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INTRODUCTION RESULTS Table 2. Mean (SD) Change From Baseline in EORTC QLC-30 Domain Scores CONCLUSIONS

Through Week 48°

= Zanubrutinib is a potent and highly selective next-generation = Baseline demographics and disease characteristics were well balanced between the ZO (n=145) and mmm Week 48
BTK inhibitor designed to maximize BTK occupancy and minimize O (n=72) treatment arms = |nthe ROSEWOOD trial, treatment with ZO was
off-target effects' - i i i r4e O Z0 O Z0 O Z0 O : : :
g | The median (range).duratlon of study treatment was 12.2 (0.5 to 44.1) months in the ZO arm and 6.5 associated with better HRQoL outcomes compared with
= ROSEWOOD (BGB-3111-212; NCT03332017), an open-label, multicenter, (0.1to 28.7) months in the O arm Global health status® = 4.0(16.2) -2.2(17.0) 2.6(174) 5.0(151)  21(195 33(15.3) 2.5(187) -0.4(218) O in patients with R/R EL
randomized phase 2 study of adult patients with heavily pretreated = QLQ-C30 and EQ-5D-5L VAS scores were well balanced between treatment arms at baseline (Table 1) - g i P
: : : . . unctional domains
R/R follicular lymphoma (FL), compared outcomes associated with — Compliance rates for PRO assessments in both arms were >80%, >84%, >85%, and >77% at weeks 12, - The differences in improvements in patients who
zanubrutinib plus obinutuzumab (ZO) vs obinutuzumab monotherapy (O)? 24, 36, and 48, respectively Physical functioning 04(13.8) -14(13.3) 0414 03(103) -12(15.0) -0.8(10.8) -0.9(141) -1.9(9.3) 0 o il - aful sh
- Treatment with ZO demonstrated superior efficacy vs O, and had a .. ] recelive vs O were clinically meaningtul short-term
- P Y Descriptive Analysis Results Role functioning 27(22.9) 18(25.6) 31(174) -09(211) 2.3(21.6) -3.5(26.9) 37(217) —-4.4(19.9) : :
manageable safety profile , , , - (week 12) in GHS/QolL and fatigue and long-term (week
, , = The changes from baseline through week 48 in EORTC QLC-C30 domain scores are shown in Figure 1 Svmbtoms® . . . o
= HRQoL was measured via patient-reported outcomes (PROs), and and Table 2 ymptoms 24) in fatigue and pain symptoms, and role functioning
wasl d se;o;Sgrngndpo!nt W|th.|nht|2/eRt::|il. Thhe currgnt;;glysso , — Patients in the ZO arm had larger improvements in role functioning and symptoms of fatigue Fatigue -1.9(19.6) 27(19.3) -2.3(18.5) -0.2(151) -3.9(20.4) 2.0(199) -42(167) 18(14.5) o . . o
er:/a I;I?)tSeEWOOIg n Ipatlents wit who recelve orin — Nausea/vomiting was maintained in the ZO arm whereas worsening occurred in the O arm o 16(22.9) 11(212)  —5.0(163) —14230) —11(209) 350266 12231 70 (203) = These findings, along with the primary clinical outcomes,
the tria — There was no noticeable difference between arms in physical functioning, pain, or diarrhea ' ' S R ' ' S ' ' ' ' ' ' suggest that zanubrutinib + obinutuzumab for treatment
_BD- i i it -0.9 (10.9 1.8 (7.2 -1.0 (8.9 0.5 (4.8 —-0.6 (10.5) 4.0 (10.2 —0.7 (7.9 61(12.7 . . . . . . ..
M E T H O D S n EEFQ 5D 52I; VAS scores showed no noticeable difference between treatment arms through week 48 Nausea/Vomiting (10.9) (7.2) (8.9) (4.8) (10.5) (10.2) (7.9) (12.7) of patients with R/R FL is associated with higher clinical
igure . : : .
Diarrhea 2.6(193) 0.8(254) 0.0(204) 09(166) 0.8(200) 2.0(143) 2.0(181) 1.8(13.5) and HRQol benefits than treatment with obinutuzumab
Design and Patients Table 1, Mean (SD) PRO Scores at Base“ne a(F?nly patier;ts v(\;ith data at both baseline and each postbaseline visit are included in the summary statistics for change from baseline. alone
®Positive value denotes improvement.
. ln the ROSEWOOD trial’ patients were randOmized 21 to receive ZO or O _m :El\g)elgﬁél\gL\gl(l;??Oc,jE:zEZ;:F())rrcg);;?\?;:ggn for Research and Treatment of Cancer Quality of Life of Cancer Patients Questionnaire — Core 30; O, obinutuzumab; ZO, zanubrutinib + obinutuzumab.
— Zanubrutinib 160 mg was orally administered twice daily Ju=ries, - 5 ch ; B ibe Th h Week 48 in EQ-5D-5L VAS S ]
: . : igure 2. ange from Baseline Throu ee In -SD- core
— Obinutuzumab 1000 mg was administered intravenously on days 1, 8, EORTC QLQ-C30 domains 9 9 9 ® 70 (1145 MMRM Results
_ 25 — - = Results of MMRM analyses showed clinically meaningful differences
and 15 of cycle 1 (28 days per cyc?le), cEIay1 of cycles 2 6, then once Global health status/Qol. 69.4 (21.8) 68.9 (20.2) ) ® 0 (=72) Dot ot t Ao 4 t Table 3
every 8 weeks for up to 20 total infusions (2-year maintenance) £ 20+ - - - etween treatment arms in function and symptoms (Table 3).
- The drugs were administered until progressive disease or Physical functioning 81.7 (19.6) 78.4 (22.1) § 15 1 T 1 T — At week 12, differences in GHS/QoL and fatigue were clinically
- | meaningful between ZO and O arms
unacceptable toxicity Role functioning 781(26.2) 79.2 (29.7) s J , _ o , ,
= Eligible patients were at least 18 years of age and had measurable i 00 o1 o Hg 5 — o — At week 24, differences in role functioning, fatigue, and pain were
: . . t] . . 1(24. - ini '
grade 1, 2, or 3a FL without transformation to aggressive B-cell SHIHe 22.5) (24.9) g 00— ‘:; j*\\;: clinically meaningtul between ZO and O arms
. . . . O
> i =~ -5 . .
!ymlplc}oma, ingggg rei.et;vzd _2C||3r|or S;KSTQ?IC thera![mgstfor F|Ld- Pain 19.5 (24.5) 19.6 (24.8) 5 Table 3. Results of MMRM Analysis of QLQ-C30 Domain Scores
in ing anti- nti nd an in n X in =~ -0 -
(,: Haing ‘jj o antibody and an alkylating agent, bt exciiding Nausea/Vomiting 4.6 (10.7) 2.7 (9.4) = T for ZO vs O
prior BTK inhibitor S -20 - - il
Assessments and Analyses Baseline Week 12 Week 24 Week 36 Week 48
RO . . EQ-5D-5L VAS 74.4 (19.3) 741 (17.7) 20n= o > - o . _LSM
m s were assessed for all patients randomized to a treatment LSM difference difference
i i i - uropean Organisation for Research and Treatment of Cancer Quality of Life of Cancer Patients Questionnaire — Core 30; EQ-5D-5L, European Quality of Life 5-Dimensions *Only patients with data at both baseline and each postbaseline visit were included in the summary statistics. o L o 5
arm tsing the E.uropez.:m Organlsatlon T:OI’ Research and .Treatment Eizlgs(?é?o%?r?ﬁtizunfab; P(;g, patietnt—répolfted out:om:sT;QotL, QULIi’:yCoflife; \(/}As,li?su;:-;nalggscale;Z(;, zz:nu?)ruti:\ib+obinut(u:zumz(t)>. FOrobh Ruropean Qually of e 5 EO-gDpiStL, EturOptean (tDuaTity <t>f Life 5-Dimensions S?Let/els; O, obinuttuzumab; VAS, visLal analog s)éalte;tzz), zanubrutinib + obinutuzumab. g, RIS i) G
of Cancer Quality of Life of Cancer Patients Questionnaire — Core Functional
30 (EORTC QLQ-C30) and European Quality of Life 5-Dimensions Figure 1. Change From Baseline Through Week 48 in QLQ-C30 Scores for (A) Functional and (B) Symptomatic Domains®
5-Levels (EQ-5D-5L) visual analog scale (VAS) A 25 - Global health status/QolL 15 - _ Physical functioning - 30 - ~ Role functioning glgll_oal health status/ 6.4 (0.6, 12.3) 0.0302 -0.3 (-6.5, 6.0) 0.9356
= Patients completed questionnaires at baseline (cycle 1 day 1, before 20 - - T -~ T T 1 ;g: 1
the first dose of study drug), then every 12 weeks for 2 years, every 2 o>, 13 o ol i 5, ] Physical functioning 2.2 (-21,6.5) 0.3161 0.8(-3.8,5.5 07199
24 weeks for the next 2 years, and then annually until disease = f_:: = g = . g £ S ® ZO (n=145) o
orogression, death, or withdrawal of consent § =8 8§ W —e ————0 6§ o_ o O.(n.=72) | | Role functioning 0.7 (-6.6, 8.1) 0.8424 5.6 (-2.3,13.5) 0.1637
) ) o 0 £ _5 2 e -5- 0 = =T < — Clinically meaningful improvement®
= Compliance rates were calculated as the number of patients who E 52 £ . £ 9 —}g: ] Symptoms®
o L 10 - 0 —10 - n g B
mpl ionnaires vs the number ex mpl — = | = - - T = -20- . ] -
<O p.eted questionnaires vs the nu ber expected to complete s 15 - T L 25 - - Fatigue _4.6 (-111,1.9) 01614  —47(-1.6,2.2) 01817
questionnaires at each visit in each arm —20 | - 30 - 1
. . 25 . . . . -20 . . . ! -35 . . . ! .
= Scores and changes from baseline for all the domains of EORTC Baseline  Week12  Week24  Week36  Week 48 Baseline ~ Week12  Week24  Week36  Week 48 Baseline ~ Week12  Week24  Week36  Week 48 Pain -20(-92,52) 05870  -4.9(-126,2.8) 02148
. . Z0n= 142 116 97 79 68 ZO0On= 142 117 97 78 68 Z0n=142 116 97 79 68
QLQ-C30 and EQ-5D-5L VAS were analyzed descrlptlvely On= 68 45 37 33 19 On= 68 46 37 33 19 On=68 46 37 33 19 Nausea/Vomiting ~2.8(-5.9,0.3) 0.0729 1.8 (=5.2, 1.5) 0.2766
= The predefined PRO endpoints (the most relevant disease and treatment B 25 - Fatigue 35 - Pain 20 Nausea/Vomiting - 30 Diarrhea |
related scales) were global health status (GHS)/quality of life (QoL), 212 i - T e T 15 - B o 1 _ _ - Diarrhea 16(-5588 = 06520 0.5 (=71,8) 0.8944
physical functioning, and role functioning and symptoms of fatigue, pain, C - | o 207 | ! T il o - ~ il o B | T T Posiive value favors 20,
7 1 T L (o)) _ egative value favors ZO.
nausea/vomiting’ and diarrhea measured via EORTC QLQ-C30 E £ '?E) 5 & GE) 10 - B & ,?E) 1 S Q 1(5)_ LSM, least squares mean; MMRM, mixed model for repeated measures; O, obinutuzumab; QLQ-C30, Quality of Life of Cancer Patients
. ] 2 o 0 6 E 5 - 6 E 57 5 o 0 ,1'\ o —— —9 Questionnaire — Core 30; QolL, quality of life; ZO, zanubrutinib + obinutuzumab.
— Predefined key clinical cycles were weeks 12 and 24; clinically 3 T . a8 o© \: a8 o o ° =& -1 T 1
: . , - S5+t wWe 54— S ) B
meaningful change was defined as mean change of >5 points iy &2 _io- c5 101 <5 ! L , SE —0- ] il REFERENCES
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