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I N T Ro D u CTI o N Study Design and Treatment Assessments Table 3. Most Common (>1 Patient) Grade 3/4 and All Serious TEAEs in the Safety Run-in Cohort
4 ANDROMEDA (AMY3001) is a randomized, open-label, active-controlled, multicenter, phase 3 study 4 In the safety run-in phase, safety was assessed after 210 patients received =1 treatment cycle Patients
with a safety run-in phase . . . . . . Grade 3/4 TEAEsS, n (%) (N =25)
4 Systemic amyloid light chain (AL) amyloidosis is characterized by deposition of insoluble amyloid 4 P 4 Dosing will be staggered 248 hours between patients to assess infusion-related reactions (IRRs) Hypertension 2 (8)
. . . . . . . . + Z M M _' M °1 . ] ] . ] . ]
f|b|r||ls,. vvh|c.h are der:jved frornlmmunoglobulm (Ig) light chains produced by clonal CD38* plasma + Jgrftit:szﬁi;/\tl)ei;e;gn:);igtrgLeiilshtgegsigt\&riur:lrlz ;)ohort to determine the safety and tolerability of 4 Preliminary efficacy (overall best hematologic response based on International Amyloidosis Diarrhea 2 (8)
cells, Into tissues and organs y 9 Consensus Criteria [IACC] guidelines) was assessed Anemia 2 (8)
4 AL amyloidosis is a rare disease, with approximately 4,000 new cases each year in the United States’ — Daratumumab 1,800 mg and recombinant human hyaluronidase enzyme PH20 (rHuPH20 [30,000 U]; Serious TEAEs, n (%)
ENHANZE® drug delivery technology, Halozyme, Inc.) administered subcutaneously (SC) in a single .
4 Untreated patients have a median survival of 13 months from diagnosis*; while early diagnosis and . . . o ' ' Anemia 1(4)
‘ re-mixed vial (15 mL) in combination with CyBorD (D 40 mqg IV or orally [PO], followed by Cy 300 mg/m? RE s u LTS : :
treatment have recently decreased the rate of early mortality in the United States,” there remains an X ( ) 5 4 ( J VPOl s 9/ Peripheral swelling 1(4)
, . IV or PO, followed by Bor 1.3 mg/m?*SC) celluliti 1(4)
urgent need for development of more effective therapies S
, , , o 4 If no safety signal is observed after =1 cycle of treatment, particularly in regard to volume overload, Patients and Treatments Myopathy 1(4)
4 Daratumumab is a human IgGlk monoclonal antibody targeting CD38 with direct on-tumor . . . . . . . Acute kidney injury 1(4)
, R , T , approximately 360 patients are planned to be randomized 1:1to receive CyBorD with or without . . . . . .
mechanisms of action, including complement-dependent cytotoxicity,® antibody-dependent daratumumab (Figure 3) 4 Atotal of 25 patients received treatment; demographics and baseline characteristics are shown in TEAE, treatment-emergent adverse event.
cellular cytotoxicity,® antibody-dependent cellular phagocytosis,” apoptosis,® and direct enzymatic Table 1
inhibition” (Figure 1) 4 Patients received a median (range) of 4 (1-7) treatment cycles with a median (range) treatment Table 4. IRRs in the Safety Run-in Cohort
4 Daratumumab also demonstrates an immunomodulatory mechanism of action and can induce lysis O § ) Modify protocol duration of 3.1 (0.2-5.8) months Patients
A Ao : ~ <0 , , , IRRs, n (%) (N = 25)
of myeloid derlveji suppressor cells, regula?tgry B c.ells, and a subpopulation of regulatory T cells Z % a > ~ The median (range) dose intensity of daratumumab was 5,400 (3,600-7,200) mg/cycle . .
(CD4'CD25'CD127™) to promote T-cell activity' (Figure 1) E I>. S Patients with IRRs? 1(4)
L (a I — The median (range) cumulative bortezomib and daratumumab dose was 33.0 (5.8-64.4) mg/m? :
4 Daratumumab (16 mg/kg intravenously [IV]) is approved as monotherapy and in combination e a o © 7 . J RiypPOtension 1)
, , , , , - o and 19,800 (3,600-28,800) mg, respectively hest d P
with standard of care regimens for the treatment of patients with relapsed/refractory multiple n S Z Chest discomrort 1(4)
myeloma (MM)"" No Safety Cough® 1(4)
° ° . ° ° ° i b
4 Recently, daratumumab 16 mg/kg IV in combination with bortezomib, melphalan, and prednisone CyBorD, cyclophosphamide/bortezomib/dexamethasone: DARA, daratumurmab. 4 The most common (220%) treatment-emergent adverse events (TEAEs) are shown in Table 2 Orophar\;ngeal pail 1)
was approved for the treatment of patients with newly diagnosed MM who are ineligible for oD 1 serioheral ed ted in 3 (129%) patients and 9 (36%) patient el Sneezing 1(4)
aUtO|OgOUS stem Ce” transplantﬂ Figure 2' ANDROMEDA StUdy deSign: Safety run-in COhOrt. yspnea - perlp =l B W repor = ’ pa e ’ pa R respec v y !(R)Rr;;n;:’:iieonnt_f;gftdecrje:(;tri;)gé1 injection-site bruising that was considered to be an injection-site reaction.
O I i o | i i ®Occurred during Cycle 1 Day 1.
4 Daratumumab monotherapy demonstrated a tolerable safety profile and encouraging hematologic 4+ 11 (44%) patients experienced grade 3/4 TEAEs and 5 (20%) patients experienced serious TEAES g Cycle 1 Day
responses in patients with heavily treated AL amyloidosis,*" providing rationale for further ) ) — Most common (>1 patient) grade 3/4 TEAEs and all serious TEAEs are listed in Table 3 Preliminary Efficacy
examination of daratumumab in AL amyloidosis Treatment Phase Post-treatment Phase . . . . . . .
Y 4 IRRs occurred in1(4%) patient (all grade 1; Table 4); most IRRs occurred during Cycle 1 Day 1 4 Except for 2 patients, all remaining patients demonstrated hematologic responses based on
4 We report the safety run-in findings of daratumumab plus cyclophosphamide, bortezomib, and - CyBorD + DARA Q4W Observation IACC Guidelines (Figure 5)
dexamethasone (CyBorD) in patients with newly diagnosed AL amyloidosis in ANDROMEDA - § DARA until MOD-PFS - ““t(i!f"gz';:':s Survival Table 1. Demographics and Baseline Characteristics in the Safety Run-in Cohort
ClinicalTrials.gov Identifier: NCT03201965 N I 6 cycles or maximum of ITLA _ :
( ° ) S £ n 2,180 2 years discontinued follow-up . Patients 100 - Hematologic response rate = 92% CR
é cZ> prior to MOD-PFS) Primary Characteristic (N =25) 90 - LEEICD;{CR;&
. . O P = int: Age i 20%
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EEP LE r nse’-9 - a Observation . <65, N (7 = 60 -
D & DURAB esponse 9 S 6 cycles —m—momv+ until MOD-PES =P hematologic 265, 1 (%) 15 (60) 5 o
§ n=180 response rate | o) 60 %
, Male, n (% 15 (60 Q  40- 0
CDC . 8 Modulation of tumor / o 44%
o (A > o 4 i
: microenvironment Race, n (%) ~ 30
Clq complex ; 2 " e CyBorD, cyclophosphamide/bortezomib/dexamethasone; DARA, daratumumab; Q4W, every 4 weeks; MOD-PFS, major organ deterioration progression-free survival. V\/h|te 24 (96) 20 -
(4 # T ! Black/African American 1(4)
, Clonal expansion of : . : 101 16%
ADCC " Myeloma cytotoxic T cells Figure 3. ANDROMEDA study design: randomized study. 2006 verlenmEnce SEis, 0 (G) 0
. <1 22 (88) Safety run-in (N = 25)
NK cell A Lntirease """ 4 The dosing schedule is summarized in Figure 4 (28-day cycles) 9 3(12)
: elper T cells
‘\ ? V- — . Time from d'a NOSIS , International Amyloidosis Consensus Criteria; CR, complete response; LLN, lower limit of normal; iFLC, involved free light chain; , very good partial response; PR, partial response.
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18 5 \ %i\ — Arm B: CyBorD weekly for Cycles 1through 6 plus daratumumab weekly for Cycles 1and 2, nvolved organs ° i -
Macrophage Increase in ED8+ hay. - ‘ every 2 weeks for Cycles 3 thrc?ugh 6, and then every 4 weeks until disease progression or Number, median (range) > (13) Figure 5. Summary of overall best hematologic response based on IACC.
A ! granzymeB*cells ' (W subsequent therapy for a maximum of 2 years from the start of the study 9 oraans, i () 15 (60)
OptosSIS v o ' > n(%
P Pt letion of ‘T | Kidney, n (%) 15 (60)
Dep et o Cycles 1-2 Cycles 3-6 >Cycle 7 Heart, n (%) 12 (48)
e ol &= CONCLUSIONS
| Mayo Clinic cardiac stage, n (%)
MY ELOMA CELL DEATH : : | o) _ o . o _ T
. . | 14.(56) 4 Daratumumab in combination with CyBorD is tolerable in patients with AL amyloidosis,
Arm A : : lll3 4 (16) with a low IRR rate and no new safety signals
! ! 111b 1(4)
CDC, complement-dependent cytotoxicity; ADCC, antibody-dependent cellular cytotoxicity; NK, natural killer; ADCP, antibody-dependent cellular phagocytosis. ' ' o o o o
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