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Carfilzomib should be administered intravenously
over 2 to 10 minutes, on two consecutive days
weekly (for 3 weeks (days 1, 2, 8, 9, 15, and 16),
followed by a 12 day rest period (days 17 to 28).
Recommended cycle one dose is 20 mg/m?/day, and,
if tolerated, the recommended dose for the second

JHAE - i and succeeding cycles is 27 mg/ m?/day.
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Indicated for patients who have received at least two prior therapies
including bortezomib and an immunomodulatory agent and have
demonstrated disease progression on or within 60 days of completion of
the last therapy.

L

R

—

s

H U S A

_

®
N

s

-
S

H k8T

o

o

ES

-

http://www.fda.gov/Drugs/InformationOnDrugs/ApprovedDrugs/ucm312
945.htm

Carfilzomib should be administered intravenously over 2 to 10 minutes,
on two consecutive days weekly (for 3 weeks (days 1, 2, 8, 9, 15, and 16),
followed by a 12 day rest period (days 17 to 28). Recommended cycle one
dose is 20 mg/m?/day, and, if tolerated, the recommended dose for the
second and succeeding cycles is 27 mg/ m?/day
http://www.accessdata.fda.gov/drugsatfda_docs/label/2012/2027141bl.pdf
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Clin Cancer Res. 2011 May 1;17(9):2734-43. doi:
10.1158/1078-0432.CCR-10-1950. Epub 2011 Mar 1.
Nonproteasomal targets of the proteasome inhibitors bortezomib and
carfilzomib: a link to clinical adverse events.

Arastu-Kapur S, Anderl JL, Kraus M, Parlati F, Shenk KD, Lee

SJ, Muchamuel T, Bennett MK, Driessen C, Ball AJ, Kirk CJ.

Blood (ASH Annual Meeting Abstracts) 2008 112: Abstract 2765
Myeloma - Pathophysiology and Preclinical Studies Excluding Therapy
Poster 11

The Selective Proteasome Inhibitor Carfilzomib Is Well Tolerated in
Experimental Animals with Dose Intensive Administration

Christopher J Kirk™”, Jing Jiang"~, Tony Muchamuel®”,Maya

Dajee’”, Deborah Swinarski®”, Monette Aujay’”,Mark K Bennett,
PhD"", Jinfu Yang"”, Evan Lewis'”,Guy Laidig"" and Christopher J.
Molineaux, PhD?

Blood. 2012 Oct 4;120(14):2817-25. doi:
10.1182/blood-2012-05-425934. Epub 2012 Jul 25.

A phase 2 study of single-agent carfilzomib (PX-171-003-Al) in patients
with relapsed and refractory multiple myeloma.

Siegel DS, Martin T, Wang M, Vij R, Jakubowiak AJ, Lonial S, Trudel
S, Kukreti V, Bahlis N, Alsina M, Chanan-Khan A, Buadi F, Reu

FJ, Somlo G, Zonder J, Song K, Stewart AK, Stadtmauer E, Kunkel

L, Wear S, Wong AF,Orlowski RZ, Jagannath S.

Blood. 2012 Jun 14;119(24):5661-70. doi:
10.1182/blood-2012-03-414359. Epub 2012 May 3.

An open-label, single-arm, phase 2 (PX-171-004) study of single-agent
carfilzomib in bortezomib-naive patients with relapsed and/or refractory
multiple myeloma.
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Vij R, Wang M, Kaufman JL, Lonial S, Jakubowiak AJ, Stewart

AK, Kukreti V, Jagannath S, McDonagh KT,Alsina M, Bahlis NJ, Reu
FJ, Gabrail NY, Belch A, Matous JV, Lee P, Rosen P, Sebag M, Vesole
DH, Kunkel LA,Wear SM, Wong AF, Orlowski RZ, Siegel DS.

Blood (ASH Annual Meeting Abstracts) 2008 112: Abstract 865
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Initial Results of PX-171-004, An Open-Label, Single-Arm, Phase I
Study of Carfilzomib (CFZ) in Patients with Relapsed Myeloma (MM)
Ravi Vij, MD'", Michael Wang, MD?",Robert Orlowski, MD, PhD*", A.
Keith Stewart, MBChB? Sundar Jagannath, MD*, Vishal Kukreti, MD,
FRCPC?® Jessica Taylor, BA®", Diana Fuhrman, BSN®" Scott
Cruickshank, MS®", Richard Schwartz, MD®",Lori Kunkel, MD®", David
Siegel, MD, PhD’ The Multiple Myeloma Research Consortium
(MMRC)?

Blood. 2012 Aug 30;120(9):1801-9. doi: 10.1182/blood-2012-04-422683.
Epub 2012 Jun 4.

A phase 1/2 study of carfilzomib in combination with lenalidomide and
low-dose dexamethasone as a frontline treatment for multiple myeloma.
Jakubowiak AJ, Dytfeld D, Griffith KA, Lebovic D, Vesole

DH, Jagannath S, Al-Zoubi A, Anderson T, Nordgren B,Detweiler-Short
K, Stockerl-Goldstein K, Ahmed A, Jobkar T, Durecki DE, McDonnell
K, Mietzel M, Couriel D,Kaminski M, Vij R.

Blood (ASH Annual Meeting Abstracts) 2012 120: Abstract 732

© 2012 American Society of Hematology

Phase Il Clinical and Correlative Study of Carfilzomib, Lenalidomide,
and Dexamethasone (CRd) in Newly Diagnosed Multiple Myeloma (MM)
Patients

Neha Korde, MD*, Adriana Zingone, MD, PhD"*,Mary Kwok,

MD™, Elisabet E. Manasanch, MD? Rene Costello ™!, Diamond
Zuchlinski, RN"* Marcia Mulquin, RN™, Irina Maric, MD? Katherine R
Calvo, MD, PhD*, Raul C. Braylan, MD?* Constance Yuan, MD,

PhD ™ Prashant Ramesh Tembhare, MD"®>,Maryalice Stetler-Stevenson,
MD, PhD"® Diane C Arthur, M.D.®, Mark Raffeld, MD’,Ligiang Xi,
MD"™’, Peter Choyke, MD"® Karen Kurdziel, MD®, Liza Lindenberg,
MD™®, Seth M. Steinberg, PhD"° Mark Roschewski, MD*® and Ola
Landgren, M.D., Ph.D.*!
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Blood. 2012 Oct 4;120(14):2817-25. doi:
10.1182/blood-2012-05-425934. Epub 2012 Jul 25.

A phase 2 study of single-agent carfilzomib (PX-171-003-Al) in patients
with relapsed and refractory multiple myeloma.

Siegel DS, Martin T, Wang M, Vij R, Jakubowiak AJ, Lonial S, Trudel
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1% K 137 (26.0) 1(0.2) 0
meyrzrryra =
o 127 (24.1) 13 (2.5) 1(0.2)
Uo7 BRI JiE 126 (24.0) 84 (16.0) 11 (2.1)
AR M v 126 (24.0) 3 (0.6) 0
g - 117 (22.2) 5 (1.0) 0
58 504 110 (20.9) 1(0.2) 0
4 Hp R i 109 (20.7) 50 (9.5) 4 (0.8)
GRiSL] 106 (20.2) 15 (2.9) 0
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AHRSE 94 (17.9) 0 0
g 84 (16.0) 1(0.2) 0

A & 83 (15.8) 7 (1.3) 0
RER 76 (14.4) 2 (0.4) 0

& 1L 75 (14.3) 15 (2.9) 2 (0.4)
1 ) E 73 (13.9) 12 (2.3) 1(0.2)
KAV 2 E 72 (13.7) 14 (2.7) 3 (0.6)
K~ 7 x>0 A

. 71 (13.5) 2 (0.4) 0
1 BRI A E 71 (13.5) 27 (5.1) 1(0.2)
VY % T 70 (13.3) 7 (1.3) 0
Jifi 9 67 (12.7) 52 (9.9) 3 (0.6)*
T AT PRT

VAN P SES S 66 (12.5) 15 (2.9) 1(0.2)
B0

FEIMESD F 66 (12.5) 5 (1.0) 1(0.2)
JE% T i JBR 64 (12.2) 3 (0.6) 0
B IR 63 (12.0) 1(0.2) 0
35 63 (12.0) 12 (2.3) 1(0.2)
e A 62 (11.8) 16 (3.0) 3 (0.6)
i BEE g 60 (11.4) 3 (0.6) 0
T AV I E 58 (11.0) 13 (2.5) 8 (1.5)
U 12 1 JiE 55 (10.5) 24 (4.6) 3 (0.6)
KR A e 54 (10.3) 31 (5.9) 3 (0.6)
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1) INFESCERZR L

¥CICH-GCP YLD R R ER I HOWT T, FOEREHTHL,

(2) Peer-reviewed journal O#RFL, AZ « 7 F VI ZE DS IR

1) W& 7eL

(3) #HFEFEA~OIEERTEREEL TORRHIR T

S ZANNSSIPRAE CE Tk

1)it#EZel
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1) FtdiZe L

(4) 2 XUFHLIR S ORBIRA AR T AL ~OFLHIR B

<WBIMZBTDHTART A5 >
1) NCCN Clinical Practice Guidelines in Oncology

Multiple Myeloma Version 2. 2013
MYEL-D (2 of 2) IZFC #k :
IR EBRNVT Y IT K OREFETHE (IMIDs) 25 ¢ 2 [BIORTREERHY | IR IR
#E1T (Progressive Disease:PD) IRf £72 1L A& TR AL T 1% 60 H LLINITR B3 EITL
7o BREITEIEEO LR M RIEEE OV L N—UFIELL TEAR DD,
Indicated for patients who have received at least two prior therapies including
bortezomib and an immunomodulatory agent and have demonstrated disease
progression on or within 60 days of completion of the last therapy.

<HRICBITDLHTART AL >

D) 2RO RS & 3, B AREHESS[] p59 LV
BOR T &L 72> T D% [ 75 2188 )3 (Grade3 O R A A % e 75 1% 0.8 % LK
FEEME) THZEN YRS TNDE T BT 7Y — A ERITHS, T T T/ — 4
~OFEG N[ THDHT-, BOR LR W W BLE 1 23 Fifee 32 al gEdE D
HD, KETITHAITOE I FHRBROMEREZB E X 2012 F 7 AIT&RINT,
BEOETIEE VN FERBR A EHI N T0D,

(5) LW EIAR DAL TOREIR BB AL K& O R A8 5208 (ERE (1) BIAR) 122
W

1) EPICIB W TR/ EEG T 3 (BR) 28 T/ I AR 23 Tho.
20 WL E OB TR LR T B E A X R EL 7 ONO-7057
(carfilzomib) O 1 /T FHEER.

(6) Lo (1) 135 (5) s E 2 =B LEDZ B PE Iz >N T

<BELEIRE - R IZONT>

PLFn, B 3%y,

1) ZRMEEBEEL WIS EDIERE FIEPEL L T W E MR ERE ChHZ
L

2) AN TYITRVFURINEZ G, AL TEBINTWDLIEHF TOIRIE D%
IZHEAT LG A THORREBRHDLIENRHEINTNDIE,

3) AFNIKETBHZARINTWDZE,

4. BT _RExHBOBEHEFDOFER

1) AR ETOHR 2 LT DM ERIRROBR,
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1) A phase 2 study of single-agent carfilzomib (PX-171-003-A1) in patients with
relapsed and refractory multiple myeloma
Blood 2012; 120: 2817-2825
2) KYPROLIS ¥t 3¢ #
3)NCCN Clinical Practice Guidelines in Oncology
Multiple Myeloma Version 2. 2013
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