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Analyses of Real-World Data on Overall Survival in Multiple Myeloma Patients With 23 Prior Lines of Therapy
Including a Pl and an IMiD, or Double Refractory to a Pl and an IMiD
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I NTRO D u CTI o N 4 Drugs considered for regimen analysis were the following: - In both datasets, patients received a median of 3 prior LOTSs at eligibility 4 Median OS for patients meeting Criteria 1and Criteria 2 4 The eligibility criteria for enrollment in SIRIUS were similar to the cohort of
‘ ' ‘ ‘ ' ' ‘ . _ . . . _ . ' _ o patients identified by the historical analyses presented here
— Core drugs: thalidomide, bortezomib, lenalidomide, melphalan, pomalidomide, — Table 3 shows treatment (including carfilzomib and pomalidomide) at eligibility — 6.7 months and 11.5 months, respectively, in the IMS LifeLink dataset (P = 0.1196)
4 Over the past decade, the median overall survival (OS) of patients with multiple carfilzomib, and cyclophosphamide and last LOT _ 73 months and 103 months, respectively, in the OPTUM dataset (P = 0.7113) 4 A naive comparison of the OS Kaplar?—l\/\eier curve from the SIRIUS study
. . . : : , FEsp Ys : (17.5 months) and the pooled analysis of both datasets (7.9 months) suggests a
myeloma (MM) has increased to approximately 6 to 8 years, in part, as a result of _ Steroids: dexamethasone. prednisone. and prednisolone . e P
| 1 : P ’ P . ; - . survival benefit with daratumumab versus the real-world historical control
novel treatments Table 3. Treatment Regimens Received by the Eligible Population ‘ .
‘ . ‘ ‘ ' S — Other MM drugs: vincristine, etoposide, doxorubicin, bendamustine, and Pooled OS and Refractory Status in the IMS LifeLink and OPTUM (difference of 10.2 months; Figure 3)
4 Despite the introduction of the immunomodulatory drugs (IMiDs) thalidomide vorinostat o ) ) oole Datasets S o o . . _
and lenalidomide and the proteasome inhibitor (PI) bortezomib, most patients IMS ::"fil".':fl.':at:’/e"ts O:Tll.!lv.l;?-:ler:/ts tllaati:inot:"/ — Alimitation of this naive comparison is that the first patients were enrolled in
i i at eligibility, at eligibility, % atlas , . . ; o . . ,
relapse and outcomes are poor in relapsed or refractory patients? ) Regimen (Ng= 500‘), 0 (Ng= 162;, 0 (N = 662) 0 4 Median OS by refractory status was not significantly different between the ?IRMSA” Ch)‘ctob‘er|2013 anTi the|r|pr‘|or treatment regimens were likely to differ
, , , , Study Endpoints and Analyses IMS LifeLink and OPTUM datasets (Figure 2) rom the historical control population

- An International Myeloma Working Group (IMWG) study published in 2012 Bortezomib only
determined that the median OS of patients refractory to bortezomib and + Median OS from the start of last LOT was assessed using Kaplan-Meier plot (no IMiDs/cytotoxic agent) 28.8 278 16:0 — Median OS was 7.5 months and 8.5 months among double refractory patients
refractory to =1 IMiD was 9 months? estimates with 95% confidence intervals (Cls) for the full cohort, and additionally identified in the IMS LifeLink (n = 253) and OPTUM (n = 97) datasets

for cohorts of patients meeting Criteria1and 2 Leraldomid=ithalidomd=enty 2 H0 £ LsH respectively (P = 0.8052) ' 1.0 Median OS,

4 Since the IMWG study, other therapies have been approved for relapsed and Seriezemils + lerel derida i e 00 3 months  95%Cl
refractory MM in the United States, including pomalidomide (IMiD) in 2013 and — Criteria 1: Double refractory disease (per Table 1) to a Pl and an IMiD (scytotoxic agent) 212 222 8.5 _ Among triple/quadruple refractory patients, median OS was 51 months in the v ool e — —E
carfilzomib (PI) in 2012 ifeLi = i =23 el I — Total cohort 79 69-89

(PD * Further, subgroup analyses were conducted on those who were only Bortezomib + cytotoxic agent 6.8 9.2 5.6 ;ﬁSOLZZ;;;k dataset (n =70) and 31 months in the OPTUM dataset (n = 23; £ 074 DZjblc:r;actory -8 2089

- In the phase 3 MM-003 study of refractory or relapsed/refractory MM, double refraFtory and on those who were triple/quadruple refractory to a Any cytotoxic agent c9 30 101 ' -% 064 * <ee Triple/quadruple refractory 51 2687
pomalidomide plus low-dose dexamethasone provided a median OS of Pland an IMiD a :
13.1 months3 Any carfilzomib 5.8 5.5* 199 A ) ) 05

' — Criteria 2: Patients treated with 23 LOTs, including a Pl and an IMiD, and showed . 1.0 -h Median OS, C 04-
. . o . . Steroid only 4.0 4.3 7.3 months 95% ClI i)
— Among patients treated with carfilzomib for relapsed/refractory MM treated in disease progression within 60 days of completion of last regimen (but not o 099 -'g-.\ ST prm— — — 2 034
[ 4 double refractor Any pomalidomide 2.8 31 12.4 > 13 : 1-8.
the phase 3 FOCUS study, median OS was 10.2 months y) yp = 08 ‘\ «ee. Triple/quadruple refractory 5.1 3.5-8.7 3 0.2 1
. . . . . . [%5] _ < L o

4 To fully evaluate the potential benefit of novel agents for the treatment of 4 OS was defined based on death or loss to follow up >30 days prior to study l;j:jtlfx?gjztthahdom'de ’ 1.0 2.5 0.8 g 0.7 ‘:,{ 0.1
patients with MM who are heavily pretreated and refractory, it is important to end date .'E 0.6 2;‘-_\ 0.0 I e e e L B e e e e e
understand patient outcomes based on current real-world experience Bendamustine 0.4 0 14 w05 Y 0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60

LOT, line of therapy; IMiD, immunomodulatory drug. c 04 1 E:‘ L Time, months
*Two patients (1.2%) received both carfilzomib and pomalidomide. R e ,',',',’ Maug,, } | !
R E S u LTS *Eight patients received both carfilzomib and pomalidomide. g 0.3 1 S L - A =10.2 months
a : .
OBJECTIVES 2] | R
Patients O\’era" Su rvival o 0.1 4 g ; 05, overall survival; Cl, confidence interval; NE, not estimable.
4 To determine the median OS of patients with heavily pretreated or double 0.0 - r . " . . .
refractory MM, and to assess the need for new therapies in relapsed disease 4 For the IMS LifeLink database, 4,030 patients with MM were screened 4 Median OS for all eligible patients was similar between the 2 datasets 0 3 6 O 121518 21 24 27 30 33 36 39 42 45 48 5] 54 57 60 Flgurle ::-. Nalze CO;nPiﬂsontoios in the SIRIUS study with pooled dataset
' (P=0.5358) ‘ populations by refractory status.
— Approximately 90% of patients were diagnosed with MM in 2006 or later Time, months
. o . - 79 months in the IMS LifeLink dataset (95% Cl, 6.2-9.1; Figure 1A) B
- 500 patients met the criteria for the target population . 1.0 Median OS,
— 79 months in the OPTUM dataset (95% Cl, 6.4-10.3; Figure 1B) 09+ months  95% CI
* 323 patients met Criteria 1 g 08 Vi ==+ Double refractory 8.5 6.2-1.3 C o N C L u S I o N S

4 Medical records were screened from 2 independent databases; both comprised «177 patients onl ¢ Criteria 2 S R «+++ Triple/quadruple refractory 31 1.6-13.4
US patients only patients only met Criteria A 2 o74% % . .

4 For the OPTUM database. 3 837 pati th MM q 1.0 L 064 o= 4+ Analyses of real-world data from 2 independent, US patient databases
- . . or the atabase, 3, atients wit were screene ~ - % . : o . e . . .

- The IMS LifeLink: IMS Oncology Electronic Medical Records database P E 094 Median OS =79 months (95% Cl, 6.2-9.1) § 0545 indicated that outcomes remain poor among patients with MM who are
(IMS Health Incorporated, Danbury, CT) over the indexing period of 2000 to — Approximately 90% of patients were diagnosed after 2009 o 28] o oad [i: [ heaVlflv pretreated :nd/_or hlghllzl refraCfflorv. <_1I<:SPl:e the al\{:llalfgltv and
2014 c 0.7 © : use of newer Pls and IMiDs, such as carfilzomib and pomalidomide

- 162 patients met the criteria for the target population '% 0.6 5 031 T e . . . . .
— The OPTUM database (OPTUM, Inc., Eden Prairie, MN) over the indexing period S os S 02 e e 4 A median OS of approximately 8 months was observed in patients with
of 2007 to 2014 *120 patients met Criteria 1 o 0'4 ] & o1 : T 23 LOTs (including a Pl and an IMiD) or those refractory to a Pl and an IMiD
o ’ N R .
4 Inclusion criteria * 42 patients only met Criteria 2 £ 0379 0.0 T T T T T T T T T T T T T T T 4 These data highlight the critical need for new treatments for patients
' . , o S 021 0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 5/ 60 with advanced MM and provide a point of reference against which novel
— Patients with a diagnos'is of MM from 2000 to 2011in tf‘]e‘ll\/\S LifeLink database + Patient demographics of the target study populations are summarized in Table 2 s 01- 1 Time, months agents can be evaluated
and from 2007 to 2014 in the OPTUM database were eligible 0.0 —r—1r—"r—r—r—1r—r—r—-"1-"1—"T"T"-"T""—"T"—"T"T7" o . . . o
0.9 codes for MM 03X, 203.0X. 203.00X. 203.01X. and 203.02% in Table 2. Patient Demographics 0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 5] 54 57 60 05, overall survival; CI, confidence interval. 4 A comparison of the median OS observed in the IMS LifeLink and OPTUM
* |CD-9 codes for were ,203.0X, 203.00X, 203.01X, an ) inthe i i
IS LifeLink and OPTUM databases IMS LifeLink database  OPTUM dtabase Time, months Firis 2, Madian 08 bsasd onFafractory seasis foratisnta n (A3 tha WS Lifelini bamefit i patients with heavily pretrested and/or highly efractory MM
Characteristic (N =500) (N=162) and (B) the OPTUM datasets.
— No other cancer diagnosis prior to diagnosis of MM, with the exception of :
. . . Median (range) age, years B. o ' o
benign and in situ neoplasms, basal cell carcinoma, and squamous cell At diagnosis 66 (31-82) 66 (35-83) 1.0 4 Pooled analyses indicated that the median OS was 7.9 months for the eligible
carcinoma At eligibility 70 (36-85) 67 (39-85) Y 09- Median OS =79 months (95% Cl, 6.4-10.3) population (n = 662), 7.8 months for patients who were only double refractory REFERENCES
) . . L “® - n =350), and 5.1 months for patients who were triple/quadruple refractor , zeau C. i . 2015:35:e504-¢511.
— Patients were required to have received >3 prior lines of therapy (LOTs), Male, n (%) 258 (52) 94 (58) % gi | En - 93) : g plefq g Y 12AxrfaarusiTeotua|ef:uiei125;§1§/zlg;1cgfg;m oo
including a Pl and an IMiD, and show disease progression within 60 days of . . o 3. Dimopoulos MA, et al. Haematologica. 2015,100(10):1327-1333,
- i Median (range) prior LOTs 3(1-25) 3(1-8) S 064 4. Ludwig H, et al. Ann Oncol. 2014;25(suppl 5):vI-v41. Abstract LBA2S.
completion of the most recent regimen, OR be refractory to both a Pl and an : - : . @ 5. de Weers M, et al. J Immunol. 2011:186(3)1840-1848.
IMiD. Refractoriness to a Pl or an IMiD was established if any of the definitions E3 S”OE 'AOTi'l'”d?d'”tg aPl a(':/d)a” IMID, 177 (35) 42 (26) w5 05 Comparison of Median OS in Combined Datasets With Clinical 6 Lokhorst i, t . N Engh e, 205370020712
contained in Table 1were met ut not double retractory, n {7 c 044 St - Lonial S, et al. Lancet. 2015. In press.
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IMiD and treated with daratumumab monotherapy (16 mg/kg)’
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