OBINUTUZUMAB INDUCES HISTOLOGIC REMISSION AND DEEP KIDNEY PARENCHYMAL B-CELL DEPLETION IN
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BACKGROUND OBJECTIVE METHODS CONCLUSIONS

* Obinutuzumab is a recombinant, humanized, glycoengineered type Il anti-CD20 This exploratory analysis aimed to evaluate * All enrolled study participants had a kidney biopsy * Proportions of participants achieving histologic remission * The endpoint of clinical CRR (driven by attainment of UPCR <0.5 g/g) can overlook patients who have
IgG1 monoclonal antibody that leads to greater B-cell depletion compared with the effect of obinutuzumab? vs placebo? on performed in the 6 months before or during screening, (Al=0) or near-histologic remission (Al<1) were determined® achieved histologic remission; returning the kidney to a non-inflamed immunologically inactive state is the goal
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* The REGENCY trial (NCT04221477)2 randomized adults with active lupus kidney biopsies from thpe REGENCY t?ial by * Paired baseline and post-Week 76 native kidney biopsies cells® were quantified on formalin-fixed, paraffin-embedded * H'St0|09;C remission (Al=0) was achieved Tore frequently in the obinutuzumab? group compared with the
it a i a e . o . (up to study Week 80) were collected from 64 study tissue sections by multiplex immunofluorescence placebo® group (adjusted difference, 30.75%)
nephritis (LN) to placebo® or obinutuzumab assessing histologic remission and kidney
tissue-level B-cell depletion and antibody- participants (32 obinutuzumab?; 32 placebo?) microscopy and digital whole-slide image analysis * More than half of the clinical CRR non-responders in the obinutuzumab? group achieved histologic remission
— At Week 76, significantly more obinutuzumaba-treated participants vs secreting cells e Blinded | reads of basell q Week 76 e Treatment : £ absolute ch (Al=0) (adjusted difference, 44.9%) compared with the placebo? group
lacebo?-treated participants achieved clinical complete renal response J e central reads of baseline and post- oe reatment grotp comparisons of absolute change . : a | B cells f he Ki h h f
pCRR 46.4% v 33.1% ladiusted diff 13.4%: 95% CL. 2.0% t biopsies were evaluated by Arkana Laboratories and from baseline at Week 76 were assessed using an Obinutuzumab? almost completely depletes B cells from the kidney parenchyma and reduces the number of
(24 8°/)]'( P-.O 82\/382 2--thi; [Izdjl’:s SS Floggegﬁz,mu. ,g\;jmin;)stra’tio.n ao Oroval classified as per the 2018 ISN/RPS LN classification and ANCOVA model with baseline B-cell/plasma cell counts mtra-.renal plasma cells t?y_about half; in cc?ntrast, there was no change in intra-renal B cells or plasma cells in
2oL E Y J PP the NIH activity index (Al) and chronicity index and stratification factor (Black vs Other) as independent the kidneys of study participants treated with placebo®
for obinutuzumab? to treat LN : : : : " - :
variables * These data suggest that obinutuzumab mediates favorable outcomes in LN beyond the traditional clinical trial

endpoint of clinical CRR

aPlus ST consisting of MMF plus glucocorticoids; ®Study participants with Al<1 or Al=0 at baseline and who received rescue therapy or glucocorticoid-only rescue prior to Week 76 were considered non-responders; ¢For 64 study participants, both
aPlus standard therapy (ST) consisting of mycophenolate mofetil (MMF) plus glucocorticoids. aPlus ST consisting of MMF plus glucocorticoids. baseline and post-Week 76 biopsy specimens were available to assess histologic remission; for 29 (obinutuzumab=14; placebo=15) out of those 64, unstained slides were available to perform the B-cell and antibody secreting-cell analysis. aPlus ST consisting of MMF plus glucocorticoids.

RESULTS

Table 1. Baseline Characteristics of the REGENCY Repeat Figure 1. The Mean Change in Activity Index Figure 2. More Study Participants Achieved Near-Histologic Remission Figure 4. Obinutuzumab-Induced Kidney Tissue Figure 5. Obinutuzumab Treatment Resulted in Complete/Near-Complete
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mean (SD) (71 '82) (37'70) Study participants achieving Al=0 at Week 76 are considered as participants with an event except for the following who were considered non-responders: participants groups at baseline and Week 76+. B cells are CD79a+ (green) and CD138-. Antibody-secreting cells are CD79a+
with Al=0 at baseline; participants who received rescue therapy or glucocorticoid-only rescue prior to Week 76. (green) and CD138+ (red), the large majority of which are plasma cells and Ki-67- (not shown). Renal tubular
aPlus ST consisting of MMF plus glucocorticoids. aPlus ST consisting of MMF plus glucocorticoids. ap value not adjusted for multiplicity; °Plus ST consisting of MMF plus glucocorticoids. epithelium cells are CD138+ (red) and CD79a-. 2Plus ST consisting of MMF plus glucocorticoids. aPlus ST consisting of MMF plus glucocorticoids; PP values are from a post hoc analysis; formal claims of statistical significance cannot be made.
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