dose of epcoritamab reaction
reatment treatment  Del17p Ro overall response
v v : ® [ ] ] [ ] CMR
v v o ol ® »CMR CRS, n (%) 9 (90)
v v : ° CMR Median time to response Grade 1 3 (30)
L n was 1.3 mo (range, 1.1-2.4
5§~ 7 > (rang : Grade 2 6 (60)
© v v I ® CMR Median time to complete response . o
o 7 ! - S5 was 1.4 mo (range, 1.1-2.8) CRS resolution, n/n (%) 9/9 (100)
i ° PD Median time to onset after first full dose, h (range)  12.5 (8-394)
v v v : PD Median time to resolution, d (range)® 3 (2-9)
! »Ongoing treatment . » o
v v 1 NE ®CMR “PMR ©SD ©PD @NE Treated with tocilizumab, n (%) 7 (70)
1 " .
! Discontinued due to PD Leading to treatment discontinuation, n (%) 0
0 6 12 18 24 30 36 42
N=10 Time on treatment (weeks)

Kater et al.,2022 ASH meeting, Abstr. #348



A Phase 1 Study with the Bcl-2 Inhibitor Bgh-11417 As Monotherapy or in
anésdz] h;gﬁﬂ,.gﬁ;ﬁﬁ:j;jSfat%,ogia Combination with Zanubrutinib (ZANU) in Patients (Pts) with CLL/SLL:
Preliminary Data

All patients dosed to date
N=138

BGB-11417 BGB-11417 All patients with CLL

monotherapy + zanubrutinib (N=79)
Part 1 BGB-11417 Part 2 BGB-11417 e ) ]
Dose-escalation RP2D Expansion Any AEs 8 (100) 61(86) 69 (87)
7 (per cohort) Grade 23 5 (63) 20 (28) 25 (32)
Independent disease-specific cohorts: Independent disease-specific cohorts: Serious AEs 2 (25) 7 (10) 9(11)
R/R CLL/SLL, FL, DLBCL, MCL, MZL, WM R/R CLL/SLL, FL, DLBCL, MCL, MZL, WM Leading to death 0 0 0
Treated with BGB-11417 8 50 58
Part 3 BGB-11417 Part 4 BGB-11417 Leading to hold of BGB-11417 5 (62.5) 14 (28) 19 (33)
Dose-escalation _ w20 Expansion _ Leading to dose reduction of BGB-11417 0 1(2) 1(2)
| {percohiort) eading to discontinuation of BGB-11417 n n N
Independent disease-specific cohorts: Independent disease-specific cohorts: With combination, contusion, neutropenia, and low-grade gastrointestinal toxicity the most
R/R CLL/SLL, MCL, TN CLL/SLL R/R CLL/SLL, MCL, TN CLL/SLL common No clinical TLS was reported.

R/R BGB-11417 + TN BGB-11417 +

R/R BGB-11417

_________ < (n=8) zanubrutinib zanubrutinib
CLL patients dosed to date Non-CLL patients dosed to date Response, n (%) (n=25) (n=46)
n=79 n=592 S E
Abstract 4201 (ASH 2022) e 8 24 26
BGB-11417 monotherapy (R/R CLL) Combination with zanubrutinib Efficacy evaluable 6 20° 112
n=8 n=71 (n=21 zanubrutinib pretreatment?) o
Median follow-up: 13.4 mo (1.4-21.9) Median follow-up: 6.0 months (0.4-18.6) ORR, n (%) 4 (67) 19 (95) 11 (100)
1?0?:-1::3 CR 2(33)P 6 (30)° 2 (18)
o RIR CLL/SLL TN CLLISLL
n=25 (n=1 zanubrutinib pretreatment®) n=46 (n=20 zanubrutinib pretreatment®) .
On treatment Median follow-up: 11.1 mo (2.2-18.6) Median follow-up: 3.5 mo (0.4-9.7) BGB-11417
= C;gg s n?; A 320 mg|640 mg
= o
N- 46 44 44 43 42 41 36 29 6 1
100+ 90% reduction in ALC M R D d ata
Data cutoff date: 01 Sep 2022. On treatment Off treatment On treatment a re e a I’|y

3Poster is available after session. n=24 n=1 (PD)
bPatients who are still in the zanubrutinib pretreatment phase and have not yet received BGB-11417.
CAll patients were assigned to a weekly ramp-up schedule except for n=4 TN patients (320mg dose level).

ZANU (320 mg QD or 160 mg twice daily) beginning 8-12 weeks before BGB-11417

MTD has not yet been reached for any CLL cohort

n=46

Baseline ALC, %

Cheah et al., 2022 ASH meeting, Abstr. #62



POST-NEW ORLEANS 2022 Lisaftoclax With or Without Rituximab or Acalabrutinib Elicits Favorable
Novita dal Meeting della Societa Americana di Ematologia Responses an d Safety in CI.I. /SLL

Lisaftoclax daily ramp-up to target dose and continued once daily as monotherapy or in combinatio

Lisaftoclax a highly potent orally active BCL-2 inhibitor
Mulicenter study - 164 patients gy O Ramoup Daily ramp-up of lisaftoclax if no TLS

boc o< 8 oo (20 mg, 50 mg, 100 mg, 200 mg 400 mg ).
Q%@ 3 gQ > A polinpincig | TLS labs: at 0, 6- 8 hours, at 24 hours
vﬂx o& wﬂ« Fii..

after each dose. Inpatient setting.
Lisaftoclax + combination: lisaftoclax daily ramp-up, combination treatment starts < 2 weeks

JAdditional hydrophobic interaction:

Combination cohorts: same daily ramp-up,
2 weeks later, rituximab or acalabrutinib added

Reported AEs in 2 10% of pts (n = 46)

Covid-19 infection

Neutropenia
Pyrexia
Anemia ST T
ORR 67% 79% 98% 100% Diarrhea ZE—
Nausea SIS = Grade 1 and 2
De|/17p)/TP53mUt - 83% 92% 100% Hyperuricemia IS B Grate 3
Complex Karyotype (23 abn.) 100% 94% 100% Increased creatinine - I S
— Pneumonia INESININESIN
BTK resist./intol. 67% 0 83% NA Thrombocytopenia |INSSENINESIN Clinical TLS
- INICa B
High TLS risk Vomibn_g |y | :
Increased AST Grade 3 AR: 3.8%
Discontinued thm
0 10 20 30 40 50
Disease B[_g__gz_e__;_g_n_o_@__g 39% 5% 3% Patients (%)

Data on CR and MRD rate not yet available
Shah et al, 2022 ASH meeting, Abstr. #964



POST-NEW ORLEANS 2022 NX-2127-001, a first-in-human trial of NX-2127, a BTK-targeted protein degrader,
Novita dal Meeting della Societa Americana di Ematologia  jpy patients with R/R chronic lymphocytic leukemia and B-cell malignancies

BTK Destroyed by
o J Nur the Proteasome NX-2127 degrades wild-type and mutant BTK, not only

E2__ Ubiquitin j beonnll o ¥ o C481x, but also the novel BTK mutations post treatment with pirtobrutinib

BTK T 4 ¢ h
CRBN E3 Ligase — o
recycling
Complex \ / c o (C481S
/ u 'E
_ e &8 5 = ~+ |528W
Y x z + V416L
, b / ooy Y
Poly Ubiquitinated BTK v -- M437R
Ubiquitination E
of BTK o\o
Objectives: CLL failed 2 or more prior treatments
+ Assess safety and tolerability including a BTK inhibitor and ePhaaS:s.lobn cohort
. . dless of baseline BTK X i
. Ideptlfy maximum tolerated dose (MTD) r;gj;“szssgmis(i;ng 40) at F:)L 00 me dose
& biologically active dose _ INITIATED — g
+ Evaluate PK/PD Dose level 3 NX'Z 1 27 (nM)
300 mg
Dose level 2 DLBCL (up to 20)
200 mg
D Phase 1a . . o .
MCL, MZL, WM (up to 20) dose escalation Patients receive NX-2127 orally once daily in 28-day cycles starting at 100 mg.
Dose Ieval-il ongoing Findings from the Phase 1a portion
50 mg
FL (up to 20)
Oral daily dosing

ato et al, meeting, Abstr.



POST-NEW ORLEANS 2022 NX-2127-001, a first-in-human trial of NX-2127, a BTK-targeted protein degrader,
Novita dal Meeting della Societa Americana di Ematologia  jpy patients with R/R chronic lymphocytic leukemia and B-cell malignancies

All doses 100 mg*
o Disease-evaluable patients AEs: all grades, n (%) (n=36) (n=22)
Characteristics Fatigue 19 (53) 13 (59)
. H 5 a o, 0,
Median age, years (range) 75 (61-90) Objective response rate,? % (95% Cl) 33 (12-62) e 14.39) 523)
Female, n (%) 9(39.1) Best response, n (%) Contusion® 10 (28) 4(18)
0,
SR 15(60.9) CR 0(0) Thrombocytopenia® 9(25) 5(23)
Lines of prior therapy, median (range) 5 (2-11) Hypertension 9(25) 5(23)
BTKi, n (%) 23 (100) :
; L . . A 8 (22 6 (27
Pirtobrutinib, n (%) 8(34.8) Responses noted in BTKi/BCL2 double-refractory fema @) @n
BTKi and BCL2i, n (%) 18 (78.3) el aih h J BTKi Constipation 7(19) 7(32)
cBTKi, ncBTKi, and BCL2i, n (%) 7(30.4) patients and those Who progressed on a ncb K 5
yspnea 7(19) 4(18)
—
BTK mutation present?, n (%) 10 (48) Pruritis 7(19) 5(23)
E;‘g;w 2%‘9‘; . o o o o . o o pR Al forilation/Atial tter 6(17) 3(14)
* o 3 3 o = PR Diarrh 6 (17 5(23
T474 3(14) N ¢ * - . = PR larrnea (17) (23)
V416L 1(5) B S ) o Petechiae 6(17) 4(18)
* o o o :> Two or more prior treatments including:
BCL2 mutation present?, n (%) 4(19) * . 'S :;>PR O sk Rash 6(17) 5(23)
PLCG2 mutation present?, n (%) 0(0) OO —) PR FIREEEDRRe Sl
[ ¢ T ¢ S [0 ¢BTKi, ncBTKi, & BCL2i (Triple exposed’)
E ! '::> E> Treatment ongoing
2 ) »
o % * % BTKmutation detected
* <<>> O BTKmutation status unknown These data support further clinical
= o development of NX-2127 in CLL, including
__£> O PRL expansion at the 100 mg dose level
o) O sD
* 4 PD
*
oIt:> Median follow-up: 5.6 months (range: 0.3 to 15.7 months)
[ 9 patients discontinued treatment due to: AEs (n=5); PD (n=2); >7 days of missed doses (n=1); patient choice (n=1)

median follow up of 5.6 months (range 0.3 to 15.7 months)

f T T T T T T T T T T T T T T T T T 1
0 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17 18

Time (28d months)
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