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Abstract

Carfilzomib, a selective proteasome inhibitor (PI), is approved for the treatment of patients with relapsed or refractory
multiple myeloma (MM). Combination regimens incorporating a PI and immunomodulatory drug (IMiD) have been
associated with deep responses and extended survival in patients with newly diagnosed MM (NDMM). Carfilzomib-based
combinations with immunomodulators are being extensively studied in the frontline setting. The objective of this review was
to describe efficacy and safety data for carfilzomib-based, PI/immunomodulatory combinations in NDMM. Information
sources were articles indexed in PubMed and abstracts from key hematology/oncology congresses published between
January 2012 and December 2018. PubMed and congresses were searched for prospective clinical studies assessing the
combination of carfilzomib with an IMiD for NDMM treatment. Retrospective and preclinical reports, case reports/series,
reviews, and clinical studies not evaluating carfilzomib—immunomodulator combinations in NDMM were excluded based on
review of titles and abstracts. A total of nine articles and 72 abstracts were deemed relevant and included in the review. A
total of six distinct carfilzomib-based, Pl/immunomodulator combination regimens have been evaluated in 12 clinical trials.
Overall, treatment with these regimens has resulted in deep responses, including high rates of negativity for minimal residual
disease. These deep responses have translated to long progression-free survival and overall survival rates. Efficacy results for
these regimens have generally been consistent across subgroups defined by age, transplant eligibility, and cytogenetic risk.
The safety profile of carfilzomib in NDMM is consistent with that observed in the relapsed-refractory MM setting. Clinical
studies have found that carfilzomib-based combinations with immunomodulators are highly active with a favorable safety
profile in NDMM. The carfilzomib, lenalidomide, and dexamethasone (KRd) drug backbone is a promising foundation for
treatment strategies aimed at achieving long-term, deep responses (functional cures) in the frontline setting. Several ongoing
studies are evaluating KRd, with or without anti-CD38 monoclonal antibodies.

Introduction

There were 138,509 new multiple myeloma (MM) cases
worldwide in 2016; in the United States, 30,770 projected
cases occurred in 2018 [1, 2]. The global incidence has
D< Ola Landgren increased sharply in recent decades, in part due to aging

landgrec @mskcc.org populations [1].

For newly diagnosed MM (NDMM) patients, the intro-
duction of proteasome inhibitors (PIs) and immunomodu-
latory drugs (IMiDs) has improved treatment responses
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synergistic activity mediated by enhanced proteasome tar-
geting, caspase activation, NF-kB inhibitory activity, and
downregulation of CRBN/IRF4/MYC signaling and MCL1
[4-6]. These modern combination regimens have been
associated with deep responses and improved progression-
free survival (PFS) and overall survival (OS) [7].

Carfilzomib is a selective, second-generation PI that
irreversibly binds the proteasome [8, 9]. This agent exerts
its antimyeloma activity through several actions including
unfolded protein stress response induction [10], NF-xB
prosurvival activity downregulation [11], modification of
bone turnover and the bone marrow microenvironment
leading to increased bone strength and compromised
microenvironmental support for myeloma cells [12—-14],
and induction of immunogenic myeloma cell death through
increased natural kill cell-mediated MM-cell lysis and
enhanced antigen presentation (Fig. 1) [12—-17]. Carfilzomib
has a structure (tetrapeptide epoxyketone) differentiated
from the first-generation PI bortezomib (dipeptide boronate)
[8]. Preclinical studies demonstrated that carfilzomib over-
comes bortezomib resistance [9] and that it does not reduce
neurite length or inhibit nonproteasomal targets like HtrA2/
Omi, effects which were observed with bortezomib [8].
Carfilzomib elicits deeper and more sustained proteasome
inhibition versus bortezomib [18].

In MM clinical trials, carfilzomib-based regimens
demonstrated robust efficacy and carfilzomib showed
single-agent activity; it is approved for treatment of
relapsed or refractory MM (RRMM). The approvals of
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Fig. 1 Mechanisms of action for carfilzomib [12-17]. ER endoplasmic
reticulum, HLA human leukocyte antigen, MM multiple myeloma,
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carfilzomib-based combination therapy were based on three
randomized phase 3 relapsed and/or refractory MM studies:
ASPIRE, ENDEAVOR, and A.RR.O.W. In ASPIRE
and ENDEAVOR, treatment with carfilzomib-based regi-
mens (ASPIRE: carfilzomib-lenalidomide—dexamethasone
[KRd]; ENDEAVOR: carfilzomib—dexamethasone [Kd])
resulted in superior PFS, OS, depth of response, and health-
related quality of life (QoL) versus recent standards of care
in patients with RRMM [19-24]. In A.R.R.O.W., treatment
with a more convenient once-weekly Kd regimen (carfil-
zomib 70 mg/m?) improved PFS and health-related QoL
compared with twice-weekly Kd (carfilzomib 27 mg/m?) in
patients with relapsed and refractory MM [25, 26].

Given the established efficacy of carfilzomib in RRMM
and the frontline potency of regimens incorporating
a PI-IMiD backbone, recent NDMM clinical trials
have evaluated combination regimens using carfilzomib-
based, PI-IMiD combinations. This systematic review
summarizes the efficacy and safety of these regimens
for NDMM.

Methods

Studies were collected from a search of PubMed and
abstracts from key hematology/oncology congresses pub-
lished between January 2012 and December 2018. The
following congresses were systemically searched between
January 2012 and December 2018: American Society of
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Hematology Annual Meeting, American Society of Clinical
Oncology Annual Meeting, European Hematology Asso-
ciation Annual Congress, Blood and Marrow Transplanta-
tion Tandem Meeting, European Society for Medical
Oncology Annual Congress, International Myeloma
Workshop, and the Lymphoma & Myeloma Congress.
PubMed and congresses were searched for prospective
clinical studies that assessed the combination of carfilzomib
with an IMiD in NDMM patients. Specific search terms
included “carfilzomib,” “Kyprolis,” “MM,” “thalidomide,”
“lenalidomide,” “pomalidomide,” “newly diagnosed,”
“transplant-eligible,” and “transplant-ineligible.” Three
hundred and eighty-four articles were identified and were
screened for relevancy to this review based on titles and
abstracts. Retrospective and preclinical reports, case reports/
series, reviews, and clinical studies not evaluating frontline
carfilzomib-immunomodulator combinations were exclu-
ded. Nine articles were deemed relevant for inclusion
(Fig. 2a). Six hundred and fifty-five abstracts were identi-
fied, 72 of which were deemed relevant (Fig. 2b).

A
PubMed database search
records
N=384
Reviews, case reports,
retrospective studies,
| preclinical studies
n=82 n=302
Manuscripts not reporting
on frontline carfilzomib-
immunomodulatory
combinations
n=73
Abstracts relevant to the
review
n=9
B

Search of key
hematology/oncology

congresses
N=655 Reviews, case reports,
retrospective studies,
preclinical studies
v
N=472 n=183

Abstracts not reporting on
frontline carfilzomib-
immunomodulatory

combinations
n=400

Abstracts relevant to the
review
N=72

Fig. 2 Identification of relevant manuscripts (a) and congress abstracts
(b). Duplicates and preclinical publications were filtered

Results
Activity of carfilzomib-IMiD combinations in NDMM

To date, six distinct carfilzomib—IMiD combinations have
been assessed in 12 NDMM clinical trials [27-51]. Key
study information and efficacy data (including minimal
residual disease [MRD] and MRD limit of detection) are
summarized in Tables 1 and 2 and described below. All
studies assessed twice-weekly carfilzomib unless stated
otherwise.

Carfilzomib-lenalidomide-dexamethasone

In NDMM, KRd has been examined in six distinct clinical
studies. In 2012, the MM Research Consortium (MMRC)
reported findings from a phase 1/2 study of KRd (n = 53;
transplant-eligible or -ineligible) [27]. Patients received
KRd induction until disease progression or unacceptable
toxicity for up to eight cycles (carfilzomib 20, 27, or
36 mg/m? in phase 1; 36 mg/m?* in phase 2). Transplant-
eligible patients who achieved >partial response (PR) after
cycle 4 had stem cell collection (SCC) and the option to
proceed with autologous stem cell transplantation (ASCT),
but per protocol, were to resume KRd after SCC. After
eight cycles, patients received KRd maintenance for a
maximum of 24 total KRd cycles. After four cycles, 38%
of patients achieved >near complete response (nCR;
defined as no detectable M protein on electrophoresis
independent of immunofixation status, stable bone disease,
and normal serum calcium concentration; phase 2 primary
endpoint). At a median follow-up of 13 months (median
treatment duration, 12 cycles), overall response rate (ORR)
was 98% including 42% with a stringent complete
response (SCR). Approximately two-thirds of patients who
completed =8 cycles achieved sCR. Among patients
with a complete response (CR/suspected CR), the MRD-
negativity rate was 91% (multiparametric flow cytometry
[MFC]). Notably, deep responses were obtained with KRd
alone as the seven patients who proceeded to ASCT were
censored for best response at the time of proceeding to
transplant because they did not resume KRd. PFS rates
were 97% and 92% at 12 and 24 months, respectively.
There were no major efficacy differences between stan-
dard- and high-risk cytogenetics subgroups, although
numbers were limited (standard risk, n =34; high risk,
n=17). In a subgroup analysis of the MMRC study
evaluating elderly patients (age =65 years; n=23), the
>very good PR (VGPR) rate was 91%; the sCR rate
was 65% [28]. Updated MMRC study results (median
follow-up, 4 years) showed that extended KRd treatment
increased sCR rates from 42 to 51% [29]. The 2- and
4-year PFS rates were 92% and 69%, respectively [29].

SPRINGER NATURE



0. Landgren et al.

2130

S1 pue ‘g ‘1 skep uo wy3ur ¢ aprueydsoydodph)

‘7T pue “G[ ‘g ‘T sAep uo Sw O XHA

‘871 sAep uo Sw [ TVHL

912K Kep-gz © Jo 91 pue ‘GT ‘6 ‘g ‘T ‘1 skep

uo (UOISIJUT AT UIW-(E) W/SUW G 10 ‘9¢ “LT ‘0T qIUOZ[YIe)
‘sa[aKo Teuonippe g o3 dn qsz

T wm swwaned S1OSV AQ pamoj[o) SA[AD 12 10§ ANOTIAD

91 PUE ‘G ‘6 ‘g T ‘I sAep uo Sw Og

XAd 87—1 sAep uo (uoneprjosuod) Sui (g 1o (uononpur)

8w 007 TVHL 0[94> Aep-8z © Jo 91 pue ‘G| ‘6 ‘g ‘T

‘1 skep uo NE\wE 96 IO ‘G ‘9¢ ‘LT qIUOZ[YIR)) ‘UONBPI[OSUOD

T PLY $9[Ad  pue LISV AQq pomol[of uononpur pLy| SA[IAD f

SI pue ‘g ‘1 skep uo NE\wE 00¢ oprweydsoydofoh)

(91 pue ‘ST '6 '8 ‘T 1

skep uo Sw 07 XA 171 sep uo Sw ¢z NHT 9[04o Aep-8¢

© JO 9 PUE ‘G[ ‘6 ‘g T ‘I SAEP UO [w/Sw 9¢ qruoz[yIe)
‘QourUdUIRW NHT-qIUOZ[YIed

10 NFT 01 PaZIwopuel swie [[y Py Jo so[oAd Z[ 1D wiry
SUONEPI[OSU0D P JO SAIKO

¥ pue LSV £Qq pamo[[oy uononpur pyy Jo sAKd ¢ 1g Wiy
$UOTIEPI[OSU0D P JO SA[IKO

I ¥ PUE LISV £q pamol[oy uononpur pO3 SAIAD ¢ 1y Wiy
(¥ 912ho 19330

PaMm/BuI 07) YIM/Bul 0 XA *T¢—1 SAvp U0 Buwi 67 NA'T

{91 PUE ‘G| ‘6 ‘g ‘T ‘I sAep U0 ([w/Bw 9¢ 10 Gp) quuoz|yie)
<Korx0) dqeidesorun 1o ‘qq ‘uonajduwos

JUAUIIEAT) [NUN PYY PANUNU0D AL Aue 1a)e aanisod-qyA
{uonenUNUOdSIP

210J0q SO[Ad P [euONIppe 7 904> Aue 1o)e AjaneSou

z -AYIA $9[0Ad 7] JO winwirxew € 10j s9[9Kd Aep-gz ur pyd

(UONEPI[OSU0d I0] 7T

Pue ‘G| °8 ‘T SAvp) €T pue ‘T ‘91 1 ‘6 '8 ° ‘1 sAep uo Swr g
XA ‘(edueuayurew Sutmp Sw ) 17— SAep uo Sw Gz NI'T

‘91 pue g1 ‘6

‘8 ‘T ‘1 sAep uo (UoIsNyUI AT UIW-()¢ * W/SW 9¢) QIUIOZ[Yre))
‘ooUBURUIEW NFT JO JeaK | U ‘UONEPI[OSUOd P

T J0 s9Ad § “LDSV AQ PamO[[0] uonanpur pyy Jo sA[IKd Inog
(uoneprjosuod SuLmp yoom/Sw (07) yeam/Sw 0 Xdd

121 sKep uo (g Ao ur Sw gT) Sw gz NA'T

‘(eoueuAUIEW J0J 9] PUE ‘G ‘T 1) 91 PuUt ‘G ‘6

‘8 ‘T ‘1 sKep uo (uoIsnyur AT UIW-()¢ * W/SW 9¢) qIUIOZ[Yre))
{QOUBURJUIBW PYY JO 182K | PUE ‘UONEPI[OSUOD P

T 30 S9Ad § “LDSV AQ PAMO[[O] uonInpur pyy JO SA[ILd Mo

91942 19138 DS WwamIopun syuaned 9[qISIP-LISY

£(1 91945 Jo | Aep UO paIAISIUIIPE J0U) €T PUB ‘7T ‘9T ‘ST ‘6 ‘8

7 ‘1 sKep uo (8-¢ $9[94d) Swi (] I0 (-] $9[04d) Sw 07 XAA

(1 91945 jo | Kep uo uoAIS jou) [g—] sAep uo Sw ¢z NAT

‘91 PUE ‘G ‘6 ‘g ‘T ‘[ SAep U (olsnjur AT unU-Og

/3w 9¢) quuioziyre) ‘sieak g o) dn 1oy dourudUEW NHT

7 ‘1oneq o s yim sjuened 104 'so[okd Kep-gg § 01 dn 1oy pyy

reuondo sem DSV

‘TT pue ‘G ‘g ‘T skep uo

( 9194 Jay3e Sw 07) Sw Op XA ‘121 sAep uo 5w 67 NH'T
‘(eourURUIEW SULIND 9T PUE ‘GT ‘T “T) 9 PUE ‘G ‘6 ‘8

‘T 1 sAep uo (w3 9¢ 10§ UIW () SASOP [W/FW LT IO ()T 10}
UOTSIUT AT UIW-(T O} -G % W/SW 9¢ 0 *LT ‘0T) QIuOZ[YIeD)

T 91949 191J8 popuUSWIIOdT

NAT 1u28e-9[3UIS g—6 SI[OAD 10] QouRUAUIEW P

<Kmd1x0) 9[qeidasoeun 1o

7 dd hun 1o s3[04d § 01 dn 10] $3[940 Aep-gz ur uononput Py

SI0KD 1
)R Akl YJOAZ -7 aseyd
ININQN P[qiBto-jue[dsuer], $9  ‘quuozjyred jo LI 1] oseud

s1eak G9-g1
a5e ‘WINAN 2[qiSie-jueydsuer, 16 uononpur 1oye el YJOAZ

s1eak 69>
a3e ‘IWINAN Q[qiSie-juerdsuer], YLy uononpur 1oye el YJDAZ

AL oW
NN 6 e AnaneSou-QIN Jo ey

s1eak 69> UONEPI[OSU0D
a8e ‘ININAN 21q1S1je-uefdsuer], o JO puR Je YOS Jo Aey

(suoneyu]
93e ou) INJNAN 2[qIS1e -Juejdsuer], 9/ 89940 Jo pud & YDs Jo ey

Al YIDAL ‘IWINS
@r=u Kyredomau

ININS ASH-YSIY 10 (S = 1) WINAN LS €2 opeId JNINAN

S0

191J YDUZ Jo vy 7 Iseyd

ININAN IqI8taur- ‘qruIOZ[yIed
pue o[qidia-juerdsuer], €S JOo LN pue KjoJes :] aseyq

BUWIAYOS UONB[RISD
-os0p ¢ + ¢ ‘7/q1 oseyd ‘pqei-uad  [pp] (PLY + oprweydsoydops)) ANOTIAD
ANOTIAD

7 aseyd ‘joqe[-uadp [17] (PLY) XAAVHLIVO
PLM

[8€] PO snsioa pyy
¢ oseyd ‘paziwopuey ‘HLIOA

BWIAYDS UONB[EISA-ISOP ¢ + ¢ “7/[ aseyd [9€] puY uoALp-osuodsar (YN

[c€] ouruUIRW
¢ oseyd ‘foqel-uado NAT+ LISV + PYY Apris AT

T oseyd (€] (LOSV + PAdD) DININ

Kpms jo11d 9AnNR[O1I0D pUR [EIIUID) [0€] @oueuaurewr NgT + P

UONE[BISI-AS0P I0] poylow ARND-ALLL
<7/1 oseyd ‘qe[-uadQ [£2] (LOSV moyia 10 pim ps) DIWIN

P

SUner 90UPIAd
Jo Anend juauneal],

v

uone[ndod juoneq N jutodpuo Arewg

uSisop Apmig Apmg

ewofeAw J[dnnuw pesouderp A[mau s sjuaned ur

SOIPN)S UONBUIQUIOD SNIp AIOJB[NPOWIOUNUII-QIUOZ[YIE) | dqel

SPRINGER NATURE



2131

Carfilzomib with immunomodulatory drugs for the treatment of newly diagnosed multiple myeloma

UONBZIWOPUET JNOYIM [el} PI[[ONUOD PAUSISIP-[[9AN T S[BL [EOIUI[O PIZIWOpPUEI pjonpuod pue paromod Apradord @] :smof[oJ se s oweyos Suner ayJ,

osuodsar [ented pooS A10A YJDA “AMUSU] YoIeasay Iooue)) [UONEN WOopSury payun JYON Y721 ‘POYIOW JUSWSSISSEA [BNUNUOD JUIAS-0}-0WN) YD
-7 LLL ‘OpTWOPI[ey) TYH.L ‘@SeasIp 9[qels (7S ‘osuodsar ajordwod juadurns yHs ‘osuodsar [enred Yy g ‘[BAIAINS 921j-uorssa13o1d §.7J ‘9seasIp 9A1ssa1301d (74 ‘[BAIAINS [[BIQAO SO ‘YI[ESH JO SIMNSU]
[euoneN HIN ‘ewofeAw o[dninuw pasouSerp A[mau NN ‘9SOP PRJeI[0) WINWIXBW (774 ‘9SeaSIP [enpIsal [BWIUNU (74 QSuodsal [eWIUIW Yy ‘WNNIOSUOD) YIIeasay BWORAA d[dnin

DWW “OPIWOPI[RUd] N7 ‘QUOSBYIOWEXIP pUB ‘OPIWOPI[EY) ‘qQIUIOZ[YIed pry ‘QUOSBUJOWERXp pU ‘OPIWOPI[EU] ‘QIUOZ[YILd pyy ‘Quoseyjouwrexop pue ‘Oprwopreud] ‘oprureydsoydo[ohd

‘qQruoz[yIed pyHy ‘snoudsenur A7 ‘QwoppAw np ouoydoouery odnoiSioluy pyg] ‘OUOSEYIOWEXIP X7 ‘qeUNWUMEBIRD VYV ‘QUOSEYOWEXIp pue ‘qruozoyoq ‘oprureydsoydooko

PAD ‘Quoseyjouwrexap pue ‘opruopifey) ‘oprueydsoydofokd prH ‘ouoseyiowrexap pue ‘oprwopieud] ‘oprueydsoydo[oko py) ‘esuodsar ajoiduwiod yH ‘Quoseyjouwrexap pue dpIwopIfey) ‘qruIoz[yred

oprureydsoydo[okd FNOTYAD “@UBUIUIBW SPIWOPI[RUS] PUE UOHEPI[OSUOD UIDAWOIYLIE[O PUE 9PIUOPI[RUS] YA UONONPUI qIUUOZ[YIRd (JyIg-1p) ‘uonejueidsuer; [[90 wa)s snoSo[oine 7HSY

-1 sAep uo Sw ¢z NA'T

(A[uo wire

PLD) S pue ‘g ‘| sAep uo 3w (g aprureydsoydojos)
(PYO3D 91-G1 Pue ‘6-8 ‘41 skep

10 (PAD PUE ‘PYD ‘PLI) ST-TI PUE ] s&ep uo Sw (o XA
{11 sAep uo 3w 00z-001 TVHL

91 pue ‘G ‘6 ‘g ‘T ‘1 sAep UO [wyFw 9¢ qruoz[yIe)

PADY pue

PYD 10J sAep 87 Pue pAD pue pLD I0J SAep [ 21om S[0L)
LOSYV 01 papaacold + YdOA Yim 3soy) pue

‘uonoNpuUI PuodAs se FUIYIOU 10 PAD O) PIZIWOPURI dIoM Yd
JHIN UM 9SO} ‘UONINPUT PUOIIS SB PAD PIAIAI asuodsar
wnwixew se qd/ds P siwaned ‘swae py) pue pLd Ay ul
$9douRId[OIUI 10 suodsar

TeWIXRUW [[UN PANUNUOD PUE SAIAD { JO WNWIUNW B IO]

sy oS ou ‘WINAN

uonezrwopuer

[8%] (PLD 10 pYD sns1on

[ Sem uononpur pyd 10 ‘PLD ‘PYDN YN JUSUIEaN uononpup J[qI1aul- 10 9[qiSia-yueidsuel], 9601 oea 10 SO pue SAd paziwopuel ‘[aqe[-uado ‘¢ aseyd  pYDI) [P € Iseyd [X BWORAN TYON N
PIDM
8-/ S9[94> 10] | Aep
PUE ‘g—¢ SI[ILD 10 G pue | sAep ‘7—[ S0 I0J 7T PUB ‘G|
‘g ‘1 sAep uo 38w 9] VIV (¥ 91945 1038 Sw ()7) APfeom
Sw 0 XAq ‘121 sKep uo Swr gz NH'T ¢ Pue [ sHoyo)
g1 pue ‘g ‘1 sAep uo mE\wE 96 qruoz[yIe)) g Huoyo)
91 PUB ‘G] ‘6 ‘8 °T ‘I SA®P U0 Wy/Sw 9¢ qUuoz[yre)) :] MOoyo) yea [p=1u ugisap a3e)s-omi ewmdo s uowrs
4 1591240 Aep-g7 1WS10 10§ VIAVA + PYA WINAN ‘SHOY0d OM T, ANADESoU-QYN  “QANR[ALIOD PUE [EIIUI[O ‘WIL-9[SUIS ‘T 5By [16] (VaVA+Pa) 0S606TE0LON
(41 s9[9K0) s)jeom  AI19A9 10 ‘(9—¢ SI[0Kd)
syeom 7 K10A9 ‘(7 pue | $9[0K0) Apeam 38w 91 vIvA
Sjeam/3uw O XAd
171 sAep uo Sw 6z NA'T
‘G pue ‘g ‘| sAep uo wysw (0, qruoz[yie)
*LOSV 0 ININQN RIq!31[our-
4 0P UOHENUNUOSIP 0 SAIAD ¢ 01 dn 10 VYV + PYN pue o[qrsijo-jue[dsuer], e Aiiqesejo) pue Kioges qr aseyd ‘pqef-uedo [6v] (VIVA+PED) 1001 AININ
qeumumnjexep snid pyy
A[rep 201m) 3w 0§ urAwonpLe))
‘dourURIUIRW
10§ Sw Q[ 10 (Y'Y 10)) 1¢-1 skep uo Swr gz NA'T
{(@yrd 10y) T pue ‘G1 ‘g
‘1 sAep uo 3w Ot 10 (pY] 10j) sAep qruoz[yreds uo Sw Oz XA
91945 Kep-gz ® Jo 91 pue ‘G|
‘6 ‘8 ‘T ‘T SABP UO (AT UIW-(E) [ W/FW GG 10 G qruOZ[YIE)
oouRUdIUIRW NHT
£q pamoyjoj asuodsal [ewIXeU [HUN UOTIEPI[OSUOD (TIg Uy}
‘syuaned AQISIR-1ISV 10§ OIS udy) ‘(dsuodsar [ewrxeur) ININQN PIq131[out-
T $O[0AD ATINDASUOD 7 10J urdjoid-JAl d[qeIs 10 ¥ [nun pyf pue a[qiSie-juedsuery, L paytodar JoN T aseyq [Lv] aag-1eD)
aytg-re)
,3UDRI 90USPIAD
Jo Anpend juauneal], uone[ndod jusneq N jutodpus Arewg ugisop Apmig Apmg

(panunuoo) | 3jqey

SPRINGER NATURE



0. Landgren et al.

2132

€9 D
68 “AdDAZ
{UOnNEPI[OSU0d
1978 asuodsay
ST D
86 -uon 99 -uon ‘89 IdDAZ s1eak 69—
-BPI[OSUOD  -EPI[OSUOD ‘uononput 3% ‘WINAN (191 (PL3D
pauodar joN  pautodar JoN  (Sypuowt 9¢) 7L payoral JON pawodar JoN R YV V/IN VIN VIN V/IN 1978 asuodsay 9[qiije-jueydsuery, 16 XAAVHLIVD
PLM
S(LDSV ou ‘sa[akd
T P £ SnsioA
(LDSV + PO
T€E SnsIA (LOSV
+ P v¥ YOS
S(LOSV ou ‘sa[akd
GOdIN uoneIouds T1 P LS SnsIoa
-pu0das £q (LOSV 0u ‘sa[okd | (LOSV +PO3D
P +§ sns1oA (LOSV + POSD 9L sns1aA (1DSV
TP sns19A (IDSV + P 8§ + P 68 MADAZ s1eak 69> [8€]
:(sisAeue :sojer asuodsar a%e ‘ININAN PO SnSIoA P
pauodar joN  panodar JoN pauodor joN  pauodar 10N LLD saler ooueudurewaly — pauodar joN  pauoder joN  pauodar joN  panodar 10N VIN VIN Q0URUIUIRWIAL] JqiSie-juedsuer], YLy ‘HLIOA
Adesoyy paojdwod
oym syuaned
G 10§ paje[noed
soyel asuodsay [9€] P uoALIp
pauodar joN  panodar JoN pauodor joN  pauodar 10N SOdN) 09 pauodarjoN  pauodarjoN  pauodarjoN  pauodarjoN  pauodar JoN pauodar 10N 09 ¥DZ ‘0F ‘MdDOA ININAN 6¢  -osuodsar QYN
19 “¥DZ 68 MdDAZR s1eak 69> [€] @ouruaIUIRW
H(ADA 2 i :uonEpI[OSU0d a3e ‘ININAN NATH+LOSV++
pauodar JoN  pauodar JON  (SQuow $7) 16 Paydeal 10N syuened ur passasse SDJN) 0L  parodar joN  pauodarjoN  pauodar joN  pauodar 10N VIN VN Jo uonapdwo) a[qiSije-juedsuer], oF P Apms AT
4D paimbar smus aaneSou-qIN
»(OAN) 06
J(SON) 8
81 99K Jo pud oouruIUIRW NFT JO 1eaK [ 1)y
e Aanesou (AN 96
-~@IN J(SON) 7L
KnaneSou-qIIN Suraaryor 181 9[KD
paureisns yim sianed 10j H6 H(OdN) S6
siuoned 10y 001 J(SON) L9 SL DS INIWAN @[qi812 (€l (LOSV
{(sypuowt 9¢) €6 panodar JoN  (stpuowt 9¢) 98 panodar JoN :g 9Ky pauodarjoN pamodorjoN pauodarjoN  pamodarjoN  panodar JoN pauodor 10N (87 NMDZ 16 “MdDAZ —uerdsuery, 9L  + P DANIN
[z€]
o(OdN) dn-mofjoj Ieof-g
(uorssarSoxd 79 “¥D 2AneSAU-IN PIm :PoUBUIUTEW
(s1e9K 9) 8 PaYdLRAI JON pauodar JoN 01 own) €29 (s = u) syuaned jo a3eiusoiag L9 L9 9 L pauodar 10N pauodar 10N £9 *¥DZ ‘86 *UdZ WINAN St NAT+ PO
MOUR Pim syudned ur passassy (AINS) 001
«(SDN) SL {(NINAN)
001 (AN 1010>-8) T6 95 DR {(INNS)
‘ININS ‘NINS 001 “(NINAN)
‘(uow g1) (SON) L9 79 2YOU= {(ININS)
T6 ‘(wpuow g[) (DN 10109-8) (01 001 ‘(NINAN) (T1) NS ¥su [0g] @ouruaurEWw
pauodor joN  pawodar JoN S6 ININAN payoral JON JNINAN ~ pauodarjoN  pauodarjoN  pauodarjoN  pauodar JoN  panodar JoN pauiodar JoN 68 “MdDAZ  -USiy 10 (Sf) WINAN LS NAT+ Pl
195qns s1eak
§9 98¢ ‘WINAN [82] (Apopa
(stpuowt 9¢) LLADU/IDS Pim swaned €9 DS [qisreur- pue ur pyy) siskjeue
(sypuowr 9¢) 001 parodar JoN 9'6L  pauodar 0N ur passasse (DN 10[09-0) 98 pauodar JoN  pauodarjoN  pauodal JoN 6L pawuodar 10N pauoda1 10N ‘6L *¥DZ 16 MdDAZ JqiSie-juedsuer], ¢z dnoiSqns DYWIN
l6T]
(LOSV moym
10 (s P
(sqpuow 8y) 69 ININAN R[qisijout- Apms DININ
(81 919K pue 9[qiSIje Jo dn-mojjoy
pauodar joN  pauodar JoN  ((Syiuow $7) g6 parodal JoN pauodar joN  pauodarjoN pauodarioN pauodarijoN  pauodarjoN  panodar 1oN pauodar 10N JO pud) 1S YOS —ueydsuer], €S [euonIppy
T oS INNAN QIqi31aut [Le] (LOSVY
(syuow $7) 76 (4D pawadsnsyyD yim syuaned (1DSV 79 YDU - pue 9[qISI[d INOYIM 10 [IM
panodarjoN  pamodor 10N (squow g[) L6 pamodar JoN ut passasse DN 10[09-0[) 16 (YOUR) 66 (OUR) 69 pamodarioN pamodorioN  (YOUR) L9 210J29) 6T 18 “MdDAR uedsuei], [39 PI) DANIN
2101
LOSV yim
pasooid LOSV yim
ySU pIepue)s ysu Yty s1eak 9> s1eak 92 jou piq Pa2o0Ig
sqiuuow ‘SO squuow ‘Sd sonouaolko (%) sne1s
%I SO UeIPIA 9% ‘el Sdd URIPIA. % Ananesou YN £q (YO2) asuodsoy a8e Aq (YD) asuodsay  uedsuen £q (YD) asuodsay (9) asuodsar 1sog uonejndod yusneq N Apmg

ewiofoAw o[dnnur pesousderp Ajmau ym syuaned ur

sorde1oyy uoneuIquod SnIp AIOJB[NPOWOUNWIWI-QIUOZ[YIEd JO ANANDY ¢ d|qel

SPRINGER NATURE



2133

Carfilzomib with immunomodulatory drugs for the treatment of newly diagnosed multiple myeloma

¢-0T—,_0I Jo Ayanisuag,
9-0T—¢_0T Jo AjAnIsuog,
0T X T Jo Kanisuag,
panodar Jou AyAnIsuag,

asuodsar Tented poo3 A1A ygoA

QIMINSU] YoIeasay Jooue)) [eUONBN WOopSurs] payun) JYON Y/ Osuodsar 910[dwiod JuaSuLns Y)s ‘[BAIAINS 991J-uolssaI3oid §.74 ‘9seasip dAIssa1301d (74 ‘[BAIAINS [[BIOAO §O ‘YI[BIH JO SIMIISU]
[euoneN HIN ‘Surouonbas uonerouad ixou gHN ‘BwofRAw J[dninuw pasouSerp A[Mau N ‘QSeasIp [eNpISal [BWIUIW (Fy/ ‘WNNIOSUO)) YOIeasdy BWORAIN (NN DYWA ‘Aneuwo)ko
mop omaweredninuw J iy ‘OPIWUOPI[RUI] NFT ‘QUOSEYIOWERXIP puUe ‘OPIWOPIEY) ‘qQIUOZ[YIRd Py ‘QUOSBYIOWEXIP PUB ‘OPIWOPIRUI] ‘qQIUIOZ[YIED pyy ‘QUOSBYIOWEXIP PuB ‘OpPIWOPI[BU]
‘oprwreydsoydo[o£o ‘qruuozigred pyHy ‘snoudaenul 4] ‘OwopAw np suoydoouesj adnoidioiuy p.f] ‘Quoseypowrexap X7 ‘Osuodsar ajo[dwiod Yy ‘OUOSBYIOWEXIP puB 9pIUIOpIey) ‘qIuoz[yIed
‘oprwreydsoydooAo FNOTIAD ‘9ouBUUIBW IPIWOPI[BUI] PUB UOHEPI[OSUOD UIDAWOIYILIE[O PUB SPIWIOPI[EUS] YIIM UONONPUl qIUOZ[YIRd (F¥yIg-4v) ‘uoneiue[dsuen [[90 wals snogojone [HSVY

(s1eaf ¢)
(PAD/PLD)
€°0S SNSIOA

panodar joN  pawodar JoN PIDN) S+9

panodor joN  pauodar 10N pauodar 10N

dn mofjoy
Jo awn je
aAre syuaned [y

pauodor JoN  (sypuowt Z) S6

pauodar JoN

pauiodar JoN

panodar JoN

(qDdI 10]02-8)

(PID) 96 snsioa

(PLD) €6 sns1oa (PYDN) LL
~LOSV 1s0d

{(pYD) 81 sns1oA

(PLD) 61 snsida (PYDN) L9
UONONPUI 1804

pooiq rexoyduad

ut oanisod QYN pue moLew
Juoq ur aAneSau YN € Judned
¢poojq [eroydurad ur aanisod YN
pue molrew

auoq ur aanisod QYN T uanRd
poojq Teroyduad pue morrewr
quoq ur oane3au (I ‘1 uened
:passasse syuaned ¢

panodar JoN

panodar joN  panodar JoN

pauodar joN  pauodar JoN

panodor joN  pawodar JoN

pauoder joN  pauodar joN

aopodar JoN  pauodar JoN

pauodor JoN  papodar JoN

(PYD) 6'TT SnsIdA
(PLD) T'ST sns1dA
(PID3) 0°1€ 4D
{(PYD) 1°T8 sns1on
(PLD) 1°9L sns1oA
(PID) 616 *4dDA
~LOSV 1oy

{(PYD) [°L sSnsiaA
(PLD) 89 snsioA
(PAD) L'LT 74D
{(PYD) 619

sns1aA (PLD)

8'TS sns1dA (PIDD)
€78 “ddDAR

VIN papodar JoN  uononput 181y Jo pug

D © pey

skesse QN

IIM SJUSWISSASSE
1y paepdwod
oym swaned ¢ [y

payiodar JoN panodar JoN

S1=u

0oF YOS £ dOs

0 4D Baigte]
LT 4dDOA papodar 10N €€ AdDA

[87] (PLD 10 PYO
SNSIOA PYD)

[em ¢ aseyq
ININAN QIQISto IX BWOPAN
Juedsuely, 9501 RION 3N
PADY
[CUSHES
paodwos)  [16] (VIVA+PAD)
INWAN 0T 0S606TE0LIN

JNNQN QlqiTou-
pur l6v] (VaIva +
aqqrSna-jueidsuely, 7T P 1001 AN

qewnumjesep snid pyy[

ININAN [q1out-
pue
pauodar joN  pauodar JoN pauodar JoN  papodar JoN pauodorjoN  pauodorjoN pouodor joN  pamodorjoN  poauodor joN  pauodar JoN pauodor JON L€ DR H8 "MdDAZ o[qidie-juerdsuel], L [L¥] a@aig-reD
aqlg-re)
€ 40s [v¥] (PLY+
(sypuowr 47 (sypuowt $7) 9L D% ‘69 ININAN Q[qi812 soydo|aA))
pue z1) 96 pouodarloN (squow g1) 6§  pauodar JoN pauodarjoN  pauodorioN pauodorioN panodorioN  panodarioN  panodar JoN S'€L  MdDAZ :$9Kd NIV -juepdsuel], +9 ANOTIAD
ANOTIAD
LOSVY yim
paadoxd LOSVY yim
YSU prepuv)s ysu yStH s1eak 69> s1eak 69z jou pIq paasoig
squuow ‘SO sypuowt ‘Sgd sonouagolko (%) smeis
9,*a1e1 SO URIPIN % ‘el Sid URIPIN 9% Knanesau YN £q (¥Dz) asuodsay 38e £q (YD) asuodsay  Juepdsuen £q (YD) dsuodsay (9) 2suodsar 1sog uonendod juoneq N Apmg

(Panunuod) z 3jqe]

SPRINGER NATURE



2134

0. Landgren et al.

A phase 2 study National Institutes of Health (NIH)
Clinical Center study evaluated KRd in transplant-eligible
or -ineligible patients with NDMM (n = 45) or smoldering
MM (SMM) at high risk of progression (n=12) [30].
Patients received eight KRd cycles then lenalidomide
maintenance. Carfilzomib (36 mg/mz) was administered for
the first 3 weeks of a 4-week cycle. Deep responses were
observed, with 62% (NDMM) and 100% (SMM) of patients
achieving >nCR [30]. The 1-year PFS rate in NDMM was
95% and all NDMM patients remained alive [30]. Thirty-
four of 45 enrolled NDMM patients (76%) achieved MRD-
negative status (MFC). MRD-negativite >nCR rates by
MFC were 100% (NDMM) and 92% (SMM); MRD-
negativity rates by next-generation sequencing (NGS) were
67% and 75%, respectively [30]. MRD negativity was
observed In hematopoietic progenitor cell grafts from 29/30
patients [31]. In a 5-year follow-up of the study (NDMM
cohort), the MRD-negative CR rate was 62%; median time
to progression was 67.3 months and the 6-year OS rate was
84% [32]. Depth of response and PFS were consistent
regardless of age (265 vs <65 years) or cytogenetic risk
[30, 32]. The NIH Clinical Center study was recently reo-
pened for enrollment with expanded sample size. Based on
results from the MMRC and NIH Clinical Center studies,
KRd is a treatment option for transplant-eligible and
-ineligible patients according to the National Comprehen-
sive Care Network guidelines.

Although extended KRd treatment without transplant in
the MMRC study showed strong clinical benefit, some
patients experienced progression [27]. Therefore, a second
phase 2 MMRC study added ASCT to KRd to evaluate if
further improvement of outcomes was possible [33, 34]. In
this study (n = 76), patients received four 28-day cycles of
KRd induction followed by ASCT. Following ASCT,
patients received four cycles of KRd consolidation and then
KRd maintenance for 10 cycles. Carfilzomib was adminis-
tered at 20/36 mg/m?. Response rates were 91% >VGPR,
78% =CR, and 75% sCR (primary endpoint) [33, 34].
Postconsolidation MRD-negative >CR rates were 67%
(NGS) and 95% (MFC) [34]. High rates of MRD negativity
after consolidation were found to be sustained through to
cycle 18 and after lenalidomide maintenance; this sustained
MRD negativity (cycle 18) correlated with 3-year PFS and
OS rates [34]. The 3-year PFS and OS rates for sustained
MRD negativity patients by NGS were 94 and 100%, which
were higher than those in the overall population (PFS, 86%;
0OS, 93%) [34]. Similar findings were observed in patients
with high-risk disease (n =27) [34].

The Intergroupe Francophone du Myelome also con-
ducted a phase 2 study evaluating KRd with ASCT [35].
Patients received four KRd induction cycles, ASCT, four
KRd consolidation cycles, and 1-year lenalidomide main-
tenance. Carfilzomib (20/36 mg/m?) was given for 3 weeks
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of each 4-week cycle. Postconsolidation ORR was 89%,
including 85% >VGPR and 61% >CR. MRD-negativity rate
was 70% by flow cytometry. Median PFS was not reached;
the 2-year PFS rate was 91%.

The high rates of MRD negativity observed with KRd
and integration of MRD assessments into standardized
response criteria [3] provided rationale for an ongoing
phase 1/2 study that is the first to evaluate MRD status as
a guide for KRd treatment duration in NDMM
patients [36]. During phase 1, patients receive carfilzomib
(45 or 56 mg/m?) with lenalidomide—dexamethasone to
determine the maximum tolerated dose (MTD) of carfil-
zomib. Patients who achieve MRD negativity after any
cycle receive two additional KRd cycles before treatment
discontinuation, whereas MRD-positive patients continue
therapy for <12 cycles, or until disease progression or
unacceptable toxicity. The phase 2 primary endpoint is
MRD negativity at the MTD. Phase 1 results established
the carfilzomib MTD at 56 mg/m”. The phase 2 portion of
the study is ongoing.

The demonstrated activity of KRd and the promising
efficacy of carfilzomib—cyclophosphamide—dexamethasone
(KCd) [37] in NDMM patients provided the rationale for
the randomized FORTE trial, where NDMM patients were
randomized 1:1:1 to four 28-day KCd cycles followed by
ASCT and four KCd consolidation cycles; or four 28-day
KRd cycles followed by ASCT and four KRd consolidation
cycles; or twelve KRd cycles [38]. Patients who complete
consolidation are randomized to Ilenalidomide versus
carfilzomib—lenalidomide maintenance. Carfilzomib was
administered at 20/36 mg/m>. A total of 474 patients were
randomized (KRd + ASCT, n=158; KCd+ASCT, n=
159; KRd 12 cycles, n =157). Premaintenance, 2VGPR
and sCR rates were higher in the KRd arms than in the KCd
arm (KRd + ASCT, 89 and 44%; KCd + ASCT, 76 and
32%; KRd 12 cycles, 87 and 43%). MRD-negativity rates
were also higher with KRd versus KCd (KRd + ASCT,
58%; KCd+ ASCT, 42%; KRd 12 cycles, 54%). These
benefits for KRd versus KCd were consistent, regardless of
the presence of high-risk disease. The sCR rates in the KRd
arms also compare favorably with the postconsolidation
sCR rate (28.9%) reported for the daratumumab—
bortezomib—thalidomide—dexamethasone arm in the phase 3
CASSIOPEIA study of this combination in transplant-
eligible NDMM [52].

Inspired by the NIH Clinical Center study, the ongoing
phase 2 GEM-CESAR trial is assessing KRd induction and
consolidation with ASCT for SMM at high risk of pro-
gression. Preliminary post-ASCT efficacy results (69%
2CR; 58% MRD negative) demonstrate the promise of this
approach [39]. An EMN-MSKCC randomized phase
2 study comparing KRd versus Rd in high-risk SMM has
recently started.
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Overall, the safety profile of KRd in NDMM patients has
been consistent with the profile observed in the ASPIRE
study. In the FORTE trial, rates of treatment discontinuation
due to adverse events (AEs) and fatal AEs were 8 and 1%,
whereas in ASPIRE these rates were 15% and 7%,
respectively (see Tables 3 and 4 for additional details)
[24, 38, 40].

Carfilzomib-thalidomide-dexamethasone

CARTHADEX was a phase 1/2 trial that evaluated
carfilzomib—thalidomide—dexamethasone (KTd) as induc-
tion and consolidation therapy in transplant-eligible NDMM
patients. During KTd induction, patients received four
cycles of carfilzomib 20/27, 20/36, 20/45, or 20/56 mg/mz.
In the overall population (N =91), KTd induction resulted
in an ORR of 90%, including a CR in 25% of patients and
a 2VGPR (primary endpoint) in 68% of patients [41].
Response rates improved with transplant and KTd con-
solidation (Table 2). After consolidation, patients with
standard- and high-risk disease showed no difference in
>VGPR rates and had similar CR rates. At a median follow-
up of 23 months, the median PFS was not reached and the
3-year PFS rate was 72%. A subsequent update of the
CARTHADEX trial assessed the impact of prolonged KTd
induction therapy (eight cycles) at carfilzomib 56 mg/m? on
depth of response [42]. Patients treated with prolonged KTd
induction (n = 26) had higher >VGPR and >CR rates at end
of induction compared with those treated with four KTd
induction cycles at 56 mg/m* (n=20). However, depth
of response between the two groups was noted to be similar
after completion of ASCT and consolidation [42]. Another
update of the CARTHADEX trial found that post-
consolidation sCR and VGPR rates were numerically higher
for the 36-56 versus 27 mg/m2 carfilzomib dose levels, but
that PFS/OS were similar between these doses [43].

Carfilzomib-cyclophosphamide-thalidomide-
dexamethasone

The phase 1/2 CYKLONE trial (N =64) examined a
four-drug regimen termed CYKLONE (carfilzomib-
cyclophosphamide—thalidomide—dexamethasone) for the
treatment of transplant-eligible NDMM patients [44]. The
MTD of carfilzomib in CYKLONE was 20/36 mg/m>
(phase 1 primary endpoint). The ORR across all treatment
cycles and dose levels was 91%. At the MTD, the >VGPR
rate after four cycles was 59% (phase 2 primary endpoint).
The safety of carfilzomib—thalidomide combinations
(KTd and CYKLONE) was consistent with previously
reported safety of both agents. Lack of overlapping toxi-
cities (especially neuropathy) between these two agents
allowed a favorable safety profile for these regimens.

Carfilzomib-clarithromycin-lenalidomide—-dexamethasone

Combination treatment with the antibiotic clarithromycin
plus a PI has been found preclinically to induce synergistic
cytotoxicity [45, 46]. The phase 2 Car-BiRD study (N = 72)
of carfilzomib—clarithromycin—lenalidomide—dexamethasone
(Car-BiRD) evaluated carfilzomib as part of a sequential
treatment strategy: Kd induction (until maximal response)
followed by BiRD consolidation and lenalidomide main-
tenance for transplant-eligible or -ineligible NDMM patients
[47]. Carfilzomib (30-min IV infusion) was given for the first
3 weeks of each 4-week cycle at a dose of 20/45 mg/m>
(first 26 patients) or 20/56 mg/m? (thereafter). Kd induction
resulted in an ORR of 91%, >VGPR rate of 71%, and a >CR
rate of 13%. Following BiRD consolidation, ORR, >VGPR,
and >CR rates improved to 100%, 95%, and 28%, respec-
tively. Lenalidomide maintenance further improved depth of
response in 19% of patients.

Carfilzomib-cyclophosphamide-lenalidomide-
dexamethasone

In the phase 3 UK NCRI Myeloma XI trial, transplant-
eligible patients were randomized to the upfront PI-based
quadruplet induction regimen of -carfilzomib—cyclopho-
sphamide—lenalidomide—dexamethasone (KCRd), or triplet
induction  therapy  (cyclophosphamide-lenalidomide—
dexamethasone [CRd] or cyclophosphamide—thalidomide—
dexamethasone [CTd]) [48]. Patients in the triplet
induction arms could have received a second induction
with bortezomib—cyclophosphamide—dexamethasone (VCd)
before ASCT depending on post first induction maximum
response (2VGPR, no second induction; PR or minor
response, randomized to VCd or nothing; stable or pro-
gressive disease, VCd as second induction). Carfilzomib
20/36 mg/m* was administered twice weekly for the first
3 weeks of each 4-week cycle. A total of 1056 patients
underwent induction randomization (CTd, n=265; CRd,
n=265; KCRd, n=>526). Deeper responses with
carfilzomib-based quadruplet versus IMiD-based triplet
treatment were observed at the end of first induction: the
>VGPR rate at end of initial induction was 82.3% for KCRd
versus 52.8 and 64.9% for CTd and CRd, respectively.
This difference in depth of response was sustained until
2100 days post-ASCT.

The quadruplet combination was well tolerated in
this large phase 3 trial [48]. Grade 23 neutropenia
occurred in 16% of KCRd patients, compared with 13%
for CTd and 22% for CRd. Grade >2 sensory neuropathy
rates were lower in the KCRd and CRd arms compared
with the CTd arm (~2% vs ~10%). The incidences of any-
grade cardiac failure and hypertension in the KCRd arm
were both <2%.
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NagX Carfilzomib-lenalidomide-dexamethasone plus
> O 9 ~ - d
o z E T o aratumumab
- o U8 Jd
] = o O U g
3 = 2z S 538 w»
2 2 E=ga) < @
g - g - =3 5 § £ é The phase 1b MMY1001 study evaluated KRd-
38 5 “§§ 5 z8 é B % E daratumumab in NDMM patients [49, 50]. Patients were
§§' é g?ﬂ é Eg ° § _Q;E S treated with this combination for <13 treatment cycles or
FEgy until discontinuation for ASCT. Carfilzomib (20/70 mg/m>
E.S £ &8 &
< E % =2 was administered once weekly. This combination (n =21)
2 g :é z resulted in an ORR of 100% with 91 and 57% of patients
g - ESF achieving >VGPR and >CR, respectively. The 1-year PFS
g T 3 B =S= 8 & P y y
Es E 5 5 LS & rate was 95%.
e & & & = £ ¢
24 5 w z = g5 5 An ongoing phase 2 trial is evaluating MRD using blood
a< z < z z ST 2Q
% 2 EA and bone marrow-based assays after KRd-daratumumab
- - - g %E § treatment for NDMM. Preliminary results showed the fea-
2 g 2 < . ey . . . . .
S g H g : § 8 2 sibility of longitudinal MRD tracking in three patients who
% ] 2 2 =2 s
2 3 3 © 3 SER%B completed the MRD assays [51].
(%] Z 4 < 4 E’ 5} M » K . .
g5 .2 The phase 2 ASCENT trial (NCT03289299) is assessin,
] p g
g & = SR the feasibility of KRd-daratumumab induction for high-
=) 8% g 3 B = .
= 22 2 | S ESZ risk SMM.
3 2o E43 [=x 2 S
2 £ 93 a =1
= 58 5S.% |SxE g2 . . A .
e g e 23E EED |35 &3 Safety of carfilzomib-IMiD combinations in NDMM
< z . 2 523 5% |ES<x
p § § 33 224 |EZES _ '
2 g TEE §E§§ & £ % < : i The safety profile of carfilzomib has been well established
; g £2F E2Se i Ei|BETE in RRMM, where it has shown to have manageable AEs
g S SEE 222Z 438F% X E S &
£ 2 S5 zEE2fist|ls88% 53] and a favorable benefit-risk profile given the observed
S s Z2<E 5255 8E2E|E 0= E p g
. ﬁ S o PFS/OS advantage. In this setting, the most common grade
z “ SR g g g g
g 3 g 2. & 3/4 AEs associated with single-agent carfilzomib were pri-
g g S 2gs geas P
zgg 5 é 'QO g = marily hematologic [54]. Cardiovascular events have also
§_§ g g s 3 been associated with carfilzomib, with hypertension (mainly
4 : z £ g E g,) grades 1 and 2) being the most common type. In a pooled
= < . .- . .
2 £253 s % £S7 analysis of phases 1-3 RRMM clinical studies (n =2044
z g 2 = E 3 o g M —; carfilzomib-exposed patients), any-grade and grade 23
g £ ¥ E; 3 § % 3 % 2 hypertension rates were 18.5% and 5.9%, respectively, and
£ E72: = & 3 R any-grade and grade >3 cardiac failure rates were 6.7% and
o] = Hhal Z =] Z % < =S S y-g g
- SEREE 4.4%, respectively [55]. Carfilzomib-associated cardiovas-
N - < .
5 £ g _§ _q;j g cular events have been found to be generally reversible and
ks 3 =S = . . .
H z z SS9t manageable, as reflected by relatively low carfilzomib dis-
g =iy S £ 2 5 . . .
z < 5 ES = =" £ § continuation rates across studies [55-57]. Furthermore, the
3 S @ S &7 SETCE efficacy benefit of carfilzomib in terms of reduction in
; = E RS the risk of progression/death has been found to outweigh the
E s E2 S J prog g
2 B 2 ° 834 3 risks observed with carfilzomib (including cardiac failure or
S 4 bS] E g 5~ 9 g
§ 22 s 22 35~ 3 f hypertension) among RRMM patients [55].
Z el & & « 5 13 . . .
] 52 B 52 o 5 882 Carfilzomib has been associated with low rates of per-
& =) E =) g <= O < p
= =) 2 <2 3 $2E20 ipheral neuropathy (PN) in RRMM, an AE associated with
z 23 g g2 3 S8 P paty
g EE & . £SEg o g bortezomib that may impair QoL and limit treatment duration
e EE 5 [58]. The low rate of PN with carfilzomib is consistent with
2 N3 o32Z
£ ~ - 2 ~ Sw 2= g reclinical results showing that in contrast to bortezomib,
<z Y0z p &
=) ER =S 5 § b carfilzomib has minimal activity against nonproteasomal
o = ] - = k=) . . . .
= = g g § % ES U proteases, including the stress-induced, prosurvival protease
R=| g — =2 0 N . . .. . . .
5|3 _ § £32 g2 9 5 = 273 HtrA2/0Omi [8]. This selectivity may explain the difference in
b 2 ‘;L = 2z 22 SESES PN incidence between the carfilzomib and bortezomib arms
2 R 3¢ :; % %E Ei E % = E:; in ENDEAVOR [19]. In ASPIRE, addition of carfilzomib to
E 5 L O + . .
el Z © & 2% g€ “ ::J gx 8= Rd did not increase PN rates [24].
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sN 8 NS5 The safety profile of carfilzomib—IMiD combination
0 ?é D E § 5 therapy in NDMM patients has been consistent with the
<" (SIS O — . .
S ©g £ E€gE known safety profile of carfilzomib. Below, we summarize
o L )
8 ?;Dé 5 53 'E g the above AEs of interest observed in the large, randomized
= = 2§ .
& Eo 22 é 5 g Z NDMM studies (FORTE and Myeloma XI). General safety
< ‘7 © & A= . . .
3 g5 éf ° M % g and AEs of interest for all NDMM studies are shown in

@ =8 58 o ¢ — 5

2 Srey <= &F EE> g Tables 3 and 4.

5| & gz 23 ESRE

o v g8 s 3 0

5 T 22 oFE =2 .3 .

3 £2 22 £33 EEgE Hematologic adverse events

¢l £ SFEEE 2 |28 35

£l ZE cE2e2 % |Befw .

& Ex EEgEE 3 2 E 2 &Z) Hematologic events were the most common AEs observed
% -% §' g ;S in frontline clinical trials of carfilzomib—IMiD combinations
§_2 % g : o (Table 4). The largest datasets come from the FORTE and

i — 7] . .

2 5.g Z2 83 Myeloma XI trials. In the FORTE trial, 18-22% of KRd

= S o o - 9 y

z £8 : 253 patients had 21 grade >3 or serious hematologic AE [38].
== = 5 19 .

% g E 9 %“_S = Hematologic AE rates were comparable for KRd and KCd

g 53 EEZ 8 (18-22% vs 17%). In the KCRd arm of the Myeloma XI

= S = =] = o0

2 fr:r‘g i E g E ;, g trial, rates of grade >3 neutropenia and thrombocytopenia

5 o 2 2 |o : ‘g E were 16.4%, and 8.4%, respectively [48].

) BE = = 2 ER L

£ 5S z z §8zc =
= %% 5 3 Peripheral neuropathy
5 = |EER
BER E |e8g®
By = = & 25 k, 2 Consistent with findings in RRMM, carfilzomib-based
e 8 . SN =l E L = g
EEDQ ) g 5 3 g 2 combination therapy has been associated with a low
@5% 2 2 |[EREE incidence of grade >2 PN in NDMM and a low rate of
o = 2 2 Q= . . . . .

Tas g = i _§‘ g % carfilzomib discontinuation or dose reductions due to PN

. ;’Dé'ﬂ g < % Q _ﬂ§ § (Table 4). In the KCRd arm of the Myeloma XI trial, grade

= < o~ <

5 o ;:“'é 2% £ —§ 92 & >2 motor and sensory neuropathy rates were ~3% each [48].

o - =3 o — % B=] .

8 e 22 i 2 |22 z = PN rates have not been reported for the FORTE trial.

S 5852 5 o |ESs d

| Bzsr Tt » |§BEE

| £EEg =& 3 EES .

5 252% E% R Cardiovascular events

= Z<ES OS2 c |583¢%

o =

= 2L 0 . :

g ~ @ ?: =y Cardiovascular events have been reported with

R g CE S o = P

£ PO EE carfilzomib—IMiD combinations in the frontline setting

| 9 5 j'dU: S g

g é S gg 3 (Table 4). In the FORTE trial, the rate of grade 3/4 or

g > EZ S ¢ serious cardiac events was 2-3% in the KRd arms and 3%

] I N 0 = S ~ . . . .

“ “ o “ g% > = in the KCd arm [38]. Hypertension (grade 3/4, or serious in
< %E i § severity) was reported in 8% of patients who received 12
z - g8 g2 KRd cycles and in 3% patients who received KRd or KCd
= g - —E % § with ASCT [38]. In the KCRd versus CRd versus CTd arms

= —_ —_ [PINS) .

£ £ = ° L EQ of the phase 3 Myeloma XI study, any-grade arrhythmia,

£ & BE g 32 P y y, any-g y

g g i,;f 2 -E gg heart failure, and hypertension were reported in approxi-

i e <E é 2 i:: 22 mately 2.3% versus 1% versus 1.5%, 1% versus 0% versus

3 =5 o < .

s g 55 2 e 2 - 0%, and <1% versus <1% versus <1% of patients [48].

A = BT Z k) g_g 8 2 P

. gSEC & Although cardiovascular events have been observed with

@ Q Y . . .

£ - - : 3 g ;’ carfilzomib, they appear to be manageable and reversible in
_ - §§ § Z ‘ED the majority of cases [56]. Importantly, grade >3 heart

= E g z J§ ; ‘f, . £ failure rates are relatively low considering carfilzomib
Q = .. . . . .

2 2 E = E/ §a EE 23 efficacy. Clinical experience with carfilzomib has aided
= | o = = — o = 03 . . o .
|2 = E = ESN IS ﬁ-é 5z g development of strategies for managing and mitigating
o | & = ° o S~ 2= a == 3 . .. . .

|5 O g S Q|2 E2 et 8 cardiovascular events [56, 57]; clinical guidelines have been
R z 2z E<|T R a5 « . . . . .
2| 8B = vaA|S=Z=29E23 &8 developed in collaboration with cardiologists to minimize
s|5|858 g3 2T wE328 3 opeC o . g

cl3l= v <302 & cardiotoxicity with carfilzomib treatment [59].
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Conclusions

Carfilzomib-based, PI-IMiD combination therapies have
been shown to be highly efficacious with a favorable
safety profile in NDMM, as evidenced by the data from
several studies (single-arm and randomized) reviewed
above. These regimens elicit deep and durable responses,
including MRD negativity, which have translated to high
PFS and OS rates. Furthermore, a consistent benefit for
these regimens has been observed across patient seg-
ments, including in both transplant-eligible and -ineligible
patients, across age subgroups, and regardless of cytoge-
netic risk. To date, results have been reported from only
one randomized phase 3 study of carfilzomib-based IMID
combination therapy in NDMM, and there are currently
no phase 3 data for how these therapies directly compare
with the most recent frontline standards of care. Future
data from such studies will be important for evaluating the
role of carfilzomib-based, PI-IMiD combination therapy
in NDMM.

Bortezomib-based, PI-IMiD triplet combinations are
considered standards of care in the frontline setting. For
example, VRd is considered a preferred regimen by the
NCCN for transplant-eligible and -ineligible patients based
on data showing that this regimen improved PFS and OS
compared with Rd. Despite the absence of controlled and
randomized trials, carfilzomib-based, PI-IMiD combina-
tions may offer several advantages relative to this standard
of care. For some patients, PN associated with bortezomib
may interrupt treatment, resulting in suboptimal response
and QoL. These patients may benefit from a carfilzomib-
based PI-IMiD regimen. Although there are currently no
head-to-head data of carfilzomib- versus bortezomib-based,
PI-IMiD therapy in NDMM, KRd (without or without
ASCT) is one of the most active frontline regimens
observed in NDMM studies [27-36, 38-40, 60]. Pre-
liminary data from the observational CoMMpass study
(NCTO01454297) suggest that improved response rates and
longer event-free survival are associated with KRd versus
VRd in NDMM [61], while other preliminary data from
CoMMpass and the Flatiron observational study suggest
longer treatment duration with VRd [62]. However, these
findings need to be validated in a prospective manner. The
ongoing, randomized phase 3 ENDURANCE study
(NCTO01863550; N =1000+), which is evaluating KRd
versus VRd, will provide important head-to-head data
regarding the benefit-risk profiles of carfilzomib- versus
bortezomib-based PI-IMiD therapy in NDMM, with the
limitation of capping carfilzomib treatment duration to nine
cycles.

Carfilzomib has been associated with manageable and
reversible cardiovascular events in RRMM, and these
events merit monitoring in NDMM. In a meta-analysis of

SPRINGER NATURE

NDMM and RRMM patients (N =2594), any-grade and
grade >3 congestive heart failure rates were 4.1% and 2.5%,
respectively [63].

The introduction of new antimyeloma agents has sig-
nificantly improved the outlook of MM patients; however,
MM remains an incurable disease. To achieve long-term
remissions or even functional cure for NDMM patients, the
most potent agents need to be used upfront. Based on
favorable clinical outcomes of carfilzomib therapies in the
relapsed setting, we believe that a carfilzomib—IMiD com-
bination will also benefit NDMM patients. Ongoing front-
line studies are evaluating the impact of adding new drugs
with novel mechanisms, such as monoclonal antibodies, to
the carfilzomib—IMiD combination to achieve functional
cures in MM.
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