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Carfilzomib in Relapsed or Refractory Multiple Myeloma: Frailty Subgroup Analysis From Phase 3 ASPIRE and ENDEAVOR

Thierry Facon,’ Ruben Niesvizky,? Katja Weisel,’ Sara Bringhen,* P. Joy Ho,” Mihaela Obreja,® Zhao Yang,® Zandra Klippel,°® Julie Blaedel,® Khalid Mezzi,® David Siegel’

'Hopital Claude Huriez, Lille, France; “‘Weill Cornell Medicine, New York, NY, USA; *Department of Oncology, Hematology and Bone Marrow Transplantation with Section of Pneumology, University Medical Center Hamburg-Eppendorf, Hamburg, Germany;
‘Myeloma Unit, Division of Hematology, University of Torino, Azienda Ospedaliero-Universitaria Citta della Salute e della Scienza di Torino, Torino, Italy; °Royal Prince Alfred Hospital, Camperdown, New South Wales, Australia; “Amgen, Inc., Thousand Oaks, CA, USA; ‘John Theurer Cancer Center at Hackensack University Medical Center, Hackensack, NJ, USA

Figure 1. Study designs for (A) ASPIRE and (B) ENDEAVOR ASPIRE efficacy and safety of frail patients

- In the frail subgroup, grade =3 TEAES occurred in 93% of KRd-treated Figure 3. Kaplan-Meier curves for PFS and OS in the frail subgroup Table 5. Adverse events by frailty status in ENDEAVOR (safety

INTRODUCTION

R . — o - Median PFS with KRd vs Rd in frail patients was 24.1 vs 15.9 months and 94% of Rd-treated patients in ENDEAVOR (ITT population) population)
+ Cartilzomib Is an irreversible proteasome inhibitor that has been approved A * (hazard ratio [HR] 0.78; 95% confidence interval [CI], 0.54-1.12) - TEAEs leading to treatment discontinuation occurred in 37% of KRd- A. PFS Fit Intermediate Frail
in combination with dexamethasone or lenalidomide plus dexamethason1e Randomizaor (Figure 2A) treated and 43% of Rd-treated patients classified as fra s 7 o6t (162 Kd56 Vd  Kd56 Vd  Kd56  Vd
| 1:1) ' ' : : : T - g rogression n (% — — — — — —
E)KRd()j for E[Ee trﬁatme?)n'ta\gfprleéaEpseg Erhjgféf\t/%ré “tu Igple myeloma (MM) N=792 - Median OS with KRd vs Rd in frail patients was 36.4 vs 26.2 months - Rates of treatment-emergent adverse events (TEAEs), TEAEs leading to g o8- e e () TORTD S 080 n=110 n=119 n=167 n=165 n=168 n=139
Ased on e phase an SHUIES Statfcaton: HR 0.79: 95% Cl, 0.57—1.08) (Figure 2B treatment discontinuation, TEAEs of interest, and treatment-related AEs e AR (KSOVG) (95% ) 0498 (0.364-056) Any-grade TEAE, n (%) 110 (100) 118 (99) 164 (98) 163 (99) 168 (100) 157 (99)
: : * B,-microglobulin g . . . . . . = 06— p-value (1-sided) <0.0001
ENDEAVOR (carfilzomib :56 mg/ m2] p|US dexamethasone [Kd56] VS « Prior lenalidomide AL BRI 16 G CEED Table 2 ASPIRE are summarized in Table 3 (;% 0.4 Grade =23 TEAEs of interest, n (%)?
bortezomib plus dexamethasone, Vd) demonstrated significant Lena"domide';—;'mg days 121 S Peripheral neuropathy 3(3) 12(10) 3(2) 17(10) 42  15(9)
' : : : : Xam ne 40 m . . . . s 02- :
improvements in progression-free survival (PFS) and overall survival g ) D EESIDR O EIE L, 6, 19, 22 Figure 2. Kaplan-Meier curves for PFS and OS in the frail subgroup Table 3. Adverse events by frailty status in ASPIRE (safety population) 8 — Kds Acute renal failure 44) 2(2) T@) 64 1509 T7(4)
(OS) with carfilzomib-based regimens over the comparator arms=™ 6oy cyfes antl P or unaccentabl ot in ASPIRE (ITT population) 004 v Faelee e 44) 22 8(5) 0 1509 7(4)
. W - \ Fit Intermediate Frail ' ' | | . .

- In post hoc analyses of ASPIRE and ENDEAVOR, survival benefits with | A. PFS i Ri  KkRd R4 KRd  Ra R Ischemic heart disease 220 1(1) 1) 0  8() 6(4)
the respective carfilzomib-containing regimens were maintained, Randomzaton s U 03 (108 B p=i14 =147 n=135  n=02  n=100 B. OS Pulmonary hypertension 33 0 1(1) 0 0 1(1)
regardless of patient age®” — S o8- Doath/Progressed, n (%) 55(69.1) 62 (602 100 ik 6 16 TEAES leading fo treatment 29(26) 34(29) 45(27) 36(22) 55(33) 48(30)

- SR SRR Stratifcation = R (KRIRS @5% C)  0.775 (05391110 Any-grade TEAE, n (%) 114 (99) 113 (99) 145 (99) 129 (96) 91 (99) ST 58 9608 discontinuation, n (%)

- The elderly population can vary widely in fitness level, with frail patients + Prior proteasome g .. o e e Do (100) 08 - e ) e 518 9268 TEAES of nterest leading (o
having an increased risk for poor clinical outcomes, given their + Numbor of premous lines iy S D e GREEBe £ Grade >3 TEAE, n (%) 102 (89) 96 (84) 130 (88) 107 (79) 86 (93) 94 (94) s . R KGN 05%0) 0747 05571009 carfiormibbortezomib
physiological deficits and vulnerability to stressors® © 155 oy s 3 ma 56 ecton .56 5 04 Grade >3 TEAES of interest, n (%)? s discontinuation, n (%

. : : : " : * Planned route of bortezomib ' S . S | : )

» Proper assessment of MM patients’ frailty status is critical for appropriate administration (Vd group) Days 1,48, 1 £ 0o Peripheral neuropathy 43) 1(1) 4(3) 6@) 22 50 g o4 Peripheral neuropatny T 120 1(1) 136 0 1)

treatment administration.® For a comprehensive fitness measure, the Dexamelhesone 20 m (oral o IV nuson) : R Acute renal failure 54) 3(3) 5(3) 43) 3(3) 6() - Acute renal failure 22 1M 3@ 10 101 0

: : - : . A ’ 0.0 : : /
International Myeloma Working Group (IMWG) developed a frailty index T S /— Cardiac failure 54 2(2) 3 5@ 9(10) 1(1) — s Cardlac. failure . 20 1) 1@ 1) 1@ 201
based on age, comorbidiies, and cognitive/physical conditions™* o b o e B s s S5 o V" schemic heart dsoase 4@ 3@ 4@ 200 7@ 40 Ui hh b y—— W oo o 1 i

» In this post hoc analysis, we assessed the efficacy and safety of fralil dexamefhasone B.0S 104k . - Pulmonary hypertension 0 0 (1) 1(1)  1(1) 0 Months from Randomization TRAEs leading to treatment

patients in the ASP|RE and ENDEAVOR Studies | (n=93) (n=103) TEAES Ieading to treatment 38033 34(30) 53(36) 31(03) 34(37) 43 (43 CI,confiden?‘e intervql; IIIF\{/,dhabzar:d ratiqé) ITT(,jigtent-to-:rr]eat; Kd56, carfilzomib (56 mg/m?) and dexamethasone; OS, overall survival; PFS, discontinuation. n (% ) 23 (21) 32 (27) 29 (15) 28 (17) 39 (21) 34 (21)
Death, n (% 71(76.3 80 (77.7 _ . . progression-free survival; Vd, bortezomib and dexamethasone. ;
RESU LTS o 08" Median O(S,)months 3(6-4 ) 2(6-2 ) discontinuation, n (%) (39) 0) (36) (&) 1) ) The curve was truncated at the time point when only 10 patients (Kd56 and Vd combined) were at risk. AE, adverse event; Kd56, carfilzomib (56 mg/m?) and dexamethasone; TEAE, treatment-emergent adverse event; TRAE,
= HR (KRd/Rd) (95% Cl) 0.786 (0.571-1.083) TEAES of int leading t treatment-related adverse event; Vd, bortezomib and dexamethasone.
METHODS Patients 3 06 prvalue (1-sidec) 0.06%9 . rfilzzr?m;;‘leer::ﬁ doerf]i d'29 0 Table 4. Efficacy outcomes by frailty status in ENDEAVOR "Standardized MedDRA Query, narrow scope.

- Both ASPIRE (NCT01080391) and ENDEAVOR (NCT01568866) were - Baseline age, modified CCI, and ECOG PS, as well as frailty status § 04 - discontinuation, n (%)? Fit Intermediate Frail

bhase 3. randomized, open-label trials that enrolled adult patients with scores, were generally balanced between treatment arms in ASPIRE and " Peripheral neuropathy 220 0 0 32 0 1() VA KiS i K% Vd LIMITATIONS
: : : 2 - n- n- n- n=- n= = C e g : : : :
relapsed or refractory MM treated with 1-3 prior lines of therapy?* ENDEAVOR (Table 1) KRd Acute renal failure 0 1(1) 0 0 22 3(3) Vodion PES. monhe TR YR TR T - A limitation of this analysis was that the frailty score was retrospectively
Figure 1 _ _ _ o] R L , - - - - - . . . .
(Figure 1) | Table 1. Frailty scores in ASPIRE and ENDEAVOR (ITT population) s Cardiac failure 000200 2@ 1) HR (95% C)) 051(033-079) 054(036-075) 050(036-068) | AV A00NTIRG 1o Baseine data prowided for o ASIRE and
— The primary endpoint of ASPIRE and ENDEAVOR was PFS; secondary ASPIRE ENDEAVOR Vot for Randorisation Ischemic heart disease 1) 33 2(1) 0 3(3) 0 Median OS, months NE 422 NE 419 336 218 s tr(Ija'ffS, Wde][e oreth leM\r/E\J/IGyfsqlc:rg vlljas erived using a proxy
endeintS included OS’ overall response rate (ORR)’ and Safety2’3 KRd Rd Kd56 Vd Cl, confidence interval; HR, hazard ratio; ITT, intent-to-treat; KRd, carfilzomib, lenalidomide, and dexamethasone: OS, overall survival; PUlmonary hypertenSiOn 0 0 0 0 0 0 AR (95% Cl) 0.65 (040_106) 0.89 (0'64_1'24) 0.75 (056_100) d gorl M ihat ditere rolm © E y inaex .

. . PFS, progression-free sunvival; Rd, lenalidomide and dexamethasone. , Best overall response, n (%) — The use of ECOG PS in the proxy algorithm may have increased the

* In this pOSt hoc analyS|S, PFS, OS, ORR, and Safety were assessed by n=396 n=396 n=464 n=465 The curve was truncated at the time point when only 10 patients (KRd and Rd combined) were at risk. TRAEs leading to treatment . : g : : :

. L 21 (23) 22(19) 35(24) 23(17) 17(18) 27 (27) Stringent completeresponse  2(2)  4(3) 5(Q) 2(1) 1(1) 3(2) number of patients classified as frail, as ECOG PS is strongly influenced
treatment arm and frailty score Age group, years, n (%) _ _ _ discontinuation, n (%) Complet 8180 5@ 18010 T 9B 74 . . . . .
. . . . . . <75 353 (89 343 (87 387 (83 399 (36 Table 2. Efflcacy outcomes by frallty status in ASPIRE AE. adverse event: KRd, carfilzomib, lenalidomide, and dexamethasone: Rd, lenalidomide and dexamethasone: TEAE, treatment- SIS o0 S0l 5 ( ) ( ) ( ) ( ) ( ) ( ) by the disease itself and may not d reCtly reflect patlent frallty

- Patients were categorized into 3 groups according to frailty status (fi, (89) (87) (89) (86) : : : emergent adverse event; TRAE, treatment-related adverse event Very good partial response 39(35) 25(21) 72(43) 44(20) 77(46) 32(20 . G in I
ntermediate. or frall) USing a proxy algOriﬂ'm based on the IMWG frallty 75-80 33 (8) 42 (11) 60 (13) 52 (11) Fit Intermediate Frail aStandardized MedDRA Query, narrow scope. Partial response 27 (25) 50 (41) 34(20) 58(34) 40(24) 45 (28) — HOWleer, other studies have used S In lieu Of1l§\1[3)|_ and IADL scales to
index."" This algorithm was based on patient age, a modified Charlson >80 10(3) 1 (3) 17(4) 14 (3) KRd ~ Rd ~ KRd  Rd  KRd  Rd Overall response rate, % (95%Cl) ./ 70 71 66 76 5 examine the effect of treatment by frailty status™
Comorbidity Index (CCI) derived from medical history, and Eastern Modified CCl score, n (%) n=115_ n=114 n=149 n=138 n=93 n=103 . . TPV (69-86) (61-78) (70-83) (58-73) (69-82) (46-62)

Cooperative Oncology Group performance status (ECOG PS) < 20(711) 25865 225048 23049 Median PFS, months 24 189 2206 185 241 159 |  ENDEAVORefficacy and safety by frailty status e e K, oot 3 e n osanthosae N, ot 05, vl vl CONCLUSIONS
. L . 1 77 (19) 97 (24) 221 (48) 222 (48) i 0.70 0.70 0.78 » Median PFS with Kd56 versus Vd in frail patients was 18.7 vs 6.6 months | | o
— The IMWG frailty index used Activities of Daily Living (ADL) and ” HR (95% Cl) | . . _
Instrumental AD}I/_ (IADL) scales to assess funitiona?s(tatus) The proxy Missing’ 39(10) 41010 18 (4 1363) 04919 Sy 0.5+1.12) (HR 0.50; 95% Cl, 0.36-0.68) (Figure 3A) ACKNOWLEDGMENTS REFERENCES er)m;npir(:;trgg?n?gﬁslycs(;sn;);‘S?esnf[’llyRiE]srr:)c\i/IeEngilrE]@\;&Eigsgizsomlb
. . ' ' 0 Median OS, months 556 433 483 479 364 262 . i i i il nati _ , — T , It |
algorithm used ECOG PS in lieu of these scales, as ADL data were not EEOG S atbaseline, n (%) sun rEwn ootd 9 (50 07 0o 070 I(\I/lfg '8 r; é) 2 ;Y,}thc}fdg 2&’5,\/80')”(2?"”‘:8;':;;3 Was 336 vs 1.8 months uringan ot ssisance was rovied b Sach Y. PhD and o S caaomy brescring fomatont Sout San compared with controls for frail patients, as defined by the proxy
Collected for ASPIRE or ENDEAVOR ( ) ( ) ( ) ( ) HR (95% Cl) (O 51_0 99) (O 70_1 27) (O 57_1 08) ‘ , 0 y U. . g ng\,e:r,](I;’?ul?],dc;thl)ﬁl\/rIT?grgﬁ?tl:z, an Ashfield Company, part of UDG Healthcare 2 StowartAK, otal, N Engl Mod. 2015:372:142-52. algorlthm fOr frallty StatUS
: : : 1 191 (48) 186 (47) 210 (45) 203 (44) . ' | | | | ° Efﬁcacy OUtCOmeS by frai ty Status in ENDEAVOR dre Summarized in 3. Dimopoulos MA, et al. Lancet Oncol. 2016;17:27-38. ~ Safet roﬁles for fra” atients were enera” Consiste f]t W|th those
— The proxy algorithm was based on frailty scores derived separately for >0 40 (10) 35 (9) 33 (7) 30 (6) Best overall response, n (%) Table 4 DISCLOSURES 1. Sieqel DS, et al.J Gl Oncol 2018:36:726-34 " y pd " IIpAS SIRE and ?EN )EA\);OR ot
age, modified CCl, and ECOG PS, as follows: Frailty score, n (%) Stringent complete response. 17 (15)  6(5) 19(13) 6(4) 13(14) 2(2 | | . 5 Dimonoulos M ot al. Lancet Onco 2017-18:1327.37 observed in the overa an R populations
| L . L J SEOTE, 1 e - In the frail subgroup, grade =3 TEAEs occurred in 85% of Kd56-treated s s conslart or avisor forJnsen, Celgene Amgen, ke 6. Dimopoulos MA, et al. Br.J Haem. 2017;177:404-13. — In both ASPIRE and ENDEAVOR, among frail patients, rates of
» Age: score=0 if <75 years, score=1 if 75-80 years, score=2 if >80 years 0 (Fit) 115 (29) 114 (29) 110 (24) 121 (26) Complete response 22(19) 5(4) 29(19) 6(4) 16(17) 6(6) and 79% of Vd-treated patients S e T e e 7. Ludwig H, et al. Leuk Lymphoma. 2017,58:2501-4. cardiac failure were higher with carfilzomib-containing regimens
° ifi - =) | ifi < =1 | ifi 1 IntermEdiate 149 38 138 35 168 36 169 36 V d rt | 44 38 43 38 61 41 39 28 35 38 28 27 . . . _ . Janssen: and Takeaa; received research funding fromAr’ngen, Cel’gene,’Janssen, 8. Zweegman S, et al. Curr Opin Oncol. 2017;29:315-21. ] . : ' :
Modified CClI: score=0 if modified CCI<1, score=1 if modified CCI>1 ' ; o ) . (2 3) . (26) e (36) o (35) ewl good partial response (38) 43(38) 61(41) 39(28) 35(38) 28(27) . TEAEs leading to treatment discontinuation occurred in 33% of Kd56- S s b g, it o o et Gl e i, 2016, 11425. 55 compared WI’[h. controls; however, treatment discontinuations
. ECOG PS SCO['e=O |f ECOG :)8=0, SCO|‘e=1 |f ECOG PS=1 | SCOre=2 — . ( .ral ) ( ) ( ) ( ) ( ) Part|a| response 21 (18) 32 (28) 23 (15) 35 (25) 14 (15) 30 (29) treated and 30% Of Vd_treated patlentS ClaSSIfled aS frall Z?]Ee;j:r’v;edczi;,/zdr:g;%frﬂsnﬁtzz&2?;2};?:;?;’;:3;2%Ssm?ﬁé:gif&isml; 10. Palumbo A, et al. Blood. 2015:125:2068-74. related tO CardlaC AES Were relatlvely |OW
if ECOG PS>2 Missing® 39 (10) 41 (10) 18 (4) 13 (3) ORR, % (95% Cl) 90 75 89 62 84 04 Rates of TEAEs. TEAEs leading to treatment discontinuation. TEAES of Ejvavﬁzi?r?::ofaer:g)egfeAfnJgZr?eg;geafeaJrgﬁgnsiircﬁnotvgen?sdva:macfeﬂ;m:izs 11. Facon T, et al. Blood. 2015;126:4239. o Overall, the results support the use of carfilzomib-based therapies
cartizomi 5 mgie) anddexametasan; K, carlzom enakoride. an) dramenasos G, bralcomoand. S (84-95) (67-83) (82-93) (54-70) (75-91) (5473 | ) ! e g 1 o 13 Cook, ot Lot o 201015, (KRd or Kd56) as treatment options for frail patients with relapsed or

— Patients with frailty score sums of 0, 1, or =22 were classified as fit,

intermediate, or frail, respectively

© 2019 Amgen Inc.

dexamethasone; Vd, bortezomib and dexamethasone.

®No medical history available.

Cl, confidence interval; HR, hazard ratio; KRd, carfilzomib, lenalidomide, and dexamethasone; ORR, overall response rate; OS,
overall survival, PFS, progression-free survival; Rd, lenalidomide and dexamethasone.

interest, and TRAEs leading to treatment discontinuation in ENDEAVOR
are summarized in Table S

and consulting or advisory role fees for Celgene, Amgen, Merck, Janssen, BMS,
Takeda, and Karyopharm; participated in speakers’ bureaus for Celgene, Amgen,
Merck, Janssen, BMS, and Takeda; and received research funding from Celgene.

13. Cook G, et al. Lancet Haem. 2019;6:e154-66.

refractory MM as assessed by the proxy algorithm
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Safety and Efficacy of Once-Weekly Carfilzomib Dosing in Frail Patients: A Subgroup Analysis From the Phase 3 A.R.R.O.W. Study

Maria-Victoria Mateos,! Heinz Ludwig,? Shaji Kumar,’> Cara Rosenbaum,* Mei Huang,” Amanda Goldrick,’ Julie Blaedel,” Meletios Dimopoulos® PS1 379

'University Hospital Salamancal/lBSAL, Salamanca, Spain; 2Wilhelminen Cancer Research Institute, Wilhelminenspital, Vienna, Austria; *Mayo Clinic, Rochester, MN, USA; “Weill Cornell Medicine, New York, NY, USA; "Amgen, Inc., Thousand Oaks, CA, USA; ®University Athens School of Medicine, Athens, Greece

|NTRODU CTlON - Efficacy analyses were conducted in the intent-to-treat population Efficacy by frailty status « ORRs with once-weekly Kd70 mg/m? vs twice-weekly Kd27 mg/m? in the fit, « In the once-weekly Kd70 mg/m? and twice-weekly Kd27 mg/m? arms, respectively,

| | | | .. . Safety analyses were based on the safety population, which included all patients - Median PFS with once-weekly Kd70 mg/m? vs twice-weekly Kd27 mg/m? in the fit, intermediate, and frail groups were 67% vs 29%, 64% vs 48%, and 56% vs 41%, grade =3 TEAEs occurred in 55% and 62% of patients classified as fit, 68% and
- The fitness of elderly patients with multiple myeloma (MM) can range from frail to fit, who received =1 treatment dose intermediate, and frail groups was 15.7 vs 5.7 months (HR 0.53; 95% Cl, 0.33-0.86), respectively (Table 2) 57% Qf patients classified as intermediate, and 81% and 70% of patients classified
and assessment of frailty status is important for optimal treatment selection and 11.1 vs 7.7 months (HR 0.81; 95% CI, 0.55-1.19), and 10.3 vs 6.6 months — Rates of complete response or better with once-weekly Kd70 mg/m? vs as frail
accurate prognosis'~ Figure 1. A.R.R.O.W. study design (HR 0.76; 95% ClI, 0.49-1.16), respectively (Figure 2) twice-weekly Kd27 mg/m? in the fit, intermediate, and frail groups, respectively, ° ITn EtRE o?ce(;yveetkly Kr%?o m%/rg.2 andt.twmcta.-weekly Kd§7 n;)g//m2 3@;, r?sp?ctl\;ely,
: : g L —_—_— were 10% vs 3%, 8% vs 2%, and 4% vs 0% S leading 1o carmizomio discontnuation occurrea in o7 an o OT patents
The Internahonql Myeloma Working Group (IMWG) frailty .|nldex, which is based / \ / 2 \ Figure 2. Kaplan—-Meier curves for PFS by frailty status (ITT population) classified as fit, 13% and 11% of patients classified as intermediate, and 20% and
on age, comorbidities (assessed by the Charlson Comorbidity Index [CCI]), and » 0";395_:'77‘7;';,'%“*:;;00';,%'"' e E— _ _ _ 18% of patients classified as frai
cognitive/physical conditions (assessed by the Activities of Daily Living [ADL] and Randomization — A. Fit Orcenealy  Tocouealy Table 2. Efficacy outcomes by frailty status (ITT population)
: . = ilzomi 2 mg/m AL . . .
Instrumental ADL [IADL] scales), was developed to appraise the frailty status of (N=479) S AT R e 104 (=60 =6) Fit Intermediate Frail
patients Wlth MM3,4 Ke)é S,:Ag'\iﬂb"ity criteria: \ Dexamethasone 40 mg IV D1, 8, 15, 22 (D22, Cycles 1-9 only) / g}) . I\Pﬂr;)gi;enss;gg/’D;imhg (%) 291(542.3) 41 é§72.1) Once- T Once- TP Once- T C O N C L U S I O N S
. . . . A S IR ((EPURe 1) (7 ) b (0.2-0), weekly weekly weekly weekly weekly weekly
- The .rar;dg?'szed.tphhase 3 A'RkFl{'O'Vr\f’:l tra .ger;‘gns"/atfd T“p‘;”or profhress"’”'free ~ Prioexposur 28-day cycles ER ek . Kd70  Kd27  Kd70  Kd27  Kd70  Kd27 « In this post hoc analysis of AR.R.O.W., both fit and frail patients experienced
- - = : . : Y
s;(rj\%a ( / 2) W t onee Wekel y Cr; |zor2| 2(7 rr}g 2“ )lp uz exarr][ﬁ aSoNe thﬁzirz:éixrcfg:ommib) / Twice-weekly Kd27 mg/m? \ g mg/m?,  mg/m’, mg/m?, mg/m’, mg/m’, mg/m’, improved and clinically meaningful PFS benefit with once-weekly Kd70 mg/m?
(K ) M /mz) 'S V\lnce-wee y caf zoml M(M QSI\TM) 2#‘; eximg asone BRI, ITHE O = _ USCCRNNIE A B0 as compared to twice-weekly Kd27 mg/m2, while maintaining a favorable
(Kd27 mg/m ) nre ap§ed and refractory ( ).> These findings supported ) |:> Carfilzomib 20 mg/m? IV D1, 2 (Cycle 1) £ 42 Median PFS, months 15.7 5.7 1.1 [ 10.3 6.6 benefit-risk profile
the approval in the United States of once-weekly Kd70 mg/m# for the treatment of Carfizomib 27 mg/m? IV D8, 9, 15, 16 (Cycle 1), D1, 2, 8,9, 15, 16 (Cycle 2+) g Once-weekly K470 mg/m? HR (95% Cl 0.53(0.33-086)  0.81(055-1.19)  0.76 (0.49-1.16
: : Dexamethasone 40 mg IV D1, 8, 15, 22 (D22, Cycles 1-9 only) T kiv Kd27 ma/i2 ( ) ( ) ( ) ( ) H ' .
o . ' ' ' ' ' ’ opulation of A.R.R.O.W. with no observed new safety signals
—|n 3 Subgroup anaIyS|S within ARROW, hazard ratios (H RS) for PFS favored CrCL, creatinine clearance; D, day; ECOG PS, Eastem Cooperative Oncology Group performance status; IMID, immunomodulatory agent; 1V, intravenous; ’ M::)nths from Igandomizatiin “ CR+ 6 (10) 2 (3) 7 (8) 2 (2) 3 (4) 0 POp ySig
2 . 9 . K, carfilzomib; Kd2_7, carfilzomib (27 mg/m?) plus dexamethasone; Kd70, carfilzomib (70 mg/m?) plus dexamethasone; PI, proteasome inhibitor; RRMM, relapsed . AS ex eCte d the I‘eateSt PFS beneflt Was Observe d |n f|t atlents
the once-weekly Kd70 mg/m? group over the twice-weekly Kd27 mg/m? group in and efacory il myeloma Number of patients atrisk VGPR+ 24(40) 6(9) 30(34) 16(16) 23(29) 9(15) pected, the g p
patients, regardless of age (<65 years: HR 0.60 [95% confidence interval (Cl), RESULTS Lot D T T SR TG 67 29 64 48 56 A1  These results support the use of once-weekly Kd70 mg/m? as a treatment
im0 8 H 54 o O 0 19 REsUTS @ Hies , o o o ot w gik| s oo
’ ’ ’ B. Intermediate option for both fit and frail patients with RRMM
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INTRODUCTION

* Carfilzomib, a selective second-generation proteasome inhibitor,
is approved for the treatment of relapsed and/or refractory multiple
myeloma (RRMM) in combination with dexamethasone (Kd)
 The Kd combination is used in two dosing schedules based on
results from two randomized-controlled phase 3 studies, A.R.R.O.W.
and ENDEAVOR:
— Once-weekly administration of carfilzomib 70 mg/m? with
dexamethasone (Kd70 QW)
— Twice-weekly administration of carfilzomib 56 mg/m? with
dexamethasone (Kd56 BIW)
« Kd70 QW and Kd6 BIW have not been compared head-to-head in a
randomized clinical trial
* The purpose of this analysis was to compare the efficacy and safety
profiles of Kd70 QW versus Kd56 BIW. We performed a post hoc
cross-trial comparison using data from the following three clinical trials
of patients with RRMM who received the Kd regimen: A.R.R.O.W.,
CHAMPION-1, and ENDEAVOR'™

METHODS

Patient Selection

* Post hoc cross-trial comparisons were performed using pooled data
from patients who received Kd70 QW in A.R.R.0.W. and CHAMPION-1
and Kd56 BIW in ENDEAVOR
— A.R.R.O.W.: phase 3 randomized trial comparing Kd70 QW with

carfilzomib administered twice weekly at 27 mg/m? and Kd in patients
with RRMM with 2-3 prior therapies and refractory to the most recent
therapy (ClinicalTrials.gov identifier: NCT02412878)

— CHAMPION-1: phase1/2 dose-finding study of once-weekly
carfilzomib in combination with Kd in patients with RRMM with
1-3 prior lines of therapy (excluding patients with prior carfilzomib
therapy) (NCT01677858)

— ENDEAVOR: phase 3 head-to-head comparison study of Kd56 BIW
or bortezomib in patients with RRMM with 1-3 prior lines of therapy
(patients with prior bortezomib or carfilzomib treatment were eligible if
partial response to treatment was achieved, there were no tolerability
Issues, and they had a = 6-month interval without proteasome
inhibitor treatment before enroliment) (NCT01568866)

* To control for variances in eligibility criteria across studies, side-by-side
analyses were conducted in subgroups of patients from each trial
who had received 2-3 prior lines of therapy and were non-refractory
to bortezomib
— Kd70 QW subgroup, n = 146; Kdo6 BIW subgroup, n = 217

Outcomes

* Endpoints included overall response rate (ORR), progression-free
survival (PFS), and safety

Statistical Analysis

* ORR exact 95% confidence intervals (Cl) were determined based on
binomial distribution
* PFS medians were estimated using the Kaplan-Meier method. The
log-log transformation method by Klein and Moeschberger was used
to estimate 95% Cls for PFS medians. Median PFS follow-up time
was estimated using the reverse Kaplan-Meier method
* ORR and PFS were also independently estimated with multivariate
regression modeling of all 808 patients with 1-3 prior lines of
therapy who received Kd70 QW in A.R.R.0.W. and CHAMPION-1
(n = 344) compared with those who received Kd56 BIW in
ENDEAVOR (n = 464)
— Covariates adjusted for in the models included age, International
Staging System (ISS) stage, bortezomib-refractory status,
lenalidomide-refractory status, and the number of prior therapies

AMGEN  ©2019 Amgen Inc.

RESULTS

» Baseline characteristics of Kd70 QW and Kdo6 BIW subgroups were
generally similar (Table 1), though differences were noted in the
proportion of patients with prior treatment with bortezomib or
lenalidomide and lenalidomide-refractory patients

Table 1. Baseline Patient Characteristics of Kd70 QW and Kd56 BIW
Subgroups (Patients With 2-3 Prior Lines of Therapy and Not Refractory
to Prior Bortezomib)

Kd70 QW Kd56 BIW
A.R.R.O.W. + CHAMPION-1 ENDEAVOR

Patient Characteristics (n = 146) (n=217)
Sex

Male 79 (54.1) 112 (51.6)

Female 67 (45.9) 105 (48.4)
Age group, years

Mean (SD) 64.9 (9.7) 63.9 (9.7)

<65 68 (46.6) 112 (51.6)

65t0 <75 53 (36.3) 74 (34.1)

> 75 25 (17.1) 31 (14.3)
ISS stage

1 65 (44.5) 97 (44.7)

2and 3 80 (94.8) 120 (55.3)

Missing 1(0.7) 0
Total number of prior regimens

2 84 (57.9) 148 (68.2)

3 62 (42.5) 69 (31.8)
Prior treatment with bortezomib 139 (95.2) 139 (64.1)
Prior treatment with lenalidomide 128 (87.7) 117 (53.9)

Refractory to lenalidomide 116 (79.5) 83 (38.2)
ECOG performance status

0 73 (50.0) 104 (47.9)

1-2 73 (50.0) 113 (52.1)
Creatinine clearance,® mL/min

Mean (SD) 83.1(37.9) 79.1 (33.9)

Median (range) 16.7 (27.6-257.7) 75.0 (14.0-182.0)

Data are n (%) unless specified otherwise.

*Creatinine clearance was calculated using the Cockcroft-Gault formula.

ECOG, Eastern Cooperative Oncology Group; ISS, International Staging System; Kds6 BIW,
twice-weekly carfilzomib 56 mg/m? with dexamethasone; Kd70 QW, once-weekly carfilzomib 70 mg/m?
with dexamethasone; SD, standard deviation.

* ORR (Table 2) was comparable between Kd70 QW and Kd56 BIW
subgroups in the side-by-side analyses
— ORR was 69.9% for Kd70 QW (95% CI, 61.7-77.2) and 72.4% for
Kda6 BIW (95% Cl, 65.9-78.2)
— Complete response or better was achieved in 8.2% of patients who
received Kd70 QW and 13.3% of patients who received Kd56 BIW

Table 2. Overall Response Rate of Kd70 QW and Kd56 BIW Subgroups
(Patients With 2-3 Prior Lines of Therapy and Not Refractory to
Prior Bortezomib)

Kd70 QW

Kd56 BIW
ENDEAVOR
(n=217)

A.R.R.O.W. + CHAMPION-1

Best overall response, n (%)

Stringent complete response 4(2.7) 2(0.9)

Complete response 8 (9.9) 27 (12.4)
Very good partial response 50 (34.2) 72 (33.2)
Partial response 40 (27.4) 55 (25.3)

Overall response rate (95% Cl) 69.9 (61.7-77.2) 72.4(65.9-78.2)

Cl, confidence interval; Kd56 BIW, twice-weekly carfilzomib 56 mg/m? with dexamethasone;
Kd70 QW, once-weekly carfilzomib 70 mg/m? with dexamethasone.

 Median PFS (Figure 1) was 12.1 months (95% Cl, 8.4-14.3) for
Kd70 QW and 14.5 months (95% CI, 10.2—-not evaluable) for Kd56 BIW
In the side-by-side comparison
— Median PFS follow-up time was 12.9 months (95% CI, 11.4-13.8) for
Kd70 QW and 11.2 months (95% CI, 10.2-13.0) for Kd56 BIW

Figure 1. PFS of Kd70 QW and Kd56 BIW Subgroups (Patients With 2-3 Prior
Lines of Therapy and Not Refractory to Prior Bortezomib)
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5 309- ARR.OM. + CHAMPION-1  ENDEAVOR
SE Kd70 QW (n=146)  Kd56 BIW (n = 217)
o = | Progression/Death, n (%) 74 (50.7%) 95 (43.8%)
| Median PFS, months (95% Cl) 12.1 (8.4-14.3) 145 (10.2-NE)
HR (Kd70 QW/Kd56 BIW) (95% Cl) 1.20 (0.89-1.63)

0 3 6 9 12 15 18 21 24 27

Time (months)
Number of Patients at Risk:

Kd70 QW 146 115 91 72 46 15 3 0
Kd56 BIW 217 174 139 100 54 31 18 7 1 0

Cl, confidence interval; HR, hazard ratio; Kd56 BIW, twice-weekly carfilzomib 56 mg/m? with
dexamethasone; Kd70 QW, once-weekly carfilzomib 70 mg/m? with dexamethasone;
NE, not evaluable; PFS, progression-free survival.

* Median treatment exposure time was 38.1 weeks (range, 0.1-82.4)
for the Kd70 QW subgroup and 40.3 weeks (range, 0.3-210.0) for the
Kdd6 BIW subgroup

* In the side-by-side safety analysis (Table 3), the rate of grade = 3 AEs
was 67.6% for Kd70 QW and 85.3% for Kd56 BIW

* The frequencies of grade = 3 AEs of interest in Kd70 QW and
Kd56 BIW subgroups, respectively, were 1.4% and 5.1% for cardiac
failure, 3.4% and 6.0% for acute renal failure, 2.1% and 2.3% for
embolic and thrombotic events, and 5.5% and 15.7% for hypertension

Table 3. Adverse Events in Kd70 QW and Kd56 BIW Subgroups (Patients With
2-3 Prior Lines of Therapy and Not Refractory to Prior Bortezomib)

Kd70 QW Kd56 BIW
A.R.R.O.W. + CHAMPION-1 ENDEAVOR
(n =145)
All treatment-emergent 140 (96.6) 217 (100.0)
adverse events, n (%)
Grade = 3 98 (67.6) 185 (85.3
Serious adverse events 57 (39.3) 141 (65.0)
Cardiac failure® 2(1.4) 19 (8.8)
Grade = 3 2(1.4) 11 (5.1)
Acute renal failure? 9(6.2) 22 (10.1)
Grade = 3 5(3.4) 13 (6.0)
Embolic and thrombotic events, venous® 5 (3.4) 23 (10.6)
Grade = 3 3(2.1) 5(2.3)
Hypertension? 27 (18.6) 69 (31.8
Grade = 3 8 (9.9) 34 (15.7

aStandardized MedDRA Queries Narrow terms.
Kd56 BIW, twice-weekly carfilzomib 56 mg/m? with dexamethasone; Kd70 QW, once-weekly
carfilzomib 70 mg/m? with dexamethasone; MedDRA, Medical Dictionary for Regulatory Activities.

* Multivariate regression analyses were performed on all 808 patients
receiving Kd70 QW or Kd56 BIW across the three trials. For Kd70 QW
versus Kds6 BIW:

— The estimated PFS hazard ratio was 0.91 (95% ClI, 0.69-1.19;
P=0.474) (Figure 2 and Figure 3)

— The estimated ORR odds ratio was 1.12 (95% ClI, 0.74-1.69;
P =0.609) (Figure 4)

— Regression modeling identified ISS stage (Stage 2 and 3) and
lenalidomide-refractory status (Yes) as significant prognostic factors
of worse PFS and ORR

Figure 2. Multiple Cox Regression Analysis Results of Progression-Free
Survival of Kd70 QW and Kd56 BIW-
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?In all 808 patients with observed data receiving Kd70 QW in the A.R.R.O.W. (n = 240) and
CHAMPION-1 (n = 104) trials and Kd56 BIW in the ENDEAVOR (n = 464) trial. Direct-adjusted survival
curves derived from the Cox regression model with treatment group, age, ISS stage, bortezomib-
refractory status, lenalidomide-refractory status, and the number of prior lines of therapy as covariates.
Cl, confidence interval; HR, hazard ratio; ISS, International Staging System; Kd56 BIW, twice-weekly
carfilzomib 56 mg/m? with dexamethasone; Kd70 QW, once-weekly carfilzomib 70 mg/m?

with dexamethasone.

Figure 3. Results of Regression Analyses of PFS of Kd70 QW Versus Kd56 BIW

PFS Hazard Ratio P-value
Treatment Effect ; (95% ClI)
Kd70 QW vs Kd56 BIW — 0.91(0.69-1.19) 0.474
Covariate Effect |
Age group, years (< 65) |
65t0 <75 —-:— 0.91(0.72-1.16) 0.458
>75 - 0.64 (0.47-0.88) 0.006
ISS stage at baseline (Stage 1°) |
Stage 2 and 3 | . 1.83 (1.45-2.31) < 0.001
Bortezomib-refractory status (Yes®) |
No E 0.85(0.64-1.13)  0.256
Lenalidomide-refractory status (Yes®) |
No = 0.45 (0.35-0.58) <0.001
Number of prior lines of therapy (1-2°) |
3 .- 1.21(0.94-1.54) 0.136
0 05 1 15 2 25
PFS Hazard Ratio (95% Cl)

?In all 808 patients with observed data receiving Kd70 QW in the A.R.R.O.W. (n = 240) and
CHAMPION-1 (n = 104) trials and Kd56 BIW in the ENDEAVOR (n = 464) trial. Includes treatment
group, age, ISS stage, bortezomib-refractory status, lenalidomide-refractory status, and number of
prior lines of therapy as covariates. "Reference group (hazard ratio = 1.0).

Cl, confidence interval; ISS, International Staging System; Kd56 BIW, twice-weekly carfilzomib 56 mg/m?
with dexamethasone; Kd70 QW, once-weekly carfilzomib 70 mg/m? with dexamethasone;

PFS, progression-free survival.

Figure 4. Results of Regression Analyses of ORR of Kd70 QW Versus Kd56 BIW

ORR Odds Ratio P-value
Treatment Effect ; (95% CI)
Kd70 QW vs Kd56 BIW - 1.12 (0.74-1.69) 0.609
Covariate Effect |
Age group, years (< 65°) |
65to <75 —:-— 1.15(0.80-1.64) 0.458
=75 | O 1.82 (1.14-2.92) 0.012
ISS stage at baseline (Stage 1°) |
Stage 2 and 3 - 0.51(0.36-0.72) < 0.001
Bortezomib-refractory status (Yes®) |
No | o 196 (1.27-3.02)  0.002
Lenalidomide-refractory status (Yes®) |
No | o 2.21(1.54-3.17) <0.001
Number of prior lines of therapy (1-2°) |
3 —— 112 (0.77-1.64) 0.556
0 05115 2 25 335
ORR 0Odds Ratio (95% CI)

?In all 808 patients with observed data receiving Kd70 QW in the A.R.R.O.W. (n = 240) and
CHAMPION-1 (n = 104) trials and Kd56 BIW in the ENDEAVOR (n = 464) trial. Includes treatment
group, age, ISS stage, bortezomib-refractory status, lenalidomide-refractory status, and number of
prior lines of therapy as covariates. *Reference group (odds ratio = 1.0).

Cl, confidence interval; ISS, International Staging System; Kd56 BIW, twice-weekly carfilzomib 56 mg/m?
with dexamethasone; Kd70 QW, once-weekly carfilzomib 70 mg/m? with dexamethasone; ORR, overall
response rate.

CONCLUSIONS

* ORR and PFS were comparable with Kd70 QW and Kd56 BIW
dosing schedules in side-by-side analyses of subgroups of
patients who received 2-3 lines of prior therapy and were not
refractory to prior bortezomib
* In multivariate regression modeling of all patients who received
Kd70 QW or Kd56 BIW, results showed no significant difference
in ORR and PFS between the two dosing regimens, further
supporting that they have comparable efficacy
« Kd70 QW led to a lower rate of overall grade 2 3 AEs, serious
AEs, and several grade 2 3 AEs of interest (cardiac failure,
acute renal failure, and hypertension) compared with Kd56 BIW
in subgroups of patients who received 2-3 lines of prior
therapy and were not refractory to prior bortezomib, despite
having comparable median treatment exposure times
o Caution must be applied during the design of cross-trial
comparisons to mitigate confounding by numerous factors
(eg, study design, disease and patient heterogeneity, disease-
and treatment-related factors), which have the potential to
influence trial outcomes and cross-trial comparisons.*® These
factors were carefully considered in this post hoc cross-trial
comparison and the analyses were designed to minimize the
risk of influence from confounding factors
— Side-by-side analyses were conducted in subgroups of
patients who received 2-3 lines of prior therapy and were
not refractory to prior bortezomib

— Age, ISS stage, bortezomib-refractory status,
lenalidomide-refractory status, and number of prior lines
of therapy were adjusted for in regression models for all
patients with 1-3 prior lines of therapy in the three studies

* Overall, Kd70 QW represents a convenient treatment schedule
with a favorable benefit-risk profile for the treatment of RRMM
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BACKGROUND RESULTS

* Results of a first interim analysis from a large

observational study (NCT03091127)" describing the
usage of carfilzomib-based regimens in patients
with relapsed multiple myeloma (MM) showed that
patients who received carfilzomib, lenalidomide
(Len) and dexamethasone (KRd) are younger and
receive carfilzomib in earlier lines than patients
treated with carfilzomib and dexamethasone alone?

* To further characterize the KRd patient population,

METHODS

AMGEN

describe carfilzomib use in accordance to the EU
label,’ and the benefit-risk profile of KRd in this
real-world setting

This prospective cohort study recruited adults who
received 21 prior line of MM treatment and =1 dose of a
carfilzomib combination regimen in routine clinical
practice’

Prior to carfilzomib initiation, medical history from
diagnosis and patient characteristics were collected

For the efficacy and safety analyses, patients were
followed until 30 days after final carfilzomib
administration or until 18 months after initiation,
whichever was earlier

All adverse events (AEs) of grade 3 or above (Gr3+)
including serious adverse events (SAEs) were collected

Investigators reported whether they conducted disease
response assessments according to International
Myeloma Working Group (IMWG) criteria or other
methods

Duration of carfilzomib treatment from the first dose of
carfilzomib to the last dose of carfilzomib was estimated
using reverse Kaplan-Meier (KM) methodology.* For
patients who have not discontinued carfilzomib, time
was censored at their last recorded dose date

Patients were classified as Len-refractory if they met at
least one of the following criteria: a) Best response to
any regimen containing Len was either stable or
progressive disease; b) Reason the drug was stopped
IS progression; ¢) Date of relapse/progression was after
the start date and <60 days after the stop date of the
drug

The cut-off date for this second planned interim analysis
was 22 October 2018

© 2019 Amgen Inc.

e Of 293 patients enrolled between 14 March 2017
and 22 October 2018 across 10 participating

countries in EU and Israel, 178 (60.8%) patients
received KRd

* Median study observation time was 8.5 months
Treatment History, Patient/Disease Characteristics

e At KRd initiation, median age was 64 years and
9.6% were =75 years. KRd patients had a median
(range) of 1 prior line of therapy (1, 8)

* |n the KRd arm of ASPIRE phase 3 trial, median
age was 64 years; KRd patients had received a
median (range) of 2 prior lines of therapy (1,3)°

e Nearly all (97.8%) patients had an ECOG status 0-2
(Table 1)

Table 1. Patient and Disease Characteristics

Characteristics at diagnosis KRd Cohort
(N=178)
Patients with cytogenetic risk recorded, n (%):? 55 (30.9)
High / unfavorable 25 (45.5)b
Intermediate 4 (7.3)°
;
Normal 26 247_ )b
Patients with frailty score recorded, n (%):® 98 (55.1)
Fit 67 568.4gb
Intermediate 21(21.4)P
Frail 10(10.2)°

Characteristics at carfilzomib initiation

Age, median years (min, max) 64 (32, 87)
P.le\tients with calculated ISS stage, n (%): 2¢ gg (2&1).8)b
9
| 16 (30.2)P
Il 15 (28.3)°
Patients with ECOG status reported, n (%): 2 90 (50.6)
01 82 (91.1)b
2 6 (6.7)b
3-4 2 (2.2)b
Number of prior lines of therapy, n (%):
1 P L 105 (59.0)
2 36 (20.2)
3 19 (10.7)
4 or more 18 (10.1)
Patients with available renal lab values, n (%): 4 85 (47.8)
Renal insufficiency 7 (8.2)b
Patients with available LDH values, n (%): 123 (69.1)
Patients with LDH =ULN.2n (%) 39 (31.7)P

sAssessed by the physician; ®% based on number non-missing; °Calculated from collected lab values;
Defined as serum creatinine >177 umol/L; ¢Defined as above upper limit of normal according to local range,
or =240 U/l in absence of a local range; ECOG status, Eastern Cooperative Oncology Group Performance
status; ISS, International staging system; KRd, carfilzomib in combination with lenalidomide and
dexamethasone; LDH, Lactate dehydrogenase; N/A, not available or not applicable; ULN, upper limit of
normal

e Among 98 patients assessed for frailty at diagnosis,
32% were intermediate (int) or frail. Median age
was similar between frail/int and fit patients (65 vs
64 at KRd initiation)

e Hypertension (HT, 28.7%), diabetes (12.4%),
cardiac disorder (10.1%), and renal disorder (4.5%)
were reported in medical history

* Median time since last prior treatment
discontinuation was 16.9, 4.6, and 1.1 months for
patients with 1, 2, or =23 prior lines, respectively

e Qver half (63%) of KRd patients had a previous
hematopoietic stem cell transplant (HSCT)

e Among patients at first relapse, nearly all (90%)
received frontline bortezomib and 44% an IMID of
which 74% were exposed to thalidomide and 37%
to Len

e |ntotal, 21.9% of KRd patients were defined as
_en-refractory. This included 12.8% (n=93) patients
in 1%t relapse, 28.2% (n=11) in 3" line and 60.0%
(n=23) in 4" [ine and beyond

Efficacy and Treatment Duration

* Among 142 evaluable patients, the best overall
response rate (ORR) was obtained within a median
time of 3.6 months and was high irrespective of the
number of prior lines of therapy

e Complete response or better (CR+), or very good
partial response or better (VGPR+) was achieved
by 22% and 61% of patients, respectively. More
patients achieved CR+ in earlier lines (Table 2)

Table 2. Response among Evaluable KRd Patients,
by Prior Line of Therapy

1 2 23 Overall

n =284 n =27 n=31 n=142
Best overall response rate (ORR),? % 774 88.9 80.6 80.3

(95% Confidence interval) (67.0, 85.8) (70.8,97.6) (62.5,92.5) (72.8, 86.5)

Best overall response of VGPR or better, % 69.5 66.6 45.2 61.3
Complete response or better (SCR/CR) 26.2 22.2 12.9 22.5
Very good partial response (VGPR) 39.3 44 4 32.3 38.7
Partial response (PR) 11.9 22.2 39.5 19.0

“The overall response rate (ORR) is defined as the proportion of patients who have a best overall response of
PR or better, i.e. sCR, CR, VGPR, or PR

e ORR (including CR+) in frail/int patients was 78.6%
(14.3%) vs 86.0% (26.3%) in fit patients

e For all patients receiving KRd, the KM median
estimate of treatment duration was 16.6 months
(99% confidence interval: 11.1, 19.8) (Figure 1)

e The KM median follow-up time was 15.9 months

Figure 1. Kaplan-Meier Plot of Duration of
Carfilzomib Treatment for KRd Patients

L 0.04 Number of Subjects at Risk:
KRd 177 162 136 106 80 64 95 41 37 20 4 0

0 2 4 6 8 10 12 14 16 18 20 22

Study Month

Duration of carfilzomib treatment is defined as the time from the first dose of carfilzomib to the last dose of
carfilzomib. For patients who have not discontinued carfilzomib, time is censored at their last recorded dose
date

Carfilzomib Utilisation

e Nearly all (97%) patients had a planned KRd dosing
schedule per EU label (twice weekly carfilzomib
20/27 mg/m?)?®

* |rrespective of the number of prior lines, patients
received on average 95% of the total expected

dose (95.9%, 95.1% and 91.6% for 1, 2 and =3
prior lines, respectively)

* The average % expected dose received by both
frail/int and fit patients was high and similar: 97% vs
96%, respectively

e Qut of 175 patients starting a twice-weekly
schedule, 9.0% switched to once-weekly

* |n practice, more delays (n=80 [44.9%]) than
reductions (25 [14.0%]) of carfilzomib dose were
used

Carfilzomib Discontinuation and Safety

e Among 74 patients discontinuing carfilzomib the
main reasons were disease progression/
refractoriness (25.7%), desired level of response
reached (20.3%), or an AE (17.6%)

e Salvage HSCT was planned for 29.7% of patients
discontinuing carfilzomib and Len

e One-third (34.3%) of KRd patientts reported Gr3+
AEs, including HT (3.4%) and cardiac failure (0.6%)
and 5 fatal events occurred.

* Blood disorders (12.4%) such as anemia and
neutropenia, and infections (11.2%) were the most
frequent events reported

CONCLUSIONS

* Patients receiving KRd in real-world were
consistent with those in the KRd arm of the
pivotal ASPIRE trial* in terms of age and prior
lines of therapy

Additionally, KRd is shown to be used in
practice in frail patients and was effective

Carfilzomib was appropriately prescribed per
EU label and could be maintained for long
durations leading to high overall response rates
and deep responses

The magnitude of response (CR/sCR) was
greater for KRd patients in earlier lines

KRd benefit-risk profile is consistent with
efficacy and safety data from ASPIRE trial
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