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1 ERXFIEROBERUREORERE

1.1 HRRAROER

1.1.1 E&PORR
Plerixafor (U1 F. plerixafor & 5 x AMD3100) i || - £ v 6sishiEn T

DOEs 7 LERETHY, relh4 T8 E CXCRY 125 L TRAIH0BIRBYICHR L, 08
KRBV H > FTHEA Fo—<H#ARERF-1a (SDF-la) O#GFHEETLI 77 —A A2 ¥
FADQEHTHS, —HOE MEREY LA (HV) BT, MlRaNICBAT SR EEL
LT Cxcraic#Ea T2 = &b, iAo Hv g o 8 o< [ | TN o~
) icpa s o & o I R r s m B b B e — D I D BRI & S L = 1,
AnortMED Inc (ELF, AnotMED #t) 7% plerixafor MBHREHEX G L, EBHREMBELHENE UL, BHEAR
OFIAEEPE T, plenixafor 2 # 5 S h /- fEEHERE R U HIV BF T2 e[ ¥ 72 5 i ERE M52 S
bz Z L 6(1)2). plenxafor EOE QITEMESHMROBMBE~LI VL ohi,

2006 £ AnorMED # & Genzyme D& if, FO# D 2011 £ Genzyme # + ¥/ 7 1« #HO &%
FT, Y7 o8BS (BT, PHE) HAXETORBEREMELE,

1.12 ERAEFE
CXCR4 R UFF @I > FCh D SDF-laiit MEmE#MROEHE~D 77 4 v F 2 FRUTHR—3

YZIBWTHELZAGNESZE-TVWLH EZLNATVWA(3). ##ilail CXCR4 ZRE L, HH
@A b a—<ifilad BETEYIZELET S SDF-1e Db FEEEERIC LV FREICBE T2 Z Laimoh
Ta, Ml EeicBiE L %3, sMlaRimo CXICRY B PHEAIC SDF-1a 241 LT, XidfhoiE
FHOTOFEENMLT, SGHRAOEHEEE~0EFEMEI TS LEZ AN TS, plerxafor IZ X Vi
M X h S B i BRI B MR BR P 5 i TSR AR 2 o NIX, CXCR4 t SDF-laBlO#REESMAEIZLS B
D LFEZ LGN, TORKE, EREDICRE#RE L ZEEMROREAHERTS Z L L 72 5(4), Plerixafor
IL-TEE shi- CD34 BtEMITRELZ R L T, BB CHEMELZF T B TASR TS
ZERTES,

113 BERBHEOHPEMNERL plerixafor REOES

EZRVEEHEE MM | HRIFVU 8 (NHL) |, AP F U -8 (HL) , HEFEL S
FOMOBRALBE T, KEEFRESETESNS Z L35 5(5). KE{LFERIEITEHEIS ITEE
M)A TH Y, FHOMRE L 3ZROME (R, @m ., FPEK) OoFE0iH
ICEmE R OBESLETHS, BREICEH S EnEMERIT AR, PR, FKi5mH» S8
HIZENTE, Bk (BEEH M) RUEEAE (FHr—2b) OowFhhb LEIREEET
»HBD,
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HZBA & 2\ IZRIFEBE O W a £hiid 2 20O HWrE, WA, BE B OSMERIGE, K
FT—OFRERELZOEREZZE L, WiESND, EIEMILO B ZBHILE M EE kT 2 K&
{214 OO 3 M RE K OIS RE D [RI1E D 72012 1980 4ELIRE, I FEfi s h T& TRV, BHEB
HEDHK) 80%(% MM, NHL. HL (2%} LTI TV 5(5),

HZBAE ClE, BT 5 & M Al A oD B0 8 8 C RS AR A 0O RTREME DM A . D A5 FH 23
FEEIND(6), EFIRAETIX, RMIEER M H OXE MEsHifa i3 72 < CD34 BErila i 5 cells/ul LA
TTHY ., FMERTF 0.05%AK5H TH 5 (7)8)9). L=~ T, Ml 2 85 OFIENL TH 5 B
DHRMIMFIE TEHE | T20ER™H D, B ORI EmsMiz B8 B3 57001, b
EAL YA S A U (FICERER 2 2 =— R+ (G-CSF) Th D) XIrENA A% HEild
BUVNEBEHE G TN S, B FZBHE ORI E e CD34 B EAIE O F B4k E 2 X 10° cells/kg & % %
ENTVDHEOOA0)(11)(12), & HIZE B 5X10° cells/kg 2 FAWVAUREZ R £ 5
(11)(13)(14)(15),

BIfE, MM J OYNHL BTk 5 B F AR M AR ER U 1% G-CSF 23 & 41TV %, plerixafor
Z G-CSF L 542 2 L12 XL V| G-CSF M F G- Tl Hor R EO R M ML asfifia 215 5 2 & 23 Hk
mnbE (BB AR poor mobilizer) DZ BBAEFREL 2D b D LB b, BEDTHROYL
ENHHTE D, WHhOLZBIERRBEEDESICOVTIL, BEOHERFICRKE S HEBINLZDH
B LY BN KB IZ S < HE16)I2 XL D & G-CSF B 52 X 28 B AR B HEE 13X NHL
T 26.8%. MM T 6.3%& HE SN TV D, BB AR BFE CTIIAN MR IS 7 BT T S 4125 23,
HACHN LB 2R MR CE 9, BHEZKIEE I 5250 WEE b FEET 2. £72, B8
AREBRETRVWEFICBWTCHLLERT 7 2 L— AEHOHIEIL, BEOABEERT 7z L—T A
IZFED Y 27 OEIZ 72 0 | FERAICEHMIBIN ROBEICER L2 b D EEZ BND,

I, I, XY ZEO CD34 EEMI ORI X o TREIO M ER ORERERIE 3 W fFC &
% Z ENB(7), plerixafor i FIZ X 2 KRN OBEEE O XV REEO RN HTE 5,

plerixafor D EFK _EOALE ST IZ-2U Tl “International myeloma working group (IMWG) consensus
statement and guidelines” (I8)IZFL# 4L TH Y, F£7= “June 2010 London Cancer New Drugs Group—
APC/DTC Briefing London Cancer New Drugs Group” (19)IZEBW T H ik I TN 5, AFIZBWNTH
A AR MR 2 OEMERNEBEZI T A R 7 A 2 2013 RO T, Siifaz8 B3 2384 L Lt sh
TW5(20),

12 FRORE

1.21 JEERFRERARDEE
1% Bfh T 5Bk & LC. plerixafor 7MLD& 71 A 525K & bl L C CXCR4 [ ZEIRIITHE A

L. 7A=A LD T X I=A M LTIERT 2 2 L 27RT L L BIT, TORMED CXCRE ZA
K EDFEDH TR Z D Z L 2R T D700 in vitro AR 2 50 L7z, F7=. plerixafor O 51
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£V EmEHifg (HSC) M ONEMATEEGHNE (HPC) 2VE#EDIEBRMLPICEIE SN D Z L &2RL, &)
B O MHEREME R ORI E R 5 & & biZ, S HSC K TVHPC 23, i ~DHR—I
T RO R T — B OG5 R & AT DHEEEMIRE 12 L Q0D 2 L AR T 2 7290 @ in vivo i &
Fehta U7z, BIRAVSEEEER ClL, flix OBWIREET MIZHEIT 5 CXCRE THEDE LM LT, £

72, invivo (231} 5 MK PIEAER 2 320 L. plerixafor O FPAXARRE R, FEUL R K OV SREERE~D
BB E Uiz, BN AR R K OV A2 RIS BT 2 2 e KRB & L <, Z2ROZFEERLD
fE2 12Xk 3 % plerixafor @ in vitro f5 57 v A R OMERET v A b EML7=, ¥, 7 —F /v —
VEFREEZE DD, AN TIEG SRR TR, AR SN OE RS AV TR L7,

—IH DI ENREGAERIZ LV | plerixafor DENMRNIZI1T 2 28 A 5T S 4L, plerixafor DI,
O3 AT AR R ORI AN SEER T % OV AT RIS ED X D IZB S L TV A oW LA A S B vz,
72, b b OMREENE BV invitro RBRIC L 0 MAE X oS FEA L MER~D B, Al CTORE
PEC PR 7 v Y — A RO HER 2 AT ARG, SEAE BV o ATREMEIC D W TR L 72,

— O TIL, plerixafor D H[E & O AR # H # 5-3MEER, BARF MR L QWA - I3 4
(BT 2B, W ONC AT R, S R YA K O S TR R 72 & O Rk MR
BRIZIT 5 plerixafor O FEMEZFEAMN L, FetE 2 et L7,

AR & LT, SEEERER, 3Bl AR K OV MR BR O /5 BT, B AL E FE M o MM 83 % OV NHL
B~ plerixafor DFHH 512 B9 5 BLEIRFEARRFE ICE Y D+ b D LB X b,

1.2.2 BRERBAFEDIRZE

1.2.21 BB T HERIKAFOZE

BUE DO SE VX3 % plerixafor O AR B FHENIL, plerixafor & ¢ 5 X du7- EEEHLERE K OV W]BA
FXfGr L LTz HIV B THMERH MRS B 2 L1I2EESN TN 5 (1)(Q2).

2001 =7 & FE it S A= W 1 FREBRIZ IV T plerixafor HUMEZ T 51T K 0 RKAH L H~D CD34
BEPERAL OB B 23R S vz, BERER T plerixafor 40 pg/kg ~240 pg /kg # $eh5- L7z, AEKFOIC
CD34 B O BN FE 8 S 7= (AMD3100-1002 35#%) . G-CSF % 4 H 5 L7tk Aokt L
T 5 H BIZ plerixafor & G-CSF & ff f#% 5- L 7=FE, plerixafor B 5 & 5\ M\d G-CSF HME: 512 th~
T IV ZL< OFMMT CD34 GHEMInE A E B Sz (AMD3100-1003 58%) , ZOZ &b, XD
A48 TENRW 72 TR & A A I TR T 2 7212 plerixafor A 5- XV & G-CSF & Off #5034
TENT, BT, WIS 2 /3B (AMD3100-2101 588%) (23 T, G-CSF HMZ X 2 I BT b
L T, plerixafor |{Z & % CD34 FEMERRER & DML 160 pg/kg T 1.8 f%, 240 ugkg T 3.4 f5E W 0%
DFOND T ERESNTZ, L RO 1 RS & ORI 2 FHERBR G2 ST, G-CSF D 4 HH
BHIZHNT, SHEBEORIIOT 7 = L— AEi?D 6~11 FEFTIZ plerixafor 240 pg/kg %5 L. <
DRFIRRICE T 7 = L — 3 A ENifilZ plerixafor X X G-CSF 1| HHEZEEH T2 L) AELUH
BENRE SN,
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B P B 36 2 0 e M TS B E A 1 8T plenxafor DEREAFEME NS, ThodSl ShE
ERFCIRMNICHERREZTA2BEFL I T, BEFRTHoBERUHBEFRRA TR
haBELEEh, BEBEOKKHESNY L EEUTMM TRFEERSZ L, the Committee for
Proprietary Medicinal Products (CPMP) Points to Consider CPMP/EWP/197/99 {235\ T Y > /3 K& U MM
DEIEARER E LTIl 5 Z AL S TWA Z b, BEBEHEIZ b0 BHEM
TOREELFHEORRICEAN Lz, MMBFICEW T BERHES#MAOE R L Baao 2\ o
ABRRVEFVERENSE 1348 (AMD3100-2108 328:(21)) #3355 1O @, plenxafor Hiid 5 TEE
Eh-#ila%iY, plenxafor & G-CSF Dfff i Gic e ~THmtez b ied o, Litdi-T, F2HER
FERFEHE»L, BFBEETELTVD Y - EEUCMMBEIZHIT 2B 4 M08 B 12 plerxafor
L G-CSF OfifiaiZiE &h, & 5iC G-CSFHish, {b*%#ikH 5\ i rituximab (Rituxan®, Genentech and
Biogen Idec) » M ffFIC L A8 B L7 A |C plenxafor 2Nz B0 BiF e A A LB SN
(21)(22)(23)(24)(25)(26)(2T)28).

BEFTTICEEBHE R AZ TORELM 7+ 0—T o 7F—F 250 2 >0 IMHEABRSET L
TwWa, ZhbOEIMEAEE, $ERER, 740k, —HER, 77eRdBEABTHY, B
S MR O M H 5 VI E S IR BER GO NHL 8F  (AMD3100-3101 348:) R UMM &
# (AMD3100-3102 388%) # %% L L T G-CSF + plerixafor 240 pg’kg » G-CSF + placebo 7 %h 5 % Lk
EELEEBTHS, £, AMD3100-3101 38K UF AMD3100-3102 B D i 7 + o —7 » 738

(AMD3100-3101-LTF 38 & (F AMD3100-3102-LTF 3488) H# T L TEV, BHE S FicbiTo2%E
IR (0S) | EWSEATHRM (PFS) R H¥$E (relapse mtes) ORI HELA TS,

ZHIZBREFR ThoBE RUEN D CDBEMiatss b BBEFRBTFREhLIBER Y,
TOVEWEBT 07 7 AR BEEHRLE LKz Ry af—b 2R FFALE
fshTEY, FWes—4 Tit, BHEFBEEIZHTYH, plenxafor & G-CSF %A Li-8E8 L
CAVEDT 72 b— A LB WTH T0%DRE TYLELMRAERTE TVWDH(29).

Plerixafor DT, ZhE TRABETOERZHNS L LTITORTE M, RE, (LFEERE#RIC
BFEEHsMasms = 2/ 0RICHT 2 EEAR LN TEDS LTV S,

Plerixafor 12 2003 £ 7 A 10 BIZKE T, 2004 E 108 20 BicBRM TA—7 7 FF » FiICiiEEh
Twa, BN T3 20144 11 A 4 BICIRFTEHRRE S Fi#&ICB1T 5 plenxafor <37 ¢ » b7V A7 §F{l
BRAETT s FLERBESH, BRETHETRAROMSEMNERRT L VEDLRE,

1222 BERIZEITHERBROEE
2009 £ 6 A 18 H B0 R AEIEM AMERFTSEICE T, KE (20084 12 15 H) R UEM
(20094E 7 A 31 H) @O&ERICHE VT, MMEUNHL 23 SER L LT NEEARMICHE SR D~
) LS, YEOBMBLEEThoE VWA b Py v BRA 2 B A TO plerixafor B %
ICRE L,
P A Lo Py A S ERE B EIC VTSI TE G E A EESERESE S
(evpA) s oxtmsisE 2] P HicEL, BohiBEEEE X, plerxafor MEIE F#5 (3
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ik, 160, 240 BRTF400 pgke) OE4£tE, PK ETPD (CD34 BtE#lanEhB) 2@+ 28T,
NIAEEAREARBEEBEL NS L L7 -7 ok, “HER, 77 A5 RE 1 #8538 (MoZ24211
/POP12425 3E) #FEB L=, BARARNSFE 2MABOHAEL LT 240 pgkg BEHTEZ D Z L AR
ahiz,

= 5. MMEUNEL BF 25 & L UmiBs e 3 AR A R L CRIR T S BRI T —
By =PIt onTHE #8552 PMDA L OBMMHMEAE ER L, A ARANBFICHIT 5 plenxafor
OF A RE L 2 S LR E R T — ¥ Sy F— VLS AL ERDH DL LS EH
Boh-BhE2BE A, BEHTIIEEA MM EBEE RV NHL BF % 5 $I- G-CSF + plerixafor 240 pg'kg
OEDER VRS GCSFHBEE L BT LE2AME LEE 2, 754k, A—F 5
~Ub, FITEER Q8 HEFAERA 238 (ACTI37T10 B R 1F ACT12781 38) 2B LT-,

S, AN MM BE E T NHL BE 208 L L5 2 fA8E (ACT13710 38 F 1 ACT12781 38#8)
T L, TORERESENS3ARBRE L ERTTETho R Lo RBREETIZELL
foo FETLE2ENIIHE, HERUVHRIILTOLEY THD,

[ZhaE L IZhE] : B S A mEr MR O 1= 5 i fm & HIRE o A4 f -~ o 8h B (R
[HiERUHE] GCSFHEA L DAz T, @F, AL T4 R L LT 024meke
18 1[E, &HhsHaEiwe TRECEIRTRET S,
723, plenxafor i3 20154 12 A 18 BicfiPEFRAEERICEESNLTWS,

1.23 MEOE&H
BREEOFME L 1 o7+,

124 SEXH
1. Hendnx C, Collier A, Lederman M, Schols D, Pollard R, Brown S, et al. Safety, pharmacokinetics, and

antrviral activity of AMD3100, a selective CXCR4 receptor mhibitor, in HIV-1 mfection. J Acquir Immune
Defic Syndr. 2004:37(2):1253-62.

2. Hendrix C, Flexner C, MacFarland R. Giandomenico C. Fuchs E. Redpath E. et al. Pharmacokinetics and
safety of AMD-3100, a novel antagonist of the CXCR-4 chemokine receptor, in human volunteers.
Antimicrob Agents Chemother. 2000:44(6):1667-73.

3. Peled A, Petit I Kollet O, Magid M, Ponomaryov T, Byk T, et al. Dependence of human stem cell
engraftment and repopulation of NOD/SCID mice on CXCR4. Science.1999:283(5403):845-8.

4. Hubel K. Liles W, Broxmeyer H, Rodger E. Wood B, Cooper 5. et al. Leukocytosis and mobilization of
CD34+ hematopoietic progenitor cells by AMD3100, a CXCR4 antagomst. Supportive Cancer Therapy.
2004:1(3):165-72.

5. Horowitz MM, Uses and growth of hematopoietic cell transplantation. In: Blume KG, Forman SJ,
Appelbaum F, eds. Thomas' Hematopotetic Cell Transplantation. 3rd Ed. Oxford. UK: Blackwell Publishing
2004:9-15.
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14.
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Lopez M, Lemoine FM, Firat H, Fouillard L, Laporte JP, Lesage S et al. Bone marrow versus peripheral
blood progenitor cells CD34 selection in patients with non-Hodgkin's lymphomas: different levels of tumor
cell reduction. Implications for autografting. Blood. 1997;90(7):2830-38

Mechanic SA, Krause D, Proytcheva MA, and Snyder E. Mobilization and collection of peripheral blood
progenitor cells. In: McLeod BC, Price TH, Weinstein R, eds. Apheresis: Principles and Practices. 2nd Ed.
Bethesda, MD: AABB Press 2003:503-30.

Korbling M. Mobilization regimens for harvesting autologous and allogeneic peripheral blood stem cells. In:
Atkinson K, Fibbe WE, Champlin R, Ljungman P, Ritz J, Brenner MK, eds. Clinical Bone Marrow and Blood
Stem Cell Transplantation. 3rd Ed. Cambridge, UK: Cambridge University Press 2004:383-403.

Arslan O, Moog R. Mobilization of peripheral blood stem cells. Transfus Apher Sci. 2007;37(2):179-85.
Gazitt Y, Freytes CO, Callander N, Tsai TW, Alsina M, Anderson J et al. Successful PBSC mobilization with
high-dose G-CSF for patients failing a first round of mobilization. J] Hematotherapy. 1999;8(2):173-83.
Tricot G, Jagannath S, Vesole D, Nelson J, Tindle S, Miller L et al. Peripheral blood stem cell transplants for
multiple myeloma: identification of favorable variables for rapid engraftment in 225 patients. Blood.
1995;85(2):588-96.

Bender JG, To LB, Williams S, and Schwartzberg LS. Defining a therapeutic dose of peripheral blood stem
cells. J Hematotherapy. 1992;1(4):329-41.

Shpall EJ, Champlin R, Glaspy JA. Effect of CD34+ peri 1 pheral blood progenitor cell dose on
hematopoietic recovery. Biol Blood Marrow Transplant. 1998;4(2):84-92.

Haas R, Mohle R, Fruhauf S, Goldschmidt H, Witt B, Flentje M et al. Patient characteristics associated with
successful mobilizing and autografting of peripheral blood progenitor cells in malignant lymphoma. Blood.
1994:83(12):3787-94.

Weaver CH, Hazelton B, Birch R, Palmer P, Allen C, Schwartzberg L et al. An analysis of engraftment
kinetics as a funciton of the CD34 content of peripheral blood progenitor cell collections in 692 patients after
the administration of myeloablative chemotherapy. Blood. 1995;86(10):3961-9.

Pusic I, Jiang SY, Landua S, Uy GL, Rettig MP and Casben AF et al. Impact of Mobilization and
Remobilization Strategies on Achieving Sufficient Stem Cell Yields for Autologous Transplantation. Biol
Blood Marrow Transplant. 2008; 14(9); 1045-56.

Siena S, Schiavo R, Pedrazzoli P and Carlo-Stella C. REVIEW ARTICLE: Therapeutic Relevance of CD34+
Cell Dose in Blood Cell Transplantation for Cancer Therapy. J Clin Oncol 2000;18:1360-77.

Giralt S, Stadtmauer E, Harousseau J, Palumbo A, Bensinger W, Comenzo R, et al. International Myeloma
Working Group (IMWG) consensus statement and guidelines regarding the current status of stem cell
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2009; 23(10):1904-12.
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1 SETOREBEFR)ECERRER

Plerixafor (LT, A& T 5, ) IkEICBWT MEEREK =2 2 =—H%EKA 7 (G-CSF) & OffH
T, ERTF U R KOS RMEEHIEO RS T, SR ORI LIk B
Bt 4 FE i3 % B 89 T s fia 2 R M ~B1 B 9 5 ) oS CRE/R M EZE R (FDA) LY 2008
12 HITERERE LTV D, 20k, BTk MEREk = 7 =—HIMIA - (G-CSF) &0
HFHC, Mg E RRO Y i L OLRMEEREIEO RN EE T, EllaiiL O EEs L OE
AUHE < HEBAE % I3 5 H 1T M ssmi e 2 KA i ~B) B 9~ 5 | O it RN EE 35T (EMA)
&0 e sER 70T 2009 4E 7 ISR AR L TV D, WO E A 1BV T B RTE4 I Mozobil T
%,

Z D%, 2016 47 HRBUEIZF W THSR 54 B [EHisk (US, EUMBAE 28 B[E, /D =— T
AAT R, AL A, VT vvaffr, A¥xva, 7790 anre)y, "RALT | dE
AATT) F—ATVT FU, YUHR—, Fik BB, XA, M7 700, ~L—I7T,
AR, BAVET, BT ma— V=T U R, BFH TLBCFUKRLAN ) V) THAISNT
AV

¥, BOKIZEBT 2 HE - AR E R 1SR,

&1 ETERGEICEITH8EE - ABIKR (2016 F£7 ARER)
XE EU
(PREEFAR)
BR5E4 MOZOBIL
REEFEAH 20084 6 A 16 B 20084 6 A 5H
ABREAHR 2008 £ 12 A 15 H 2009% 7 A 31H
HE -8 AR AN TILHZYER 1.2 mLFIZH S 20 mg/mL (plerixafor 24 mg)

EERYT %

EE - SR

Mozobil® (plerixafor $¥) IRk O
——RBEF (G-CSF) &EDHAT,
FEROSFV)UNEBEELUVEREEHE
EoEET, EnEHHEROERES IV
ThiIZH BRBEZERT HEMNT
EMHMARERELA~EE T 510
Auwonbd,

Mozobil IZEgHiEk 0 O = —FlBEF
(G-CSF) LDHHAT. MEFBETRR
DY UNESLIUESHMEBHEORA
BET. EMFMABOERS LIUZTA
IZHi BRBIEZER T SETENR
B EREMAFHET 5=OIZHWL
DY (R
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16 NNEIZEITHERARRFCET HEN

plerixafor
KE EU
(PREEARX)
Ri%-BAE G-CSF#1H 1R 4 Bl 5 L1-%& | Plerixafor DH#EEAE (L 0.24 mg/kg/B

IZ. Mozobil #% 5 # B89 5. Mozobil
BEFET7 7 L— RARBOH 11
BRI SRR L. XK 4 BEERK
5935,

Mozobil DR TR EIZL 3H#HEHASIT

THY. 4 BE®D G-CSF IZ & BRTLE
IZHelTT, 77z L— REABD 6~
11 BERICE T ESFICTERST 5.6
FREERTIXZ < DIHFE. Mozobil & 2
~4 B[ (RE78ME) EAE®ZES LT,

AREICEDC

- {KE 83kg I TOEETIE. 20mg
BEEMAE+H L <3 0.24 mg/kg

- {KE 83kg B A HHBETIL.
0.24mg/kg

FDA TR T ¥ U o N (NHL) ROEREMEERE (MM) OfBEZ G5 E L TERI L2
DO _HEMRE 3 FIERARFUER (AMD3100-3101 3 & OY AMD3100-3102 75R) Bl 4 5L KGR S 17z,
—J7. EMA TiZ, &AYF U 3l (HL) (26225 2 FHERER (AMD3100-2106 7%k : HL &5 22 i,
ARENOFT M R OV 2D AL 2 RO B R 2O VERIRRER & [FEk) Of5RbBE i, HL & NHL %
GHT TU Nl & L TRRB I,

F 7. K[ED Post-marketing commitment O JEATIZfF 5 KEWRA LEHOHET (201548 ) 12XV,
BULEITHE - HEICBW TS KE & RN IIHER D H 5,

FDA [IAFK| DOAGEFERIZI VT, AMD3100-3101 35 (NHL B3 x5%) CEEFME B ISR E Lz
CD34 G PEARIE > BRI & 2 AL L 7o S IR E O BFEHE TR 2 DA OV TR L7z
([Module 1.13-2]) , AMD3100-3102 35 (MM & XI5) TILZ DO X 9 RHEIEXA LR T,

I E5 T, KETIE Post-marketing commitment & L C, R{KE D NHL F£E % %512, 7EROIKE
B ERE (024 mg/kg) & [EEHERE (20mg/body) % b4 2B (MOZ11809 #Bk) H3Ei <
7o ZORERND | EEMRBEREO T BAFOETE & (AUC).,) MBE< 785 2 &R Szh3, CD34 B
PERIAR O BREIY BRI B W T, BEEAERCETEL RD2HEARH L OO, HEtFNICARE
RETRD bR o 72 (Module 2.5.4.7.5]) . WfEOZEMET 07 7 A MIFRBETH D | RIKED
NHL BFIZBITDARKNDY A7 L XX T 4 v NI, WTINOBRGIFEICE > THEDL L 20 & i
niz,

Z ORBRERZ FDA ~HE L& 2 A, (K 83kg LA FOMBFIZ-OWTIE MM, NHL (2B 5 9K HE
A E (024 mgkg) LEEHE 20mgbody) OEL L LRINTX HMICHIE - HEZ2ETET 5 X
IR BHY . £ 1 ORITELELLGT LT,

BED & Z A, KEUSOECTRERICET CELZWETT 2 TEIZRV,

AN AKNE S ORI DB SCEDOREL, W NPT — % o — FE LU FICIRAT 2,

Property of the Sanofi group - strictly confidential Page 5




KERASCE OB E
1 ZeeE IR

Mozobil® (plerixafor V) |ZERIEK = 0 = —HI4IKF (G-CSF) & DR T, FEFRTF Y
VoNER KOS R M HIEO B T G inEp i OB X OVENICEE < B B0 & S
9% BB CEMERAIL 2 K~ B3 5 =D HW B D,

2 AEB X UHAE
2.1 #ERAEB X OHE

BEHRNIANA TN BRI IR ESE O OFEIZ O T HRTHER L., i IRpE <
B DEENBE LN DGEITFEA LW &,

G-CSFZ 1 H1m14 H 4% 5 L 7214 12 . Mozobil¥ 5- % BRta3 5 [ A5 L O 2.2) 2/,
Mozobil# 51387 7 = L — 3 ZABME ORI RI O O BME L. RE4AHRER B ET 3,

Mozobil D B¢ N 5-12 & D HESEH B3R EIZE S <
- (KEE83kgLL F O EBFE TiE, 20mgiEE A& S L <130.24 mo/kg [ M/ H#EE (12.3) /]

- (RE83kg% Hi x5 B TiX, 0.24mg/kg

BEOFRREZ F WV TMozobilft G- &% HT 5, A TIVLRITIE, BEIASY %20 mg/mL
GAHTHERL2ZMLAFE I TN D, BE~OEERIILITOX LY BT 5,

0.012 X BEDFEKE (kg) = BH5& (mL)

EEREER Cld, B HBE O FEREIZILS VN TMozobil D &2 B H L7=2, AR ED175%
Z FRIDIREOEE IV 2o 7=, BAKRED175%% EA] 5 (K E O B35 1259 5 Mozobil
DAL IZOWTIL, BaLTuhu,

REDOHINCEOERER LN 223, Mozobil ® &340 mg/ H A B2 7202 & [
MR (12.3) 2H]

2.2 HEBEGEFHEK

G-CSF 10 pg/kg% . #16> TMozobilz & 5# 53 24 H AN O EEMER G L, £7 7 =L



— I AEMBICOEGT D (g A4) 2]
2.3 BEEEDHIBETOHE

e~ EOBMERE T/ L 7F=27 T 72 A (Cler) 50 ML/ LT
DI % A TIE, Mozobil Dl &4 FRLUIRTIE Y 35 OUEE L T0.16 mg/kg & 375, (AH
B Hote L 2 FIE OO 7= O R E OB PE plerixafor DBREE B b BT 5 25, CLer/AN50
ML/ LA F ORBE TITHEN2T mg/ B 2 B2 720K 21232 [MKFEE 123) 2/H]
HEE~REOEHEREDOHLBF THELZIDOURET S &, BHERENIER O
FLRIEORHRTRREIZRD EHEIND AR 123) 2/H]

#1 : BBEREEDH D BB TOMozobil DHIEHE

WEILVLTF=22Y &
77 A (mLi4%y)
i 83kg DL F fAE >83kg < 160kg
50 i 20mg L <1%0.24 mg/kg 1 | 0.24 mg/kg 1 H 1[5 (40 mg/
H 1A HZEZ RNz &)
50 LI 13mg L <1%0.16 mg/kg 1 | 0.16 mg/kg 1 B 1 [=] (27 mg/
H 1A HZEZ Wz &)

LI F o3 (Cockroft-Gault) % VW CCLrZHEET 5,
B

JVTF= 7T T A (mUsy) = (KE (kg) X (140 — 4FR)

72X M7 v 7 F=> (mgldL)
Lok
IJVTF= 7 07T A (mUsy) =085 X B el S

T =B D IRNTD | MIBENT & 5T T D BT T D HERR ] BTN S VTV R,



3HBBIVEE

EVET S 7RI, 3igL2 mL PICAERE 520 mgimLz2 &8 5,

¥

=

4 AN

..l

MozobillZ %3 2 IBEUE DEEEIE D & 5 B [ L OMEH Lo/ E (6.1) 20,
Mozobil R 5 C L AT T 7 4 TF%—a v 7 BRHREINTWA,

5 BERBIWMER EOEER
51 757 4% —3a v 7B XOBRBUERR

Mozobil Z#¢5- L7 8E T, 775 7 4 7% v —B s %2 & BEEBEUERIS N BB L T
B, BEREERRMEMOESCY 2 v 7L VEMBEN SN2 ERb o7 [FITEH 6.2)
2], Mozobil D3 L O G% 72 < & 300, BG4 THRBRIICELET 5 %
T, EHEUE O - FERICOWTEFEZBILET 52 L, Mozobil D&FEICEEL TiX, 757
A T H =R DM OWBEE SOS I 2 TN TE 5 L 5 NBCUE % o L
TRETLHZ &,

FRIRFER T i3, Mozobil# 512813055 LANIZHEE~HSEE DT L F — R FEHL L 72
FIZI%ARN T o7 [FIEA 6.1) 2]

5.2 HIVREREIZRIT 2 IEEMREI S

EMmESHIEEIE O BT 5 L7=Mozobillz L v . AIJFME s #E SN T 7= L—
ZHEIFNIRE ST LE I ATREMR B 5, Lo T, AR EE Tl o g =0
R D72 D IZMozobil # #5725 Z 1T HELE S fu7e

5.3 MiKFHIZE
A 1l BRAGNTE

Mozobil+G-CSFZ i f1 9~ % & I 045 B I BRSO 1E i 23 9 009 % . Mozobil#e G-
HIMERE DT =42V > 72175 Z & [AIEH 6.1) ZHT

11/ e DI

Mozobil# 57 @ B3 T/ M FEN # HiLTz, Mozobil#&5- &L F D% 7T 7 2L — 3 A%
ZATTWAEEFETIEMT, MAMBOE=F2Y) 75175 Z &,



5.4 FEFMaE) 8 o FRet:

& s AEaE) 5 00 B #) TG-CSF& OFF ] F TMozobil #5925 & | IS E8652 5
ST, AMEKRY 7 = b= ZAFNTHRE > TLE I BEZARH D, EEMIEFFEA
DAREMEDN D D Z T X -2 TAHELDZHBIZ OV T, T RBEIMTHhOI TN,

5.5 JREERE K OMREZI o A REME:

7 v MZplerixaforz bt MZBIT DM & (KERmERLE) L0045 HE TR

(2~4BH) HEHETHRE L &, BESMEMICPE © i E & oA I OBy 723
IR F 5372, Mozobil 23 i35 DR O K & ST H 2 5 B O\ TIE, BRRRER CHRERINIC
XRFA & 0TV eV, Mozobil+G-CSFORA i 22 HEER <08 B £ 72138 a2 Wil L7z
BT HOWTIE, Mg IREEZ ST 5 2 &,

5.6 R—iR =M

fT7 12 Mozobil 2 % 5-3- % L R IRIZED L SFREMEN H 5, B Cplerixafor| I %
RLTWV D, ﬁiﬁﬂa’%ﬂ%& (ZMozobil & iV N7z 443 o BN A B S 7o skl L 38 S v T
720N, BENRFTREZR ZePMEIZIE, Mozobil# B-HHIZATNR L2V K S R8T 5, AEIRTPICARIEZ %
HUlcBE £ iﬁﬁ%@&hfﬂp (IR U 72 BB, IRIRIS - D I ERY 2 fa R & 5 03
L& [FRHER~DORES 81) M

6 BIfEA
LN OEEZRBERIRRMA SCEDOMOIE THRE STV 5,

TF 74 T7%—a v BXOWBUENRG [ ZEEL MM FodtE 61) 2
]

A M A T OMLZAIE B O W RENE (BB L O LOIEE 6.2) 2]
i 7 A i BB N ds KON MR (B A L O LolEE 63) 2
g IeEh B O Rett [BEEL L OMEH LOIEE 6AZM) ]
WRIE R D RIgEME [T L OME L orEE 652M) T

6.1 FRIRFBR TOMEFIREER

FRIRFRBRIIIER IS SRR R M T CTHEM SN2, & 2 FHIDOBRFRER TR &S 7/l
TERZEELR &R OHFN DGR TAH BN CBWEM R ER & 2 ERHR T 5 2 L3 TE



e, Eo, KRR TR O NCRWERARIRI A TSR TORIARERL TN
EbdH o,

Mozobil+G-CSFE B E T b %< (10%LL F) M Ean (KREEFROAELZ D) 2
OB BB LT 7 = L— R IZ 77 2R XU Mozobil T4 < i S vzl
YERIZ, T#L, BB, JE97. TESHREALSOS, BER. BAfE. FEEo v, IEHTh -7,

Mozobil+G-CSFf Fl D& 27— # 13, BAER L7 7 & A a2 (B 30141) ¥
KOOI EERL10AER (AR 24200)) 22 BRI TV 5, BFIEZ < DS Mozobil 1H0.24
mg/kg?D & TOE Fi&G-2%21F 7=, 2 5 ORER TOMozobil#-5-HiE o i JE 132 H [ (%
PH1I~7H[E) ThoT-,

FERTF U R L OSRMEBIED BE 2 550 Uz e A L RBR 2B T
1X. A 7+301%1A3Mozobil+G-CSFRE T, 29273 77 & R+G-CSFRE TIa# &% 1 7=,
G-CSF 10 pg/kgi. Mozobil 0.24 mg/kg = 721377 &R ORI F 504 B BR1H> 5 3
FERREL, 772 L — ZAEROFIC LS L=, Mozobil 2 5- L 7= & D5%
IETHE L (REABROFELZMDT) MroEmdMEsEs 07 71— 2
FhHc 77 R LY Mozobil T < i SN zRITER 2 &R2127 7,

#2:Mozobil®% - 5- L 723 23 U /Nl E I X O FEME A E D5%LL_ETHEHL
L. »OoEM@BHREES X7 72 L—V AE I T 7R L0 < HE S -ETE
¢!

BEOEE (%)
Mozobil®+G-CSF 77 & R+G-CSF
(301 %) (292 #i)

ey v Jv—|Jv—|&27 Vv |7 Vv—|F 1L —

—FK® | F3 K4 — K K3 K4
B IGEE
TH 37 <1 0 17 0 0
CININ 34 1 0 22 0 0
g i 10 <1 0 6 0 0




JUEE 7 0 0 3 0 0
—i% « EHEEL LUK

R INANN:

TESHAL S 34 0 0 10 0 0
%] 27 0 0 25 0 0
BEBRRE L OREEM

R E

SRR 13 0 0 12 0 0
R REEE

GV 22 <1 0 21 1 0
FEENED E 11 0 0 6 0 0
Yt E

A HRAE 7 0 0 5 0 0

L R RS (WHO) HEEIC IS <,

BAERCABR T, IR T R B KOS RMEE BEELE# D34% TMozobil 5
TGN ~ T OVEFHBAL OGN R HL U, TSRS, ALBE, MM, H
i, BEAS, RIE. REUR. B, SERE. T OTRIE. BB, EIR. FRRE R L Th Tz,

Mozobil#¢ 5-%%%93053 AN ICBR EE~ D T L L — KGR0 B 5 LT B 1L 1% A T
s ) | IREEEERR F) | AERREE Ap) | KERSE () ThHY . EEK
DFEGEPRBLTFb oz, fERIL, L TRE Btk 2 X IV RIBREAT A
R, A Rb—va v, BEMGERE) 2R, HOLWTERITHE L,

Fé TS IS R A RRME RS ENCER LT, RN W55, BEBEFRL X
OMEFE SRR 22 X512 L 7=Mozobil D g REER T, 0.24 mg/kgLL F o ] & TMozobil & fZ T #
B U7 % |2 ML A8 SR R MEROG 3 5 B L T2 R 1R 1%RTE CTh o 7o, ZNHDOFELRDOKRE
B iIMozobil# G- LRI LANIC IR L=, 2D & 9 RSN T D MR H 5 7=, Jil
OB A ET 5,



TR (LRBR THIL L7 A 35% AR 727203, Ml E B L O 7 = L— v R FE i
HHZFEBL L MozobiliZ B9~ % & s S 2 OO REIWEMRIZIZ I ZTTE MR
HIPECE:, KLBE, B AP, EOR, A OREHRR, B8, IMEARR, BEHRLe L0 dH

277,
M MERMEANIE : BRERFRER CTMozobil 23 5- L 7= BEF DTN B LT 7R a2 &5 L-BED

1% T, 77 = L—yA0OFTH F 72134 B2 A EEA3100,000/uLLL B2 72> 7=, HIMERE
T DB PHESCEERIER XA B2 o 7,

6.2 TR D FIRRER

B AR R T S AV RIMERIZINZ T, Mozobil @ il % DAL AR & T RLORIEH 23
WwE ST, 2O ORIWERITHE SRR BER DL BREMICHRE SN bDOTH Y |
B OB 5 FBUBAE OHEECIKAINERE & ORRBEROHE 2179 Z L IIARHRETH DL Z
LD D,

FRERIEZ T T4 T7F =2 aylaGheT 74 7% —MIG

f

4

R vl YAy Y
7 RWEEIEA

Invitro7 —Z 2 & % & plerixaforiX & b5 k7 1 LPASOT A VA L DHE | FLESRK,
FFFEEONTILTH 22V, Plerixaforid T k7 & AP45053% 59~ % in vivoZE W fil
AAERNCERG-3 % ATREMEIFAR VY, In vitroakBR TiE, plerixaforiXERIR & RIER D PR E TIE,
PHEREE OB E I IIPAFI L UTHER Uie o Te [HiAHFERE 12.3) 2T

8 FrEREM~DRE
8.1 4R
AR D

U X2 DEFG

it 2 Mozobil Z £ 595 L MBIRICEN K SARENEN %, B Cplerixaford
BEITERRD LTV D,

7 — 5

oy

—
o

IR T > M G- Lo & = | plerixaforid, JRWEAET, WM, AEIRZIE T, MG EARE K



A BEIRER, FEORME, OETRRE, RIRKEINR, BRIROIE, KEA, BRSO, B
BRI 72 & O — I BT ME 2 79 Uiz, R— M M3 321290 mg/m® (KRR H 72 Y
DOFETHET S L b h TOHEREFE0.24 mg/kgD#I10M%, & DN E, BHEREN EH 22 uibk
F120.24 mg/kg THAIF G- L7= & & DAUCDI0F) THRI L=,

8.3 XL

Plerixafor?s & s ORFFLAICHRE SN D D ENIAATH 5, < OFEFD € FORFLH
WHEtt D 2 & BRORIL S FL IR ITMozobillc L 2 HEZREIEN BT 58
WD b, BEOBBICKIT OAEDOHEMAERE L, RAFLIIEAEDELL A
Pk 2 2 5,

8.4 /NE~DEE

Feigsct FREEIREIR C, /N 1281 D Mozobil D Z2 A e VAR II S STz
Uy,

8.5 HE ~DOEE

Mozobil D Erisset FRE PRERER D 2ARE D 5 B 24%1365m 0L I, 0.8%1L755% LA L TH >
oo LT, 2 OO & L0 EFEOWERFE & ORI Z R O DMEDEV TR
DHNT ., 2 OMITHRE SRR R T b Ml & X0 B FEEE L oMK
JEDEFEWIMETR S ATV, 72720, BN LD SOV EIEDN WD Z EIEHRETER
v,

Plerixaforid = (2B i S PR S D 72, BHEEEN EF e min e CIIHEZHET 54
ZUIR, —ITINENZPEONERRRIME T T2 Z & A SV e, milidE COMHEREIC
IXEBEZET 5, CLerPB0 MLy LA N OEREE CIXAREZ T+ 5 2 & 213525 [
AELOHE 23) . BIKFERE 123) M),

8.6 EHREREE

CP A B ~ 15 OO B RS RERS . (CLcr 50 ML/I4 LA F) D d % H3& TlE. Mozobild & %3
5y D1E L T0.16 mg/ng:TZo [ L OHE 23) . HiRFER 123) 2]

10 BERE

HELIH BT H £0.24 mo/kgRz T 452 LRI 2 HRICBIT HIREN 2T =212k 2L, B
PR, MEEEMRIELUS, ESEHRIE, KMORBIFEN G ROBLNRH D,



11 tRMR

Mozobil (plerixafori:) %, M~ OB 2R AFE 2 & F 72 WIREFE 2O R T ikt
LR TH 5, IREFIEL mLd 7= 0 plerixafor 200 gz & A9 5, HVET/SA TILLKIC
. RS KSR S iz plerixafor 24 mgks L OMEAL T B U 7 A5.9 mga &4 5 i ik
1.2 mL23, HEER X OWAEEIZ IS UC/KER LT R U 7 A TpH 6.0~7.5/ZFH% S CHRE N T
W5,

Plerixaforl Xi& s fuE) B3 Cd 5, Plerixaforo k#4413, 1- [14-7 ==L B X (X
FL2)]-ER-14811-7 b I TH a7 T Th v 5 EUECoHsiNg, 531 E15502.79
gmol Tdh %, HEEXA LR T,

X|1: #E=

PlerixaforiX Ao~ AT (A7 AR T A ) OfbESaMEER TRt %2 A9 5, Plerixafor
DREEIT@E131.5°CTH Y . 1-F 7 &Z 7 —)L L pH TOKVEREE R & D4y BiAR%030.1K5 ©
H 5,

12 FRERIEH
12.1 YERIF

PlerixaforiXCXC/ & 1 A > 5 71K4 (CXCR4) OHEWTHTH Y . KK U H > K (cognate
ligand) T& 25 A b v —-~ il i KA 1 1o (SDF-1a) D#E S % BLET 5, SDF-1a3s L UNCXCR4
X, b FEMEHROEFENET~OBE L A4S (R—I07) ICHBLTWDEEZ LR
TW5, BHNE~BET 5 & CXCRHUISDF-1a 24 L CHEEMICH L < IX o5y 1
EHRETLHZ Lo T, OB~ N v I ANDEFEETD, vUA AXEB
X' hizplerixaforz &5 L7- & & HiERES JOU A i g AR S 23 88 U 7=, 1 X
FEE7 /L CIL, plerixafor CCD34+lildZ BB T 5 L AET 2 L 91220 | HREVERO R
[T FHHEFERE DS TR B LTz,

12.2 ¥EH%

FERTF U LR L OSRMEEBIEOBE 2551 L7 7 B AR B2 (£
NENRBRLE X OGER2) TORMIMFCDM4+HINE (ULHT7= V) OEINR (fER) oF
—H &, 77 xb— A% HBNIEHE Lz, #IET 7 = L— 3 ZAORFTH 26 FE] o 4)[E
77 = L— ADERTE TO4RF OCD34+ilE (ULHT-0) OHIME (f535R) 2K3I
BT D, O, 77 = L— 3 AD10~11FFRTIZMozobil £ 7213 7' 7 & R & B[]
Beh Lz,



73 1 G-CSFIZ L 2 RiAHIZHe T Tplerixaforz # 5- L 7= & & O KA 1. H CD34+#l i Ze D HE N0
(=)

Mozobil®+G-CSF 75 & R+G-CSF
RER
H e fi SEHE Rl | FEHME (SD)
(SD)
AR 1 5.0 6.1 (5.4) 1.4 1.9 (15)
kR 2 4.8 6.4 (6.8) 1.7 24 (1.3)

HREEEREE & %1512 L 7= Mozobil D3 ) 73R Tld, CD34+MilaBh 8 D v — 7 [1# 546
~OFFRIIC 2 LT, EFESREE % %1421 L 7-Mozobil +G-CSFD3E /1538 Tld, R
CD34+ sk D Fsfoe i 22 Hi NI Iplerixaforfk 5-4% O 4~18RF R IC 7 H 4L, 10~ 14FF[# 23590 D
v—27 Thol,

QT/QTcHEL

B K0.40 mg/kg % TOHEH G- T, MozobillZQT/QTCERAEMITFRD BTy, HEfE
ZALZHEMR Y v A4 — N—3BR T, BEEEHERTT 48012 plerixafor (0.24 mg/kg#s L 1M0.40
mg/kg) & 7 TR EHER FHS Lz, Mozobil A FH# 5% O KIERE X, 0.24 mg/kg
X 1 0.40 mg/kgD 7 3 IL.8fE E o T,

12.3 FEpEhke

FERTX Y LRl X O E RO B IZG-CSF (10 ug/kg LH1EREHAH ) 12
X D HNBEFEITHET Tplerixafor 0.24 mg/kgz BB G- L 7 & & OHWEh A FF 4 L 72,
Plerixafor?> BhRE |3 F FE#iFH0.04~0.24 mg/kg CTHIIE 2 /3, (ERERERE |2 plerixafor & HLA
B U2 BRARRER 72 D ONCIER U % U Lo EE L O3B #iiE 0 [8 35 | 2 plerixafor+G-CSF
ZOERBE U iR B2 L. plerixaford @R XLl L Tz,

REEEH S B REAMAAT C | plerixafor (0.04~0.24 mg/kg) AR TS L= 63 (JE
RUR Y ERE . SR EREEETE | BRRREREE ORREL DR & etk kR
#) Oplerixafor7 — % # & L7z, D’(F&HX'YEQ%OD%ZDZ-Z VR—= R AV NARET VD,
plerixafor DL —FEM 7' 7 7 A VA2 EYNZR T Z ENHL N7, 2V T T AL



JVTF=r 7T T A (Cler) & DR, BEOH Rz /3= A MpARERE L AKE
& ORNCAH B RBEMEDFRD b ALz, BHREN IEH 2 BH T, HEE AR 83 ()
(X0.3RF[A], HEAAH T (t)05) (I5.3WFH] TH - 72,

[FIRHEE A KB BEMAT Tl EBIHRICL V. REOHNNITLE S plerixafor DR &

(AUCq.p4n) DHINNA R STz, 0.24mglkgR BT & [ FH £:(20mg) D S BN HE K UK )
FhRWRT 5720 FERTF ) LoYED B (N=61) [ZAH10.24mg/kgd 5\ M T AHI20mg
59 2B INERER & FEhi U 7o, ASRBRIZAEHTOkgLL F 0B 2 %5 & Uiz, 20mglE E ]
B GRETIE, 0.24mg/kgit G-REIZ HE~IRFE R (AUCo10,) D31435FE D> 72 (R4) . CD34+
% (kgdh7-v) 25 BAERTH 55 x10° DL HERER T & 781803, Kol b, (RE#E &
FEIZ HE~20mgE & H &/E TR s> 7= (Local lab data©5.2% (60.0% vs 54.8%) . central lab
dataT11.7% (63.3% vs51.6%) ) . L L7275, CD34+#ia%L (kgd7-v) 735x10° DL
FIZZE Ll I m A 3A R Th Y . BT e 7 A VBB L bR TH o T,
NG DOFERIZEESE . FDA reviewerlZ K VD S 572 AN/ T, (RE83kg A [EH & &
D IREHE B~ 57200 b v AT E ST,

#4. BEEHEEREREHEOSTEFEE (AUCqi0n)

LA AUC {21y
20mg [E7E (n=30) 3991.2
0.24mg/kg (n=31) 2792.7
Ee (90%(E X [H) 1.43 (1.32,1.54)

R 3160 kg A #8 2 5 B | plerixafor 20.24 mg/kgdD & T G- L 7= f&BR 1T 720, L7
> T, HEITIREL kgD BFH TOHE (CLcr? 50 ML/ D440 mg/ H . CLerA350 mL/
SLLNTFOEA2TmglB) Z ERISARWE 92T 52 L L% 2.1, 23) 2],

V24
Be T4 5-#4930~604) TR MAEPRELIZE LT,
A

Plerixafor® b b M #EE (4% G2 ITHRKE58% TH 5, & NMIIUTF S plerixaford Zm i) o454
ARIT03L/KkgTH Y. ZHidplerixafor? EiZMEIMENE (RE SRV 20T 52 &




ERTHOTH D,
Fea

Plerixafor >t Xin vitro7” » & A T L 7=, Plerixafori, & hFI 7 vy —2AFiziie
NIREAIIE 2 W= T v A TR K5I &N e, Fio, BEERIRARHEE
ZThHDHT M7 o LPASOEESR (1A2. 2A6. 2B6, 2C8. 2C9, 2C19. 2D6. 2E1. 3A4/5) T
%9 ZinvitrofLEEH R S 7220, B BT A UV 7zin vitroatiR . plerixafor/ZCYP1A2,
CYP2B6, CYP3AADEEFZZFHIE LI, TILHOHEI )G | plerixaforid T k7 1 AP45073
FET o EWEEAAERIZE G 2 FIREMEIIR W 2 & R S LD,

b4

Plerixaforix 3= (ZJR I P S 0D, BHERE S IE 72 (e SR E 12 £:0.24 mg/kg T 5 L
fo b x| B 524E0% £ TIC RS BEORT0%N REK TIRPICHREIE S vz, REFEHESRE
FOEBE 255U LT RBR T, M C R 031 X3~55 ¢ & 5, MDCKII
B L OMDCKII-MDR1DHIIEE T /L % IV 7=in vitrogBR C. plerixafori XK & [F1ZE DyRE C
X, PHEEAOREE L LTHFRE LTHIEA L o7,

EREEIE =

X HERERESE DR EE 3 EE & 72 #BRE | plerixafor 0.24 mg/kg % HAEIfZ R G- LIz & 27 U T
Z V AIXCReL & IEEMI L T/NE L 2257, Plerixafor® AUC o EEME 1T, BHSRE DS 1E & 72 fidt
e & e LT, BHEEREE 2N (CRoL 51~80 mL/4y) . W55 E (CReL 31~50 mL/
53) . R (CReL 130 mL/y i) DO#ERE T, ZHLEIT%, 32%F L UBI% K & o7z,
Crax T EHEREIE S DB 2 T 2o o, REEHIEEEIREMEAT . BREE & (AUCo24n) (ZCLcr
50 mL/%y & B[ 2 BEFITH AT P EE~REOBREREOH 5 BED ST NREN &
WRENTz, TORREEIEIT, BHEENIER 2EH L AEORERICT 572010, PEHE
~EEDOBHEREREE (CLer 50 MU/TLAT) O 5 BEOHEZ3SOLRET 5, RHEMZEK
WENREMEAT C, (KEBIAREICT 5 Z & TEREOBIICE plerixafordOBEFE & (AUCooum) b
HEIN9 2% Z EDRENTWD 728, Clep?’50 mL/4y LA O BRE CTIXH E2327 mg/ B 2 2 73
WEZT B [HABLOHE 23) 2H] .

Plerixaforid =2 B A O PR S D 72D BHERE A AR T S 2 JEAIRCTE S 70 JRAE 53 WA
WEEET D & 9 7e38HK & plerixafor & % 3% & | plerixafor<off HEE O MiEE 2N LA %
LEZBID, PlerixaforZ B S 41 5 A E 72 I TBEHREICKEEL 525 2 L3 MbNT
WOEARIE T D Z LI K o TAELDEEBIZ OV TIE, i L TH7RL,

N#E



HALTZ7UHBFRT AU B AL DR Tplerixafor D EENRENNKELL L T2 Z & IR
T—HTRINTWD, EOMDANFE/ RO BIIIRF STV,

15l
Plerixafor O 3L BN AEIZHERI DN T2 L 1E, BRIKT — % TRIN TN D,
FEhr
Plerixafor 3£ EREIZ AR M DRCBEN 0N 2 L 1E, BRIRT — 2 TRIN TV D,
13 FERRIRERME
131 EEME, BREREB LU (8) REOET
Plerixafor 9 JFU PR R 1 3 5 i S U Tu ey,

B 2 N TZinvitro B 582 T v v A (P27 7 5% T2 AmesidliR) | V79F v A =—X
INIA B — il A IV zin vitrods (R B B . T v BT K25 mg/kg (150 mg/m?) TRZ
T#E LUzin vivos §ii/MEZaRBR T, plerixaforl @I 13380 o T-,

Plerixafor2’ & h D% (%) MEE~G-2 DB DWW TIIARHTH 5, Plerixafors i
D% () MBRRICE 2 2BV T, HEOATRMERBR M Lieh o7, T v
N & V7228 A B B G- BB T3 L 72K TR A 7 — ¥ OFHI T,
plerixaforlZ B# 42 & & 2 S5 B 1T S22 72 7o 72, 28 H M E G- HME
BRCUE, MEREDEREZR~ D FEME A TR BT LSRR D e dr o 7,

14 FRER#ER

77 ARt FERER2ER GUBR L X ONABR2) ©. G-CSFOFH T CdDMozobil DIER 3%
U i KOS R ERE IO T A AR L O R e ATl Lz, BEE, TV =L
— T ADHEE & L TDOMozobil 0.24 mg/kg 72127 7 v R 04 F 5\ BAEAIZE Y 11
7. G-CSF 10 pg/kgiZ. Mozobil £ 72137 7 AR OWEK 504 HFis S ARG L, 77 =
L— 2% H OFNC b G Lic, B BRLTIX, FER U F U o B RE 29861 & %51 3
SR SIPERRNT 2 5206 L. AR EE I EMozobiliE s L OV T B REECTE N EN55m% (#iPH29
~T75i%) BL UG8 (#ilH2~75i%) T. BWNHAANTH 7=, RER2TIL, RN EHE
B 30201 & et G E B YRR A S0 L, RIS EME (B8R%) F6 K OMFRnHiE (28~75
%) 1XMozobil R KOV 7 B ARBECRIER T, 81% A ATH -7,

RERLCIE, FERTF Y UNEEED D BERKABIOT 7 = L— 3 A THRMMNH5 X



10%kgLl L OCD34+H A EREL S 7= B 1, Mozobil+G-CSFTEIE L /- 8% Ti359%, 7
7 & R+G-CSFCTENE L7 E TII20%THh >7- (p<0.001) ., CD34+MfmEIE IR+ 5%
DOMOFE L R TH 7= (£5) |

#5 : MBRLOAIMEDFER —IEAR ¥ U Ul TOCD34+HEfuE) B

Mozobil® 7R

-f?
+G-CSF (150 | +G-CSF P-4
B EFHMEEE
i) (148451)

77 L— AR T (RE4ARM) ([SHlE5x | 89 (59%) 29 (20%) 0.001

< 0.
10°kgLh Iz 7e o 7=
77 L— AL k4 E) (SHIE2x | 130 (87%) | 70 (47%) 0.001

< 0.

10°kgLh Iz 7e o 7=

® pliEiXPearson?® 1 A “FFRREIC L D HH

CD34+#la% 235 x 108/kgLL | & 72 2 DI B L 7= H o H i 1%, Mozobil#E TIZ3H T dh
0. FIRREECITRMEREE TH > 72, K6I121E, CD34+IEES5 x 10%kgbL 1272~ 7=
FDEEET 7« L— 3 A EH B RN KT,

%6 : RERLO A ZIPED K — CD34+HII %35 x 10%7kgPL LI 7e » 72 FER % U /3l
FHOEE (77 = L—3 2% HH)

Fhiti 2 Mozobil®+G-CSF # 75 R+G-CSF
TOE S * (147 HEcoz 4 ®
1 ®) (142 1 )
1 27.9% 4.2%
2 49.1% 14.2%
3 57.7% 21.6%
4 65.6% 24.2%

® E| A X Kaplan Meieri& (2 L 0 FH

PR EBIAT 7 2L — L R EZ T T RTORELED D




RE2 T, SRMEBIESRE DS HRAR2EOT 7 = L—3 2 TR 56 X 10%kgLL I
DCD34+HIfE BRI S 1u7= BB 1X. Mozobil+G-CSFCENE L 7= & Tld72%, 77 &R
+G-CSFCHI B L7 TlI34% Th -7 (p<0.001) ., CD34+AHfRE) BRI 5 Z Dfthod
FAE LRI CH -T2 (ET)

KT RO AVEORER — LM F IR AL TOCD34+HIIaE) 5

Mozobil® A 2 N

DU +G-CSF (148 | +G-CSF ( 154 | P

S ) )
77z b— ZAERMET (&%E 2 3 | 106 (72%) 53 (34%) <0.001
M) ICHIN%AY 6 x 10%kg LA Bz~ 7
B
77 L—y A MY (&E 4 B | 112 (76%) 79 (51%) <0.001
1) (TR 6 x 10%kg BA_ B2 728 - 7=
e
77z b—y ALY (KE 4 B | 141 (95%) 136 (88%) 0.028
M) ICHIR%AY 2 x 10%kg LA Bz /e~ 7
B

® pfiEiZPearson® 71 4 —IMEIZ LV FEH

CD34+#Hf%c 736 x 10%/kglL b & 722 DI BE L 7= At %, MozobilBETI31H ., 75
T ARBETIZAH Th o7, £8ITIL, CD34+MMIEELA6 x 10°kgll LIz /e > 7= BE DB %2 T
7 x L—3 23 H NIRRT,

#8 1 B2 — CD34+HHA%)36 X 108/kgLL 12 72 o 7= 2 F M BB Z OEIS (77 =1 —
ey E Wl

4 Mozobil®+G-CSF # T 77 B HR+G-CSFHT
o # A (144650 o # & (150 B1°)

1 54.2% 17.3%

2 77.9% 35.3%

3 86.8% 48.9%




4 86.8% 55.9%

2 & &3 Kaplan MeieriElC L 0 &
b A L HIAT T2 L— Y A EZIF T R_RCOBEEED D

AR % O L3 £ TOHIMC, B QM AN ITEREOR 7235283 %5, F
FRRRBR OB Tl AF BRI L O/ MR O A5 £ TOHIFE 722 & QNS BAEHIIE o A
(TIRRERER CTRIER T o o 72,

16 HE, PRIFR L UHHE

ST TIVLARIZIEplerixafor 24 mgz &4 7 5 3EHk1.2 mL (20 mg/mL) 723 F5iE
ENTN5,

NDC# 7 0024-5862-01

o 25C (771 TIRFET S, HFAEHPHIT15~30C (59~86T) Th 5 [KEIERHEHE
DIREZR, ]

e Mozobil D viallZfEWETH TH D, IEHEICKRE A OGN FE- 7256, BIELRT
X7 5700,

17 BE~DOFHA - IFEHIF

MozobiliE 5 1PV R I ZERRE . IRFEJE PHIEAR, FPORINEE, (RERSRIE 72 & Dl - SEIR
ZIELHETDT T 74 TF—USHREBT DAEMEN DL Z L a2t TDO X DI
IRPBNIGEIITEDICERIEEE TS5 & o BE LIRSS [F//E/H 6.1) 6.2)
M .

Mozobil i & H1 R0V E R LR (2 L SLMEAR L R0 2 R 7 & 0D i A R AR AR IR ME SIS D SEAR 23
NG EITEBICEREFEE MY L L 5 BB LTS D (A 6.1) 2/H],

Z IO, B NSOGB G A T EFRIEFE OEE T 5 L ). BE LY
T 5, BRRRBRTIEZ 0L ) EREZTHRE TR LT LE D 2 b o7z [FIEH 6.1)
2

Mozobillz & 0 T, Eul, WErk, KU, MR EOBEEENE LT D RN H D Z
L xinz. TNENO EIGIEE O I ELMozobi VR & ICEHE O FRNFEIL L2 5B
FERESEE I EST DL 5 BEEET D [FE 61) 2/H)



TEIE AT BE 72 oM R 11T, Mozobili& G-t XA N L 288 5 K o feiE+ 5 (LB
MEH EDVEE 6.6) | FFFEM~DRS 8.1) 2,

#E5C - Patheon UK Ltd.. #[E Swindon

RUIEFRFEOT : Genzyme Corporation, >k[E (02142) ~# 5 = —%& v > JNCambridge, 500 Kendall

Street

©2015 Genzyme Corporation. RS « @R - Hixdl 2 255,

MozobiliZGenzyme Corporation D &&= T 5,



RRIN TR SCE DOBEE
1. A%
Mozobil 20 mg/mL 734+
2. Bt/ E R
ik 1 mL & 7= v plerixafor 20 mg =& A4 5,
1 31 7 VI ERE 1.2 mL H71Z plerixafor 24 mg = & H 9 5,

I X O DRIEE

ImL®H7=0F Y AK5mg (0.2mmol) 2&HT 5,
TRTOTNIZHONTIEE 6.1 THSH,
3. Fl&
TR,
O ~PREE A DB 2EIATH Y . pH 1 6.0~7.5, {RFEEIF 260~320 mOsm/kg TH 5,
4. ERER DFEH
4.1 ZhRER L UBIER

Mozobil (FZHERIEk = v =— R 7 (G-CSF) & DB T, MIEHMEARRD U o ER &
LM EBEO R N BE T, SIS0 L OFENICE BEBEE2 £+ 5 B
F)CiE e 2 KRR L ~F BT 2 7-0IcHVWSNS (8 42 THSR) |
42 HEBIUHE

MozobiliZ, EGCMEKEORBRE AT HEMOE L TRETL 2L, BIBERIUT 7
= L= ADREITIE, URETEIC RS S Y | AT O Bt =2 U >
7 DN AIRe 7R « IR BM R D IR ETH D,

l60mte, "B HEMHIEH O &b 2 AL SHRIE, ARPHORMEFIRIE, P ife$320/ 1 L
Rig) 1, BEAREHEOTHRT L Sz,

ik



Plerixafor OH#E4EF £130.24 mg/kg/ H TH Y . 4H B DOG-CSFIT L S RIALE IZHET T, 77
x L— 3 AR D6~ 11RRIRTIC R TEFIC TR EG-T 5, BRHER TIEZ < 084 . Mozobil
2~AHM (BETHRE) #ARS L7z,

Plerixafor ][] 3 571 o> 138 [ LA E L 7= (K8 % v Cplerixaford & 2 H i 5,
FERRBR ClE., FHBE OIREICHES W Tplerixafordo &4 HH L7272, HAKED175%%
LRI DRED BE XN 2o Tz, BAEIKRE 0O175%% k0] % (K8 0 B35 2% % plerixaford
AESELICOVTIE, BafEn Ty, BEEEIIL ToORICLvkpbns,

St (kg) :50+23x [ (& (cm) x0.394) —60]
Lot (kg) :455+23x [ (&K (cm) x0.394) —60]
IRE OB RO BR TR S BN 5 A3, plerixafordd Fl &340 mg/ H % _E[El > Tl 57300,
HELEOEITFE

Mozobil#% 5-DEAf & L T2 R EEGARER T3 3", G-CSF 10 ug/kg % plerixafor D #][a]
WEDOARFINOEHE ARG L, £7 7= Lb—Y 2AE i A O b5 Lz,

1FHIENT]
B el &

JVTF =2 )T T AHN20~50 mL/Sy D EE T, plerixaford &4 3%y D1 &E L T
0.16 mg/kg/ HIZF % (BE5.2HEBMR) . ZOMEREICHET KT — 213072, 717
F =07 VT T 2 AD20 MLy AR O B8 L OUIRENT & 51T T 5 B C O RGR
PRERIT A 720 < HESER BRI ERE S ST e,

REOINEVIRB R SN T AR, 7 LT F =07 U T T 2 ZAH50 mL/4y Al D &
TIXHAEN2T mg/H 2B 2 TR b7au,

kil

INREBE ~DFGRRER T 720, Mozobil D22 41 I OVE Rh kI X185 Rl o /N Tl
N EFLTUVZRUD,

e E (6575)

BHSREN B I min B CIIHEARE T o 08X, 2 LT F=0 7 VT T AN
50 mL/Ay LA F O & E TITHBEZHET2 2 L 2HET 5 Bk o BEEREREE ) 2 ) |



—RAMNESICAEVERERENME T2 Z L2V, @i COMEREITITEEZH
ERAR

#5751k
MozobiliZZ FIERMTH Y | KA T/HIHENETHTH 5,

BHRNIANA TN BRI BB OF O THRTHER L. ki IRpE <
PN SN AT L2V &, MozobillZEFR 2 & AV RE A TH Y . A
TOANEYOWEL I THRGHA U v o~O8 U2 T EEERETIT Y 2 & (5B3.6HESMH),

[=A

A

43 7%

~ll3t

HEA 3 L OE6. 1B R T U O 0N 69 2 ilmEuE,
4.4 BRIRBEEBSIOMERA EOEE

U i KOS R i o SR C O I E) B 0 rTREME

JEGEAI 2 FIEAT A AREM N H D Z LIk o TAELZEBEIZONWTIE, oK E
TR,

U 2R KOS RS BEE o B3 Tl i AnEh B o B ) TG-CSFE O T
Mozobil #5795 & | JEEMIa B O ST, AIMERY 7 = L— v ZABFNGR S
STLEIBENDH D, P LOMEEMREIE Y X 7 ORI B EMEX 522213
STV, FERTF Y Rl LU FMEE REIED B % x5 L7 B REER <k
plerixaforiZ & 2 JEEMANE) B 134 SN/ o 72,

P AR T 36 T B MR e B 5

WHAAMER 7 1 7' 4 (compassionate use programme) C. AMEdEME AR R X OEE
HERRME B s O BT I Mozobil & G-CSFA & 5- L7z & & | i [ i fiia sk o B a 4 5 i
L BE NN, EmEHIEE) B o BTG L 7zplerixaforlc X v . AIMEMIAEIE ST
77z L=V ARANGRE - CLEIBENRH D, LI - T, BMFHEEE Tl
R OB B PRI D 72 O (2 plerixafor 2 ¢ -4 % Z LT HELE S,
iR AHOVE
J4 1 BRI ITE

Mozobil+G-CSF% (f 4% & M 4% A I ERC1E MR 23 B8 092, Mozobil#% 5-711%



FIMEREDE=Z Y o V%475 2 &, KA A 47 ER-EA350 x 10%/L% [H] % B3 12 Mozobil
RET DHET, BRI S Z L,

MR AE

M/RIBAEIXT 7 2 L— ZAOAPHES LTHLINTEY . Mozobili 5 DEETEH
5N TWA, Mozobil 5L 7 7 2L —3 2% T TWABEETIILT, /MiEkoE=
UL TEITHZ &,

7T LV —UG

MozobillZ L 0 ks, AR JE PHAERR PPk IR 2 ﬁ@%f&E@&TE% (2B 5
TEMNR BH SN T 5 Z Li3d otz (F48FESMR) | IR (e A2 v
W, FIEREATRA R, A%bV%VH/\Mﬁﬁﬁ@t)Lﬁﬁ\%éwiﬁﬁﬁﬁ
KLl 7TF74 9% —vav 2 z2807 17 40 7% —E0FNT, it RoiiEg
AR CIRE SN TS, ZOX ) REICHBIT HalietEnd 5720, MREE%
=YD,

Afi 7 A PR T RS

2 PR T I R EMRR VS G . ESIMHRIE ., et i = 0152 (FF4.8TEHSMR),
CD XD IRIEDEIT H RN H 570, WUl EEET S,

HELHEE

FEERARRER T, 7 v biZplerixaforz b MZEB T HHEREH &L 0V R4EHVHETELRM (2
~AE) AR TR L L &, BiSNE AL 5 PIEE & oMkt L OFE xR 2285003
BT,

Plerixafor23 S O PO K & ST 5 2 DB OV TUE, BRARRER CREBINCIZEME = 1
TV 72\, plerixafor+G-CSFOFHIZ & 2 AR K O AIREME 1T E TE 72\, G-CSFO#& 51412
%Ww@%ﬁbtmi#ﬁ’ih@%ét@ Mozobil & G-CSFO i i HIZ /2 FIEERE & T8
HE B0 £ 72 IR RS SRS SN AICE, RO REEEZ e+ 5 Z &,

T rUVDL

Mozobil >F kU 7 A& A BITH 510 H7- V1 mmol (23mg) K THY. [F VU 7L
Z7U—] LEZXD,

4.5 E%E L OHEEIEH



A AE BRI SE M S AL CTUZeuy, InvitrogkBR . plerixaforiZCYP P450RE%SE DR 2 5%
J9, ETLCYPPASOEEZAPHET 52 & bR THZ & b o7, Invitroalii T,
plerixafor|/IPHEE A DOILE & L CHHAESE LTHIER Lo 7,

FERT XY U NJEEE XS LT ERRRER T, plerixafor+G-CSFOEIE L 2 A (2
VXU T EBMLTYH, BEOLEVESLCCDI4+HIE OB BT /0o T,

46 % (%) MReE. MRS X ORI

SRR AT RE 72 2

SO ATRE 72 2oL, B G-I A S R TE A B O 2 T U7 B 720,
AR
i & st g plerixafor D # 52 B3 5+ 72 7 — X 1370,

A EOIERFICEE S < & IR ICplerixaforz % 542 L e K& A2 & -2 &n
IR I NG, BRER CIREAEIESN RSN TS (B5.3TESBMR) | Uik kMO IRRED
HplerixaforO ¥ G238 MZH E SHL72 W R Y | AEIRHFIZMozobil & % 5- L 722 &

Plerixafor’d &k OFRFALA~PEHES N D NENIARHTH 5, I a2 A RICkHd 25D
AZIIEHETER, Mozobil# G- 3.2 F k452 &,

% ($2) JhtE
Plerixafor2s Bt T O et 0% (12) BBICE 2 22 RIATH S (5FB5.35ESM) |
4.7 EERES B X R EBERE I RIETRE

Mozobil | 3 ERARE /) M OBEMR BRI ERE /)T 2 T3 mIRENEDS & 2, VBN ESD F U 5
1A PR SOGS F HIVTZBE DN D T2 | BECEIRIERE 21T 9 BRICITEE T2 &
) BEERET D,

4.8 BIER

TN T a7 7 A I)LDOEK

U LB X ORI E BIE O R 12881 D Mozobil+G-CSFRFH o2z a7 — 21X, &l



77 & Rt IaRER2RER (30141) 5 L OV IAIERT G BR10:ER (24265) M HEHNT
W5, BEIZZL OE4E, plerixafor 1H0.24 mg/kgD TR F %5251 7=, ZhH DR
BRCIE. plerixaforz1~7H A (o fE2H ) HEHEEES L7,

IR T XY Nl L OSFRMEEBEE O B 2 55 L2 BB IHHER 23R

(AMD3100-31017 515 L O)AMD3100-310238%#%) Tix. & #3011 Mozobil+G-CSFEE T,
2027 T & AR+G-CSFRE TR & 321 7=, G-CSF 10 ug/kgix, plerixafor%7-1%~7"7 2R "
BEDARRIN D EEEARE L, 77 = L— Y AEMOEIC G L, Y& im ek
BRBIOT 7= b—v 2 Eih (BAEE O 72 OLFHRIER FLEORD) (R L, 7
7 & R +G-CSFHE X ¥ Mozobil+G-CSF#E D 5 THREUHAEL A3 < . Mozobil &z 5- L 72 F8# D 1%
LLEIZHBLL, »hoREMEd » @i Sn-RgIER %2, RUIRT,

FEHEYENG O 7= 80 DAL ZERRIEIRFALE ) SRR D12 % H 1% £ TOHEORIERFEERRITIL,
BREEMICA BRETRO bR oTz,

AEH—%

RIVER 2 & BRI B0 CRBBERNNC—BICT 5, BEHEOERIL. EFIC
2y (U10612L 1) | vy (110061 8L E1/106A) |« A7 v (1/1,00001 2L E1/10061A0)
Fiv (1/10,00041L4 F1/1,00061A40)  FEFICEIL (1/10,000681040) . A (o0 T0n
BT —H2DITHEEARRE) LT 5,

#1: BINHRBROBERLIOT7 72 L— Y AEBHRICEI L., 77 &R XY MozobildF
TEBEEENE <. 2 >Mozobil & DR EMNH S & S-EIWEH

R REE
WIRUN | T LIV — >
TF 747X —vav s EEL T
T4 T7x IS G A4THSR) >
R E

2 | ARIRSE

A

e
e
B
e
et




PHRER IR EH

ZuN | IFEMED E VN, TR

H Wk

H

FEFINT N | TR, L

2 | WErE, R, H AR, HERE, E
ARG, (RS, U, H ORGSR,
H N ECIE:

R E X OB TskEE

2N | ZITIE, HLBE

BRI X OFE A AR E

2\ | BAFiRE. A

— % - EHEER L UOREBLAORE
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
MOZOBIL safely and effectively. See full prescribing information for
MOZOBIL.

MOZOBIL (plerixafor) Injection, for subcutaneous use

Initial U.S. Approval: 2008

RECENT MAJOR CHANGES---------crnmmemmmeemnea
Dosage and Administration (2.1, 2.3) 08/2015

INDICATIONS AND USAGE ------szz=nnnmmmmmmmanaav
Mozobil, a hematopoietic stem cell mobilizer, is indicated in combination
with granulocyte-colony stimulating factor (G-CSF) to mobilize
hematopoietic stem cells (HSCs) to the peripheral blood for collection and
subsequent autologous transplantation in patients with non-Hodgkin’s
lymphoma and multiple myeloma. (1)

e Initiate Mozobil treatment after the patient has received G-CSF once daily
for 4 days. (2.1)
e Repeat Mozobil dose up to 4 consecutive days. (2.1)
e Dose based on patient weight
Ll <83 kg: 20 mg dose or select dose based on 0.24 mg/kg actual
body weight. (2.1)
= >83kg: select dose based on 0.24 mg/kg actual body
weight.(2.1)
e Administer by subcutaneous injection approximately 11 hours prior to
initiation of apheresis. (2.1)
e Renal impairment: If creatinine clearance is < 50 mL/min, decrease dose
by one-third to 0.16 mg/kg. (2.3)

. Single-use vial containing 1.2 mL of a 20 mg/mL solution. (3)

CONTRAINDICATIONS
e  History of hypersensitivity to Mozobil. (4)

e Anaphylactic shock and Serious Hypersensitivity Reactions have
occurred. Monitor patients during and after completion of Mozobil
administration. (5.1)

e Tumor Cell Mobilization in Leukemia Patients: Mozobil may mobilize
leukemic cells and should not be used in leukemia patients. (5.2)

e Hematologic Effects: Increased circulating leukocytes and decreased
platelet counts have been observed. Monitor blood cell counts and
platelet counts during Mozobil use. (5.3)

e Potential for Tumor Cell Mobilization: Tumor cells may be released from
marrow during HSC mobilization with Mozobil and G-CSF. Effect of
reinfusion of tumor cells is unknown. (5.4)

o Potential for Splenic Rupture: Evaluate patients who report left upper

abdominal and/or scapular or shoulder pain. (5.5)
Embryo-fetal Toxicity: May cause fetal harm. Advise women not to
become pregnant when taking Mozobil. (5.6, 8.1)

ADVERSE REACTIONS
Most common adverse reactions (> 10%): diarrhea, nausea, fatigue, injection
site reactions, headache, arthralgia, dizziness, and vomiting. (6)

To report SUSPECTED ADVERSE REACTIONS, contact Genzyme
Corporation at 1-877-4MOZOBIL or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch

See 17 for PATIENT COUNSELING INFORMATION

Revised: 08/2015
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

Mozobil® (plerixafor injection) is indicated in combination with granulocyte-colony stimulating
factor (G-CSF) to mobilize hematopoietic stem cells (HSCs) to the peripheral blood for
collection and subsequent autologous transplantation in patients with non-Hodgkin’s lymphoma
(NHL) and multiple myeloma (MM).

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage and Administration

Vials should be inspected visually for particulate matter and discoloration prior to administration
and should not be used if there is particulate matter or if the solution is discolored.

Begin treatment with Mozobil after the patient has received G-CSF once daily for four days. [see
Dosage and Administration (2.2)] Administer Mozobil approximately 11 hours prior to initiation
of each apheresis for up to 4 consecutive days.

| The recommended dose of Mozobil by subcutaneous injection is based on body weight:

e 20 mg fixed dose or 0.24 mg/kg of body weight for patients weighing <83 kg. [see
Clinical Pharmacology (12.3)]

e 0.24 mg/kg of body weight for patients weighing >83 kg.

Use the patient’s actual body weight to calculate the volume of Mozobil to be administered.

Each vial delivers 1.2 mL of 20 mg/mL solution, and the volume to be administered to

patients should be calculated from the following equation:

0.012 X patient’s actual body weight (in kg) = volume to be administered (in mL)

In clinical studies, Mozobil dose has been calculated based on actual body weight in patients up
to 175% of ideal body weight. Mozobil dose and treatment of patients weighing more than 175%
of ideal body weight have not been investigated.

Based on increasing exposure with increasing body weight, the Mozobil dose should not exceed
40 mg/day. [see Clinical Pharmacology (12.3)]

2.2  Recommended Concomitant Medications
Administer daily morning doses of G-CSF 10 micrograms/kg for 4 days prior to the first evening
dose of Mozobil and on each day prior to apheresis. [see Clinical Studies (14)]

2.3  Dosing in Renal Impairment

In patients with moderate and severe renal impairment (estimated creatinine clearance (CLcRr) <
50 mL/min), reduce the dose of Mozobil by one-third based on body weight category as shown
in Table 1. If CLcg is <50 mL/min the dose should not exceed 27 mg/day, as the mg/kg-based
dosage results in increased plerixafor exposure with increasing body weight. [see Clinical
Pharmacology (12.3)] Similar systemic exposure is predicted if the dose is reduced by one-third
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in patients with moderate and severe renal impairment compared with subjects with normal renal
function. [see Clinical Pharmacology (12.3)]
Table 1: Recommended Dosage of Mozobil in Patients with Renal Impairment
Estimated Creatinine Dose
Clearance (mL/min) Body Weight < 83 kg Body Weight > 83 kg and < 160 kg
>50 20 mg or 0.24 mg/kg once daily | 0.24 mg/kg once daily (not to exceed
40 mg/day)
<50 13 mg or 0.16 mg/kg once daily | 0.16 mg/kg once daily (not to exceed
27 mg/day)

The following (Cockroft-Gault) formula may be used to estimate CLcr:

Males:
Creatinine clearance (mL/min) = weight (kg) X (140 — age in years)
72 X serum creatinine (mg/dL)

Females:
Creatinine clearance (mL/min) = 0.85 X value calculated for males

There is insufficient information to make dosage recommendations in patients on hemodialysis.

3 DOSAGE FORMS AND STRENGTHS
Single-use vial containing 1.2 mL of a 20 mg/mL solution.

4 CONTRAINDICATIONS
History of hypersensitivity to Mozobil [see Warnings and Precautions (5.1)]. Anaphylactic
shock has occurred with use of Mozobil.

5 WARNINGS AND PRECAUTIONS

5.1  Anaphylactic shock and Hypersensitivity reactions

Serious hypersensitivity reactions, including anaphylactic-type reactions, some of which have
been life-threatening with clinically significant hypotension and shock have occurred in patients
receiving Mozobil [see Adverse Reactions (6.2)]. Observe patients for signs and symptoms of
hypersensitivity during and after Mozobil administration for at least 30 minutes and until
clinically stable following completion of each administration. Only administer Mozobil when
personnel and therapies are immediately available for the treatment of anaphylaxis and other
hypersensitivity reactions.

In clinical studies, mild or moderate allergic reactions occurred within approximately 30 minutes
after Mozobil administration in less than 1% of patients [see Adverse Reactions (6.1)].

5.2 Tumor Cell Mobilization in Leukemia Patients
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For the purpose of HSC mobilization, Mozobil may cause mobilization of leukemic cells and
subsequent contamination of the apheresis product. Therefore, Mozobil is not intended for HSC
mobilization and harvest in patients with leukemia.

5.3 Hematologic Effects

Leukocytosis

Administration of Mozobil in conjunction with G-CSF increases circulating leukocytes as well as
HSC populations. Monitor white blood cell counts during Mozobil use. [see Adverse Reactions

(6.1)]

Thrombocytopenia
Thrombocytopenia has been observed in patients receiving Mozobil. Monitor platelet counts in
all patients who receive Mozobil and then undergo apheresis.

5.4 Potential for Tumor Cell Mobilization

When Mozobil is used in combination with G-CSF for HSC mobilization, tumor cells may be
released from the marrow and subsequently collected in the leukapheresis product. The effect of
potential reinfusion of tumor cells has not been well-studied.

5.5  Splenic Enlargement and Potential for Rupture

Higher absolute and relative spleen weights associated with extramedullary hematopoiesis were
observed following prolonged (2 to 4 weeks) daily plerixafor SC administration in rats at doses
approximately 4-fold higher than the recommended human dose based on body surface area. The
effect of Mozobil on spleen size in patients was not specifically evaluated in clinical studies.
Evaluate individuals receiving Mozobil in combination with G-CSF who report left upper
abdominal pain and/or scapular or shoulder pain for splenic integrity.

56  Embryo-fetal Toxicity

Mozobil may cause fetal harm when administered to a pregnant woman. Plerixafor is
teratogenic in animals. There are no adequate and well-controlled studies in pregnant women
using Mozobil. Advise women of childbearing potential to avoid becoming pregnant while
receiving treatment with Mozobil. If this drug is used during pregnancy, or if the patient
becomes pregnant while taking this drug, the patient should be apprised of the potential hazard to
the fetus. [see Use In Specific Populations (8.1)]

6 ADVERSE REACTIONS
The following serious adverse reactions are discussed elsewhere in the labeling:

e Anaphylactic shock and hypersensitivity reactions [see Warnings and Precautions (5.1)]
e Potential for tumor cell mobilization in leukemia patients [see Warnings and Precautions

(5.2)]

e Increased circulating leukocytes and decreased platelet counts [see Warnings and
Precautions (5.3)]

e Potential for tumor cell mobilization [see Warnings and Precautions (5.4)]
e Potential for splenic enlargement [see Warnings and Precautions (5.5)]
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6.1  Clinical Trial Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials
of another drug and may not reflect the rates observed in practice.

The most common adverse reactions (> 10%) reported in patients who received Mozobil in
conjunction with G-CSF regardless of causality and more frequent with Mozobil than placebo
during HSC mobilization and apheresis were diarrhea, nausea, fatigue, injection site reactions,
headache, arthralgia, dizziness, and vomiting.

Safety data for Mozobil in combination with G-CSF were obtained from two randomized
placebo-controlled studies (301 patients) and 10 uncontrolled studies (242 patients). Patients
were primarily treated with Mozobil at daily doses of 0.24 mg/kg SC. Median exposure to
Mozobil in these studies was 2 days (range 1 to 7 days).

In the two randomized studies in patients with NHL and MM, a total of 301 patients were treated
in the Mozobil and G-CSF group and 292 patients were treated in the placebo and G-CSF group.
Patients received daily morning doses of G-CSF 10 micrograms/kg for 4 days prior to the first
dose of Mozobil 0.24 mg/kg SC or placebo and on each morning prior to apheresis. The adverse
reactions that occurred in > 5% of the patients who received Mozobil regardless of causality and
were more frequent with Mozobil than placebo during HSC mobilization and apheresis are
shown in Table 2.

Table 2: Adverse Reactions in > 5% of Non-Hodgkin’s Lymphoma and Multiple Myeloma Patients
Receiving Mozobil® and More Frequent than Placebo During HSC Mobilization and Apheresis

Percent of Patients (%)
Mozobil® and G-CSF Placebo and G-CSF
(n=301) (n=292
All Grade 3 | Grade 4 All Grade 3 Grade 4
Grades? Grades

Gastrointestinal disorders

Diarrhea 37 <1 0 17 0 0

Nausea 34 1 0 22 0 0

Vomiting 10 <1 0 6 0 0

Flatulence 7 0 0 3 0 0
General disorders and
administration site conditions

Injection site reactions 34 0 0 10 0 0

Fatigue 27 0 0 25 0 0
Musculoskeletal and connective
tissue disorders

Arthralgia 13 0 0 12 0 0
Nervous system disorders

Headache 22 <1 0 21 1 0

Dizziness 11 0 0 6 0 0
Psychiatric disorders
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| Insomnia | 7 | o | o | 5 ] 0 | 0

®Grades based on criteria from the World Health Organization (WHO)

In the randomized studies, 34% of patients with NHL or MM had mild to moderate injection site
reactions at the site of subcutaneous administration of Mozobil. These included erythema,
hematoma, hemorrhage, induration, inflammation, irritation, pain, paresthesia, pruritus, rash,
swelling, and urticaria.

Mild to moderate allergic reactions were observed in less than 1% of patients within
approximately 30 min after Mozobil administration, including one or more of the following:
urticaria (n = 2), periorbital swelling (n = 2), dyspnea (n = 1) or hypoxia (n = 1). Symptoms
generally responded to treatments (e.g., antihistamines, corticosteroids, hydration or
supplemental oxygen) or resolved spontaneously.

Vasovagal reactions, orthostatic hypotension, and/or syncope can occur following subcutaneous
injections. In Mozobil oncology and healthy volunteer clinical studies, less than 1% of subjects
experienced vasovagal reactions following subcutaneous administration of Mozobil doses < 0.24
mg/kg. The majority of these events occurred within 1 hour of Mozobil administration. Because
of the potential for these reactions, appropriate precautions should be taken.

Other adverse reactions in the randomized studies that occurred in < 5% of patients but were
reported as related to Mozobil during HSC mobilization and apheresis included abdominal pain,
hyperhidrosis, abdominal distention, dry mouth, erythema, stomach discomfort, malaise,
hypoesthesia oral, constipation, dyspepsia, and musculoskeletal pain.

Hyperleukocytosis: In clinical trials, white blood cell counts of 100,000/mcL or greater were
observed, on the day prior to or any day of apheresis, in 7% of patients receiving Mozobil and in
1% of patients receiving placebo. No complications or clinical symptoms of leukostasis were
observed.

6.2  Post-marketing Experience

In addition to adverse reactions reported from clinical trials, the following adverse reactions have
been reported from post-marketing experience with Mozobil. Because these reactions are
reported voluntarily from a population of uncertain size, it is not always possible to reliably
estimate their frequency or establish a causal relationship to drug exposure.

Immune System Disorders: Anaphylactic reactions, including anaphylactic shock

Psychiatric disorders: Abnormal dreams and nightmares

7 DRUG INTERACTIONS

Based on in vitro data, plerixafor is not a substrate, inhibitor or inducer of human cytochrome
P450 isozymes. Plerixafor is not likely to be implicated in in vivo drug-drug interactions
involving cytochrome P450s. At concentrations similar to what are seen clinically, plerixafor
did not act as a substrate or inhibitor of P-glycoprotein in an in vitro study. [see Clinical
Pharmacology (12.3)]
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8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category D

Risk Summary

Mozobil may cause fetal harm when administered to a pregnant woman. Plerixafor is
teratogenic in animals.

Animal Data

Plerixafor administered to pregnant rats induced embryo-fetal toxicities including fetal death,
increased resorptions and post-implantation loss, decreased fetal weights, anophthalmia,
shortened digits, cardiac interventricular septal defect, ringed aorta, globular heart,
hydrocephaly, dilatation of olfactory ventricles, and retarded skeletal development. Embryo-
fetal toxicities occurred mainly at a dose of 90 mg/m? (approximately 10 times the recommended
human dose of 0.24 mg/kg when compared on a mg/m? basis or 10 times the AUC in subjects
with normal renal function who received a single dose of 0.24 mg/kg).

8.3  Nursing Mothers

It is not known whether plerixafor is excreted in human milk. Because many drugs are excreted
in human milk, and because of the potential for serious adverse reactions in nursing infants from
Mozobil, a decision should be made whether to discontinue nursing or to discontinue the drug,
taking into account the importance of the drug to the mother.

8.4 Pediatric Use
The safety and efficacy of Mozobil in pediatric patients have not been established in controlled
clinical studies.

8.5  Geriatric Use

Of the total number of subjects in controlled clinical studies of Mozobil, 24% were 65 and over,
while 0.8% were 75 and over. No overall differences in safety or effectiveness were observed
between these subjects and younger subjects, and other reported clinical experience has not
identified differences in responses between the elderly and younger patients, but greater
sensitivity of some older individuals cannot be ruled out.

Since plerixafor is mainly excreted by the kidney, no dose modifications are necessary in elderly
individuals with normal renal function. In general, care should be taken in dose selection for
elderly patients due to the greater frequency of decreased renal function with advanced age.
Dosage adjustment in elderly patients with CLcg <50 mL/min is recommended. [see Dosage
and Administration (2.3) and Clinical Pharmacology (12.3)]

8.6 Renal Impairment

In patients with moderate and severe renal impairment (CLcr <50 mL/min), reduce the dose of
Mozobil by one-third to 0.16 mg/kg. [see Dosage and Administration (2.3) and Clinical
Pharmacology (12.3)]
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10 OVERDOSAGE

Based on limited data at doses above the recommended dose of 0.24 mg/kg SC, the frequency of
gastrointestinal disorders, vasovagal reactions, orthostatic hypotension, and/or syncope may be
higher.

11 DESCRIPTION

Mozobil (plerixafor injection) is a sterile, preservative-free, clear, colorless to pale yellow,
isotonic solution for subcutaneous injection. Each mL of the sterile solution contains 20 mg of
plerixafor. Each single-use vial is filled to deliver 1.2 mL of the sterile solution that contains

24 mg of plerixafor and 5.9 mg of sodium chloride in Water for Injection adjusted to a pH of 6.0
to 7.5 with hydrochloric acid and with sodium hydroxide, if required.

Plerixafor is a hematopoietic stem cell mobilizer with a chemical name I, 1'-[1,4-phenylenebis
(methylene)]-bis-1,4,8,11- tetraazacyclotetradecane. It has the molecular formula CogHssNg.
The molecular weight of plerixafor is 502.79 g/mol. The structural formula is provided in Figure
1.

Figure 1: Structural Formula

Plerixafor is a white to off-white crystalline solid. It is hygroscopic. Plerixafor has a typical
melting point of 131.5 °C. The partition coefficient of plerixafor between 1-octanol and pH 7
aqueous buffer is < 0.1.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Plerixafor is an inhibitor of the CXCR4 chemokine receptor and blocks binding of its cognate
ligand, stromal cell-derived factor-1a (SDF-1a). SDF-1a and CXCR4 are recognized to play a
role in the trafficking and homing of human hematopoietic stem cells (HSCs) to the marrow
compartment. Once in the marrow, stem cell CXCR4 can act to help anchor these cells to the
marrow matrix, either directly via SDF-1a or through the induction of other adhesion molecules.
Treatment with plerixafor resulted in leukocytosis and elevations in circulating hematopoietic
progenitor cells in mice, dogs and humans. CD34+ cells mobilized by plerixafor were capable of
engraftment with long-term repopulating capacity up to one year in canine transplantation
models.

12.2  Pharmacodynamics

Data on the fold increase in peripheral blood CD34+ cell count (cells/mcL) by apheresis day
were evaluated in two placebo-controlled clinical studies in patients with NHL and MM (Study 1
and Study 2, respectively). The fold increase in CD34+ cell count (cells/mcL) over the 24-hour
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period starting from the day prior to the first apheresis and ending the next morning just before
the first apheresis is summarized in Table 3. During this 24-hour period, a single dose of
Mozobil or placebo was administered 10 to 11 hours prior to apheresis.

Table 3: Fold Increase in Peripheral Blood CD34+ Cell Count Following
Pretreatment with G-CSF and Administration of Plerixafor

Study Mozobil® and G-CSF Placebo and G-CSF
Median | Mean (SD) Median Mean (SD)

Study 1 5.0 6.1 (5.4) 1.4 1.9 (1.5)

Study 2 4.8 6.4 (6.8) 1.7 2.4 (7.3)

In pharmacodynamic studies of Mozobil in healthy volunteers, peak mobilization of CD34+ cells
was observed between 6 and 9 hours after administration. In pharmacodynamic studies of
Mozobil in conjunction with G-CSF in healthy volunteers, a sustained elevation in the peripheral
blood CD34+ count was observed from 4 to 18 hours after plerixafor administration with a peak
CD34+ count between 10 and 14 hours.

QT/QTc Prolongation

There is no indication of a QT/QTc prolonging effect of Mozobil in single doses up to 0.40
mg/kg. In a randomized, double-blind, crossover study, 48 healthy subjects were administered a
single subcutaneous dose of plerixafor (0.24 mg/kg and 0.40 mg/kg) and placebo. Peak
concentrations for 0.40 mg/kg Mozobil were approximately 1.8-fold higher than the peak
concentrations following the 0.24 mg/kg single subcutaneous dose.

12.3  Pharmacokinetics

The single-dose pharmacokinetics of plerixafor 0.24 mg/kg were evaluated in patients with NHL
and MM following pre-treatment with G-CSF (10 micrograms/kg once daily for 4 consecutive
days). Plerixafor exhibits linear kinetics between the 0.04 mg/kg to 0.24 mg/kg dose range. The
pharmacokinetics of plerixafor were similar across clinical studies in healthy subjects who
received plerixafor alone and NHL and MM patients who received plerixafor in combination
with G-CSF.

A population pharmacokinetic analysis incorporated plerixafor data from 63 subjects (NHL
patients, MM patients, subjects with varying degrees of renal impairment, and healthy subjects)
who received a single SC dose (0.04 mg/kg to 0.24 mg/kg) of plerixafor. A two-compartment
disposition model with first order absorption and elimination was found to adequately describe
the plerixafor concentration-time profile. Significant relationships between clearance and
creatinine clearance (CLcr), as well as between central volume of distribution and body weight
were observed. The distribution half-life (t,,,) was estimated to be 0.3 hours and the terminal
population half-life (t;,p) was 5.3 hours in patients with normal renal function.

The population pharmacokinetic analysis showed that the mg/kg-based dosage results in an
increased plerixafor exposure (AUCy.24n) With increasing body weight. In order to compare the
pharmacokinetics and pharmacodynamics of plerixafor following 0.24 mg/kg-based and fixed
(20 mg) doses, a follow-up trial was conducted in patients with NHL (N=61) who were treated
with 0.24 mg/kg or 20 mg of plerixafor. The trial was conducted in patients weighing 70 kg or
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less. The fixed 20 mg dose showed 1.43-fold higher exposure (AUCy.10n) than the 0.24 mg/kg
dose (Table 4). The fixed 20 mg dose also showed numerically higher response rate (5.2%
[60.0% vs 54.8%] based on the local lab data and 11.7% [63.3% vs 51.6%] based on the central
lab data) in attaining the target of > 5 x 10° CD34+ cells/kg than the mg/kg-based dose.
However, the median time to reach > 5 x 10° CD34+ cells/kg was 3 days for both treatment
groups, and the safety profile between the groups was similar. Based on these results, further
analysis was conducted by FDA reviewers and a body weight of 83 kg was selected as an

| appropriate cut-off point to transition patients from fixed to weight based dosing.

Table 4. Systemic Exposure (AUC,.10n) comparisons of fixed and weight based regimens

Regimen Geometric Mean AUC
Fixed 20 mg (n=30) 3991.2
0.24 mg/kg (n=31) 2792.7
Ratio (90% CI) 1.43 (1.32,1.54)

There is limited experience with the 0.24 mg/kg dose of plerixafor in patients weighing above
160 kg. Therefore the dose should not exceed that of a 160 kg patient (i.e., 40 mg/day if CLcr is
> 50 mL/min and 27 mg/day if CLcg is <50 mL/min). [see Dosage and Administration (2.1,
2.3)]

Absorption
Peak plasma concentrations occurred at approximately 30 - 60 minutes after a SC dose.

Distribution

Plerixafor is bound to human plasma proteins up to 58%. The apparent volume of distribution of
plerixafor in humans is 0.3 L/kg demonstrating that plerixafor is largely confined to, but not
limited to, the extravascular fluid space.

Metabolism

The metabolism of plerixafor was evaluated with in vitro assays. Plerixafor is not metabolized
as shown in assays using human liver microsomes or human primary hepatocytes and does not
exhibit inhibitory activity in vitro towards the major drug metabolizing cytochrome P450
enzymes (1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1 and 3A4/5). In in vitro studies with human
hepatocytes, plerixafor does not induce CYP1A2, CYP2B6, or CYP3A4 enzymes. These
findings suggest that plerixafor has a low potential for involvement in cytochrome P450-
dependent drug-drug interactions.

Elimination

The major route of elimination of plerixafor is urinary. Following a 0.24 mg/kg dose in healthy
volunteers with normal renal function, approximately 70% of the dose was excreted in the urine
as the parent drug during the first 24 hours following administration. In studies with healthy
subjects and patients, the terminal half-life in plasma ranges between 3 and 5 hours. At
concentrations similar to what are seen clinically, plerixafor did not act as a substrate or inhibitor
of P-glycoprotein in an in vitro study with MDCKII and MDCKII-MDR1 cell models.

Renal Impairment
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Following a single 0.24 mg/kg SC dose, plerixafor clearance was reduced in subjects with
varying degrees of renal impairment and was positively correlated with CLcg. The mean AUC.
24n OF plerixafor in subjects with mild (CLcg 51-80 mL/min), moderate (CLcr 31-50 mL/min),
and severe (CLcr < 31 mL/min) renal impairment was 7%, 32%, and 39% higher than healthy
subjects with normal renal function, respectively. Renal impairment had no effect on Cax. A
population pharmacokinetic analysis indicated an increased exposure (AUCy.241) in patients with
moderate and severe renal impairment compared to patients with CLcg > 50 mL/min. These
results support a dose reduction of one-third in patients with moderate to severe renal impairment
(CLcr £50 mL/min) in order to match the exposure in patients with normal renal function. The
population pharmacokinetic analysis showed that the mg/kg-based dosage results in an increased
plerixafor exposure (AUC.24n) With increasing body weight; therefore if CLcg is <50 mL/min
the dose should not exceed 27 mg/day. [see Dosage and Administration (2.3)]

Since plerixafor is primarily eliminated by the kidneys, coadministration of plerixafor with drugs
that reduce renal function or compete for active tubular secretion may increase serum
concentrations of plerixafor or the coadministered drug. The effects of coadministration of
plerixafor with other drugs that are renally eliminated or are known to affect renal function have
not been evaluated.

Race
Clinical data show similar plerixafor pharmacokinetics for Caucasians and African-Americans,
and the effect of other racial/ethnic groups has not been studied.

Gender
Clinical data show no effect of gender on plerixafor pharmacokinetics.

Age
Clinical data show no effect of age on plerixafor pharmacokinetics.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenicity studies with plerixafor have not been conducted.

Plerixafor was not genotoxic in an in vitro bacterial mutation assay (Ames test in Salmonella), an
in vitro chromosomal aberration test using V79 Chinese hamster cells, or an in vivo bone marrow
micronucleus test in rats after subcutaneous doses up to 25 mg/kg (150 mg/m?).

The effect of plerixafor on human fertility is unknown. The effect of plerixafor on male or
female fertility was not studied in designated reproductive toxicology studies. The staging of
spermatogenesis measured in a 28-day repeated dose toxicity study in rats revealed no
abnormalities considered to be related to plerixafor. No histopathological evidence of toxicity to
male or female reproductive organs was observed in 28-day repeated dose toxicity studies.

14 CLINICAL STUDIES
The efficacy and safety of Mozobil in conjunction with G-CSF in non-Hodgkin’s lymphoma
(NHL) and multiple myeloma (MM) were evaluated in two placebo-controlled studies (Studies 1
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and 2). Patients were randomized to receive either Mozobil 0.24 mg/kg or placebo on each
evening prior to apheresis. Patients received daily morning doses of G-CSF 10 micrograms/kg
for 4 days prior to the first dose of Mozobil or placebo and on each morning prior to apheresis.
Two hundred and ninety-eight (298) NHL patients were included in the primary efficacy
analyses for Study 1. The mean age was 55 years (range 29-75) and 58 years (range 22-75) in the
Mozobil and placebo groups, respectively, and 93% of subjects were Caucasian. In study 2, 302
patients with MM were included in the primary efficacy analyses. The mean age (58years) and
age range (28-75) were similar in the Mozobil and placebo groups, and 81% of subjects were
Caucasian.

In Study 1, 59% of NHL patients who were mobilized with Mozobil and G-CSF collected > 5 X
10° CD34+ cells/kg from the peripheral blood in four or fewer apheresis sessions, compared with
20% of patients who were mobilized with placebo and G-CSF (p < 0.001). Other CD34+ cell
mobilization outcomes showed similar findings (Table 5).

Table 5: Study 1 Efficacy Results - CD34+ Cell Mobilization in NHL Patients

Mozobil® Placebo
Efficacy Endpoint and G-CSF | and G-CSF | p-value®
(n=150) (n =148)

Patients achieving > 5 X 10° cells/kg in < 4 apheresis days 89 (59%) 29 (20%) <0.001
Patients achieving > 2 X 10° cells/kg in < 4 apheresis days 130 (87%) 70 (47%) <0.001
®p-value calculated using Pearson’s Chi-Squared test

The median number of days to reach > 5 x 10° CD34+ cells/kg was 3 days for the Mozobil group
and not evaluable for the placebo group. Table 6 presents the proportion of patients who
achieved > 5 x 10° CD34+ cells/kg by apheresis day.

Table 6: Study 1 Efficacy Results — Proportion of Patients Who Achieved >
5 x 10° CD34+ cells/kg by Apheresis Day in NHL Patients

Proportion® Proportion®
Days in Mozobil® and G-CSF in Placebo and G-CSF
(n=147") (n=142")
1 27.9% 4.2%
2 49.1% 14.2%
3 57.7% 21.6%
4 65.6% 24.2%

Percents determined by Kaplan Meier method
®n includes all patients who received at least one day of apheresis

In Study 2, 72% of MM patients who were mobilized with Mozobil and G-CSF collected > 6 X
10° CD34+ cells/kg from the peripheral blood in two or fewer apheresis sessions, compared with
34% of patients who were mobilized with placebo and G-CSF (p < 0.001). Other CD34+ cell
mobilization outcomes showed similar findings (Table 7).
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Table 7: Study 2 Efficacy Results — CD34+ Cell Mobilization in Multiple Myeloma Patients

Mozobil® and | Placebo and
Efficacy Endpoint G-CSF G-CSF p-value?
(n=148) (n=154)
Patients achieving > 6 X 10° cells/kg in < 2 apheresis days 106 (72%) 53 (34%) <0.001
Patients achieving > 6 X 10° cells/kg in < 4 apheresis days 112 (76%) 79 (51%) <0.001
Patients achieving >2 X 10° cells/kg in < 4 apheresis days 141 (95%) 136 (88%) 0.028

#v-value calculated using Pearson’s Chi-Squared test

The median number of days to reach > 6 x 10° CD34+ cells/kg was 1 day for the Mozobil group
and 4 days for the placebo group. Table 8 presents the proportion of patients who achieved > 6 x
10° CD34+ cells/kg by apheresis day.

Table 8: Study 2 — Proportion of Patients Who Achieved > 6 x 10° CD34+
cells/kg by Apheresis Day in MM Patients

Proportion® Proportion®
Days in Mozobil® and G-CSF in Placebo and G-CSF
(n=144") (n=150")
1 54.2% 17.3%
2 77.9% 35.3%
3 86.8% 48.9%
4 86.8% 55.9%

Percents determined by Kaplan Meier method
®n includes all patients who received at least one day of apheresis

Multiple factors can influence time to engraftment and graft durability following stem cell
transplantation. For transplanted patients in the Phase 3 studies, time to neutrophil and platelet
engraftment and graft durability were similar across the treatment groups.

16 HOW SUPPLIED/STORAGE AND HANDLING
Each single-use vial is filled to deliver 1.2 mL of 20 mg/mL solution containing 24 mg of
plerixafor.

NDC Number: 0024-5862-01
e Store at 25°C (77°F); excursions permitted to 15°-30°C (59°-86°F). [see USP Controlled
Room temperature]

e Each vial of Mozobil is intended for single use only. Any unused drug remaining after
injection must be discarded.

17 PATIENT COUNSELING INFORMATION
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Advise patients of the potential for anaphylactic reactions, including signs and symptoms such as
urticaria, periorbital swelling, dyspnea, or hypoxia during and following Mozobil injection and
to report these symptoms immediately to a health care professional [see Adverse Reactions (6.1),

(6.2)].

Advise patients to inform a health care professional immediately if symptoms of vasovagal
reactions such as orthostatic hypotension or syncope occur during or shortly after their Mozobil
injection. [see Adverse Reactions (6.1)]

Advise patients who experience itching, rash, or reaction at the site of injection to notify a health
care professional, as these symptoms have been treated with over-the-counter medications during
clinical trials. [see Adverse Reactions (6.1)]

Advise patients that Mozobil may cause gastrointestinal disorders, including diarrhea, nausea,
vomiting, flatulence, and abdominal pain. Patients should be told how to manage specific
gastrointestinal disorders and to inform their health care professional if severe events occur
following Mozobil injection. [see Adverse Reactions (6.1)]

Advise female patients with reproductive potential to use effective contraceptive methods during
Mozobil use. [see Warnings and Precautions (5. 6) and Use In Specific Populations (8.1)]

Manufactured by: Patheon UK Ltd., Swindon, UK
Manufactured for: Genzyme Corporation, 500 Kendall Street, Cambridge, MA 02142 USA

©2015 Genzyme Corporation. All rights reserved.
Mozobil is a registered trademark of Genzyme Corporation.
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ANNEXI

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

Mozobil 20 mg/ml solution for injection

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

One ml of solution contains 20 mg plerixafor.
Each vial contains 24 mg plerixafor in 1.2 ml solution.

Excipients with known effect:
Each ml contains approximately 5 mg (0.2 mmol) of sodium.
For the full list of excipients, see section 6.1.

3.  PHARMACEUTICAL FORM
Solution for injection.

Clear, colourless to pale yellow solution, with a pH of 6.0-7.5 and an osmolality of
260 - 320 mOsm/kg.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Mozobil is indicated in combination with granulocyte-colony stimulating factor (G-CSF) to enhance
mobilisation of haematopoietic stem cells to the peripheral blood for collection and subsequent
autologous transplantation in adult patients with lymphoma and multiple myeloma whose cells
mobilise poorly (see section 4.2).

4.2 Posology and method of administration

Mozobil therapy should be initiated and supervised by a physician experienced in oncology and/or
haematology. The mobilisation and apheresis procedures should be performed in collaboration with an
oncology-haematology centre with acceptable experience in this field and where the monitoring of
haematopoietic progenitor cells can be correctly performed.

Age over 60 and/ or prior myelosuppressive chemotherapy and/or extensive prior chemotherapy
and/or a peak circulating stem cell count of less than 20 stem cells/microliter, have been identified as
predictors of poor mobilization.

Posology
The recommended dose of plerixafor is 0.24 mg/kg body weight/day. It should be administered by

subcutaneous injection 6 to 11 hours prior to initiation of each apheresis following 4 day pre-treatment
with G-CSF. In clinical trials, Mozobil has been commonly used for 2 to 4 (and up to 7) consecutive
days.

The weight used to calculate the dose of plerixafor should be obtained within 1 week before the first
dose of plerixafor. In clinical studies, the dose of plerixafor has been calculated based on body weight
in patients up to 175% of ideal body weight. Plerixafor dose and treatment of patients weighing more
than 175% of ideal body weight have not been investigated. Ideal body weight can be determined
using the following equations:

male (kg): 50+2.3 x ((Height (cm) x 0.394) — 60);
female (kg): 45.5+ 2.3 x ((Height (cm) x 0.394) — 60).



Based on increasing exposure with increasing body weight, the plerixafor dose should not exceed
40 mg/day.

Recommended concomitant medicinal products

In pivotal clinical studies supporting the use of Mozobil, all patients received daily morning doses of
10 pg/kg G-CSF for 4 consecutive days prior to the first dose of plerixafor and on each morning prior
to apheresis.

Special populations

Renal impairment

Patients with creatinine clearance 20-50 ml/min should have their dose of plerixafor reduced by
one-third to 0.16 mg/kg/day (see section 5.2). Clinical data with this dose adjustment are limited.
There is insufficient clinical experience to make alternative posology recommendations for patients
with a creatinine clearance <20 ml/min, as well as to make posology recommendations for patients on
haemodialysis.

Based on increasing exposure with increasing body weight the dose should not exceed 27 mg/day if
the creatinine clearance is lower than 50 ml/min.

Paediatric population
The experience in paediatric patients is limited. The safety and efficacy of Mozobil in children less
than 18 years have not yet been established.

Elderly patients (> 65 years old)

No dose modifications are necessary in elderly patients with normal renal function. Dose adjustment
in elderly patients with creatinine clearance < 50 ml/min is recommended (see Renal impairment
above). In general, care should be taken in dose selection for elderly patients due to the greater
frequency of decreased renal function with advanced age.

Method of administration
Mozobil is for subcutaneous injection. Each vial is intended for single use only.

Vials should be inspected visually prior to administration and not used if there is particulate matter or
discolouration. Since Mozobil is supplied as a sterile, preservative-free formulation, aseptic technique
should be followed when transferring the contents of the vial to a suitable syringe for subcutaneous
administration (see section 6.3).

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

4.4 Special warnings and precautions for use

Potential for tumour cell mobilisation in patients with lymphoma and multiple myeloma
The effect of potential re-infusion of tumour cells has not been adequately studied.

When Mozobil is used in conjunction with G-CSF for haematopoietic stem cell mobilisation in
patients with lymphoma or multiple myeloma, tumour cells may be released from the marrow and
subsequently collected in the leukapheresis product. The clinical relevance of the theoretical risk of
tumour cell mobilisation is not fully elucidated. In clinical studies of patients with non-Hodgkin’s
lymphoma and multiple myeloma, mobilisation of tumour cells has not been observed with plerixafor.

Tumour cell mobilisation in leukaemia patients

In a compassionate use programme, Mozobil and G-CSF have been administered to patients with
acute myelogenous leukaemia and plasma cell leukaemia. In some instances, these patients
experienced an increase in the number of circulating leukaemia cells. For the purpose of




haematopoietic stem cell mobilisation, plerixafor may cause mobilisation of leukaemic cells and
subsequent contamination of the apheresis product. Therefore, plerixafor is not recommended for
haematopoietic stem cell mobilisation and harvest in patients with leukaemia.

Haematological effects

Hyperleukocytosis

Administration of Mozobil in conjunction with G-CSF increases circulating leukocytes as well as
haematopoietic stem cell populations. White blood cell counts should be monitored during Mozobil
therapy. Clinical judgment should be exercised when administering Mozobil to patients with
peripheral blood neutrophil counts above 50 x 10°/L.

Thrombocytopenia

Thrombocytopenia is a known complication of apheresis and has been observed in patients receiving
Mozobil. Platelet counts should be monitored in all patients receiving Mozobil and undergoing
apheresis.

Allergic reactions

Mozobil has been uncommonly associated with potential systemic reactions related to subcutaneous
injection such as urticaria, periorbital swelling, dyspnoea, or hypoxia (see section 4.8). Symptoms
responded to treatments (e.g., antihistamines, corticosteroids, hydration or supplemental oxygen) or
resolved spontaneously. Cases of anaphylactic reactions, including anaphylactic shock, have been
reported from world-wide post-marketing experience. Appropriate precautions should be taken
because of the potential for these reactions.

Vasovagal reactions

Vasovagal reactions, orthostatic hypotension, and/or syncope can occur following subcutaneous
injections (see section 4.8). Appropriate precautions should be taken because of the potential for these
reactions.

Splenomegaly
In preclinical studies, higher absolute and relative spleen weights associated with extramedullary

haematopoiesis were observed following prolonged (2 to 4 weeks) daily plerixafor subcutaneous
administration in rats at doses approximately 4 fold higher than the recommended human dose.

The effect of plerixafor on spleen size in patients has not been specifically evaluated in clinical
studies. The possibility that plerixafor in conjunction with G-CSF can cause splenic enlargement
cannot be excluded. Due to the very rare occurrence of splenic rupture following G-CSF
administration, individuals receiving Mozobil in conjunction with G-CSF who report left upper
abdominal pain and/or scapular or shoulder pain should be evaluated for splenic integrity.

Sodium
Mozobil contains less than 1 mmol sodium (23 mg) per dose, i.e. essentially ‘sodium- free’.

4.5 Interaction with other medicinal products and other forms of interaction
No interaction studies have been performed. In vitro tests showed that plerixafor was not metabolised
by P450 CYP enzymes, did not inhibit or induce P450 CYP enzymes. Plerixafor did not act as a

substrate or inhibitor of P-glycoprotein in an in vitro study.

In clinical studies of patients with Non-Hodgkin’s lymphoma, the addition of rituximab to a
mobilisation regimen of plerixafor and G-CSF did not impact patient safety or CD34+ cell yield.



4.6 Fertility, pregnancy and lactation

Women of childbearing potential
Women of childbearing potential have to use effective contraception during treatment.

Pregnancy
There are no adequate data on the use of plerixafor in pregnant women.

Based on the pharmacodynamic mechanism of action, plerixafor is suggested to cause congenital
malformations when administered during pregnancy. Studies in animals have shown teratogenicity
(see section 5.3). Mozobil should not be used during pregnancy unless the clinical condition of the
woman requires treatment with plerixafor.

Breast-feeding
It is unknown whether plerixafor is excreted in human milk. A risk to the suckling child cannot be

excluded. Breast-feeding should be discontinued during treatment with Mozobil.

Fertility
The effects of plerixafor on male and female fertility are not known (see section 5.3).

4.7 Effects on ability to drive and use machines

Mozobil may influence the ability to drive and use machines. Some patients have experienced
dizziness, fatigue or vasovagal reactions; therefore caution is advised when driving or operating
machines.

4.8 Undesirable effects

Summary of the safety profile

Safety data for Mozobil in conjunction with G-CSF in oncology patients with lymphoma and multiple
myeloma were obtained from 2 placebo-controlled Phase III studies (301 patients) and 10 uncontrolled
Phase II studies (242 patients). Patients were primarily treated with daily doses of 0.24 mg/kg
plerixafor by subcutaneous injection. The exposure to plerixafor in these studies ranged from 1 to

7 consecutive days (median = 2 days).

In the two Phase III studies in non-Hodgkin’s lymphoma and multiple myeloma patients
(AMD3100-3101 and AMD3100-3102, respectively), a total of 301 patients were treated in the
Mozobil and G-CSF group and 292 patients were treated in the placebo and G-CSF group. Patients
received daily morning doses of G-CSF 10 pg/kg for 4 days prior to the first dose of plerixafor or
placebo and on each morning prior to apheresis. Adverse reactions that occurred more frequently with
Mozobil and G-CSF than placebo and G-CSF and were reported as related in >1% of the patients who
received Mozobil, during haematopoietic stem cell mobilisation and apheresis and prior to
chemotherapy/ablative treatment in preparation for transplantation are shown in Table 1.

From chemotherapy/ablative treatment in preparation of transplantation through 12 months
post-transplantation, no significant differences in the incidence of adverse reactions were observed
across treatment groups.



Tabulated list of adverse reactions

Adverse reactions are listed by System Organ Class and frequency. Frequencies are defined according
to the following convention: very common (> 1/10); common (= 1/100 to < 1/10); uncommon

(> 1/1,000 to < 1/100), rare (> 1/10,000 to < 1/1,000); very rare (< 1/10,000); not known (cannot be
estimated from the available data).

Table 1.  Adverse reactions occurring more frequently with Mozobil than placebo and

considered related to Mozobil during mobilisation and apheresis in phase III studies

Immune system disorders

Uncommon | Allergic reaction*

Anaphylactic reactions, including anaphylactic
shock (see section 4.4) **

Psychiatric disorders

Common | Insomnia
Uncommon | Abnormal dreams, nightmares
Nervous system disorders
Common | Dizziness, headache

Gastrointestinal disorders

Very common | Diarrhoea, nausea

Common | Vomiting, abdominal pain, stomach
discomfort, dyspepsia, abdominal distention,
constipation, flatulence, hypoaesthesia oral,

dry mouth

Skin and subcutaneous tissue disorders

Common | Hyperhidrosis, erythema

Musculoskeletal and connective tissue disorders

Common | Arthralgia, musculoskeletal pain

General disorders and administration site con

ditions

Very common

Injection and infusion site reactions

Common

Fatigue, malaise

* The frequency of allergic reactions presented is based on adverse reactions that occurred in the oncology studies
(679 patients). Events included one or more of the following: urticaria (n = 2), periorbital swelling (n = 2), dyspnoea
(n=1) or hypoxia (n = 1). These events were generally mild or moderate and occurred within approximately 30 min
after Mozobil administration.

** From post-marketing experience

The adverse reactions reported in patients with lymphoma and multiple myeloma who received
Mozobil in the controlled Phase III studies and uncontrolled studies, including a Phase II study of
Mozobil as monotherapy for haematopoietic stem cell mobilisation, are similar. No significant
differences in the incidence of adverse reactions were observed for oncology patients by disease, age,
or gender.

Description of selected adverse reactions

Myocardial infarction

In clinical studies, 7 of 679 oncology patients experienced myocardial infarctions after haematopoietic
stem cell mobilisation with plerixafor and G-CSF. All events occurred at least 14 days after last
Mozobil administration. Additionally, two female oncology patients in the compassionate use
programme experienced myocardial infarction following haematopoietic stem cell mobilisation with
plerixafor and G-CSF. One of these events occurred 4 days after last Mozobil administration. Lack of
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temporal relationship in 8 of 9 patients coupled with the risk profile of patients with myocardial
infarction does not suggest Mozobil confers an independent risk for myocardial infarction in patients
who also receive G-CSF.

Hyperleukocytosis

White blood cell counts of 100 x 10%/L or greater were observed, on the day prior to or any day of
apheresis, in 7% patients receiving Mozobil and in 1% patients receiving placebo in the Phase III
studies. No complications or clinical symptoms of leukostasis were observed.

Vasovagal reactions

In Mozobil oncology and healthy volunteer clinical studies, less than 1% of subjects experienced
vasovagal reactions (orthostatic hypotension and/or syncope) following subcutaneous administration
of plerixafor doses <0.24 mg/kg. The majority of these events occurred within 1 hour of Mozobil
administration.

Gastrointestinal disorders
In Mozobil clinical studies of oncology patients, there have been rare reports of severe gastrointestinal
events, including diarrhoea, nausea, vomiting, and abdominal pain.

Paraesthesia

Paraesthesia is commonly observed in oncology patients undergoing autologous transplantation
following multiple disease interventions. In the placebo-controlled Phase III studies, the incidence of
paraesthesia was 20.6% and 21.2% in the plerixafor and placebo groups, respectively.

Elderly patients

In the two placebo-controlled clinical studies of plerixafor, 24% of patients were > 65 years old. No
notable differences in the incidence of adverse reactions were observed in these elderly patients when
compared with younger ones.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

No case of overdose has been reported. Based on limited data at doses above the recommended dose
and up to 0.48 mg/kg the frequency of gastrointestinal disorders, vasovagal reactions, orthostatic
hypotension, and/or syncope may be higher.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Other immunostimulants; ATC code: LO3AX16

Mechanism of action

Plerixafor is a bicyclam derivative, a selective reversible antagonist of the CXCR4 chemokine receptor
and blocks binding of its cognate ligand, stromal cell-derived factor-1a (SDF-1a.), also known as
CXCL12. Plerixafor-induced leukocytosis and elevations in circulating haematopoietic progenitor cell
levels are thought to result from a disruption of CXCR4 binding to its cognate ligand, resulting in the
appearance of both mature and pluripotent cells in the systemic circulation. CD34+ cells mobilised by
plerixafor are functional and capable of engraftment with long-term repopulating capacity.




Pharmacodynamic effects

In pharmacodynamic studies in healthy volunteers of plerixafor alone, peak mobilisation of CD34+
cells was observed from 6 to 9 hours after administration. In pharmacodynamic studies in healthy
volunteers of plerixafor in conjunction with G-CSF administered at identical dose regimen to that in
studies in patients, a sustained elevation in the peripheral blood CD34+ count was observed from 4 to
18 hours after plerixafor administration with peak response between 10 and 14 hours.

Clinical efficacy and safety

In two Phase III randomised-controlled studies patients with non-Hodgkin’s lymphoma or multiple
myeloma received Mozobil 0.24 mg/kg or placebo on each evening prior to apheresis. Patients
received daily morning doses of G-CSF 10 ug/kg for 4 days prior to the first dose of plerixafor or
placebo and on each morning prior to apheresis. Optimal (5 or 6 x 10° cells/kg) and minimal

(2 x 10°cells/kg) numbers of CD34+ cells/kg within a given number of days, as well as the primary
composite endpoints which incorporated successful engraftment are presented in Tables 2 and 4; the
proportion of patients reaching optimal numbers of CD34+ cells/kg by apheresis day are presented in
Tables 3 and 5.

Table2.  Study AMD3100-3101 efficacy results - CD34+ cell mobilisation in non-Hodgkin’s
lymphoma patients

Mozobil and Placebo and
Efficacy endpoint” G-CSF G-CSF p-value®
(n =150) (n=148)
Patients achieving > 5 x 10° cells/kg in < 4 o o
apheresis days and successful engraftment 86 (57.3%) 28 (18.9%) <0.001
Patients achieving > 2 x 10° cells/kg in < 4 o o
apheresis days and successful engraftment 126 (84.0%) 64 (43.2%) <0.001

p-value calculated using Pearson’s Chi-Squared test

“Statistically significantly more patients achieved > 5 x 10° cells/kg in < 4 apheresis days with Mozobil and G-CSF (n=89;
59.3%) than with placebo and G-CSF (n=29; 19.6%), p<0.001; statistically significantly more patients achieved

>2 x 10° cells/kg in < 4 apheresis days with Mozobil and G-CSF (n=130; 86.7%) than with placebo and G-CSF (n=70;
47.3%), p<0.001.

Table3.  Study AMD3100-3101 — Proportion of patients who achieved > 5 x 10° CD34+
cells/kg by apheresis day in non-Hodgkin’s lymphoma patients

Proportion® Proportion®
Days in Mozobil and G-CSF in Placebo and G-CSF
(n=147") (n=142")
1 27.9% 4.2%
2 49.1% 14.2%
3 57.7% 21.6%
4 65.6% 24.2%

“Percents determined by Kaplan Meier method
P 11 includes all patients who received at least one day of apheresis

Table 4.  Study AMD3100-3102 efficacy results — CD34+ cell mobilisation in multiple
myeloma patients

Mozobil and Placebo and
Efficacy endpoint® G-CSF G-CSF p-value®
(n =148) (n=154)
Patients achieving > 6 x 10° cells/kg in <2 104 (70.3%) 53 (34.4%) <0.001
apheresis days and successful engraftment

p-value calculated using Cochran-Mantel-Haenszel statistic blocked by baseline platelet count
“Statistically significantly more patients achieved > 6 x 10° cells/kg in < 2 apheresis days with Mozobil and G-CSF
(n=106; 71.6%) than with placebo and G-CSF (n=53; 34.4%), p<0.001; statistically significantly more patients achieved
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> 6 x 10° cells/kg in < 4 apheresis days with Mozobil and G-CSF (n=112; 75.7%) than with placebo and G-CSF (n=79;
51.3%), p<0.001; statistically significantly more patients achieved > 2 x 10° cells/kg in <4 apheresis days with Mozobil
and G-CSF (n=141; 95.3%) than with placebo and G-CSF (n=136; 88.3%), p=0.031.

Table5.  Study AMD3100-3102 — Proportion of patients who achieved > 6 x 10° CD34+
cells/kg by apheresis day in multiple myeloma patients

Days Proportion® Proportion®
in Mozobil and G-CSF in Placebo and G-CSF
(n=144") (n=150"
1 54.2% 17.3%
2 77.9% 35.3%
3 86.8% 48.9%
4 86.8% 55.9%

Percents determined by Kaplan Meier method
"1 includes all patients who received at least one day of apheresis

Rescue patients

In study AMD3100-3101, 62 patients (10 in the Mozobil + G-CSF group and 52 in the placebo + G-
CSF group), who could not mobilise sufficient numbers of CD34+ cells and thus could not proceed to
transplantation, entered into an open-label Rescue procedure with Mozobil and G-CSF. Of these
patients, 55 % (34 out of 62) mobilised > 2 x10%/kg CD34+ cells and had successful engraftment. In
study AMD3100-3102, 7 patients (all from the placebo + G-CSF group) entered the Rescue procedure.
Of these patients, 100% (7 out of 7) mobilised > 2 x10°/kg CD34+ cells and had successful
engraftment.

The dose of haematopoietic stem cells used for each transplant was determined by the investigator and
all haematopoietic stem cells that were collected were not necessarily transplanted. For transplanted
patients in the Phase III studies, median time to neutrophil engraftment (10-11 days), median time to
platelet engraftment (18-20 days) and graft durability up to 12 months post-transplantation were
similar across the Mozobil and placebo groups.

Mobilisation and engraftment data from supportive Phase II studies (plerixafor 0.24 mg/kg dosed on
the evening or morning prior to apheresis) in patients with non-Hodgkin’s lymphoma, Hodgkin’s
disease, or multiple myeloma were similar to those data for the Phase III studies.

In the placebo-controlled studies, fold increase in peripheral blood CD34+ cell count (cells/pl) over
the 24-hour period from the day prior to the first apheresis to just before the first apheresis was
evaluated (Table 6). During that 24-hour period, the first dose of plerixafor 0.24 mg/kg or placebo was
administered 10-11 hours prior to apheresis.

Table 6.  Fold increase in peripheral blood CD34+ cell count following Mozobil

administration
Mozobil and G-CSF Placebo and G-CSF
drudy Median Mean Median Mean
(SD) (SD)
AMD3100-3101 5.0 6.1 (5.4) 1.4 1.9 (1.5)
AMD3100-3102 4.8 6.4 (6.8) 1.7 2.4 (7.3)




Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
Mozobil in children aged 0 to 1 year in myelosuppression caused by chemotherapy to treat malignant
disorders, which requires an autologous haematopoietic stem cell transplant (see section 4.2 for
information on paediatric use).

The European Medicines Agency has deferred the obligation to submit the results of studies with
Mozobil in children aged 1 to 18 years in myelosuppression caused by chemotherapy to treat
malignant disorders, which requires an autologous haematopoietic stem cell transplant (see section 4.2
for information on paediatric use).

5.2 Pharmacokinetic properties

The pharmacokinetics of plerixafor have been evaluated in lymphoma and multiple myeloma patients
at the clinical dose level of 0.24 mg/kg following pre-treatment with G-CSF (10 pg/kg once daily for
4 consecutive days).

Absorption
Plerixafor is rapidly absorbed following subcutaneous injection, reaching peak concentrations in

approximately 30-60 minutes (t,,.x). Following subcutaneous administration of a 0.24 mg/kg dose to
patients after receiving 4-days of G-CSF pre-treatment, the maximal plasma concentration (C,,) and
systemic exposure (AUC,.,4) of plerixafor were 887 =217 ng/ml and 4337 £+ 922 ng-hr/ml,
respectively.

Distribution

Plerixafor is moderately bound to human plasma proteins up to 58%. The apparent volume of
distribution of plerixafor in humans is 0.3 I/kg demonstrating that plerixafor is largely confined to, but
not limited to, the extravascular fluid space.

Biotransformation

Plerixafor is not metabolised in vitro using human liver microsomes or human primary hepatocytes
and does not exhibit inhibitory activity in vitro towards the major drug-metabolising CYP450 enzymes
(1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1, and 3A4/5). In in vitro studies with human hepatocytes,
plerixafor does not induce CYP1A2, CYP2B6, and CYP3A4 enzymes. These findings suggest that
plerixafor has a low potential for involvement in P450-dependent drug-drug interactions.

Elimination

The major route of elimination of plerixafor is urinary. Following a 0.24 mg/kg dose in healthy
volunteers with normal renal function, approximately 70% of the dose was excreted unchanged in
urine during the first 24 hours following administration. The elimination half-life (t;,) in plasma is
3-5 hours. Plerixafor did not act as a substrate or inhibitor of P-glycoprotein in an in vitro study with
MDCKII and MDCKII-MDR1 cell models.

Special populations

Renal impairment

Following a single dose of 0.24 mg/kg plerixafor, clearance was reduced in subjects with varying
degrees of renal impairment and was positively correlated with creatinine clearance (CrCl). Mean
values of AUC,.,4 of plerixafor in subjects with mild (CrCl 51-80 ml/min), moderate

(CrCl1 31-50 ml/min) and severe (CrCl < 30 ml/min) renal impairment were 5410, 6780, and

6990 ng.hr/ml, respectively, which were higher than the exposure observed in healthy subjects with
normal renal function (5070 ng-hr/ml). Renal impairment had no effect on C,,..

Gender
A population pharmacokinetic analysis showed no effect of gender on pharmacokinetics of plerixafor.

Elderly
A population pharmacokinetic analysis showed no effect of age on pharmacokinetics of plerixafor.
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Paediatric population
There are limited pharmacokinetic data in paediatric patients.

5.3 Preclinical safety data

The results from single dose subcutaneous studies in rats and mice showed plerixafor can induce
transient but severe neuromuscular effects (uncoordinated movement), sedative-like effects
(hypoactivity), dyspnoea, ventral or lateral recumbency, and/or muscle spasms. Additional effects of
plerixafor consistently noted in repeated dose animal studies included increased levels of circulating
white blood cells and increased urinary excretion of calcium and magnesium in rats and dogs, slightly
higher spleen weights in rats, and diarrhoea and tachycardia in dogs. Histopathology findings of
extramedullary haematopoiesis were observed in the liver and spleen of rats and/or dogs. One or more
of these findings were usually observed at systemic exposures in the same order of magnitude or
slightly higher than the human clinical exposure.

An in vitro general receptor activity screen showed that plerixafor, at a concentration (5 ug/ml) several
fold higher than the maximum human systemic level, has moderate or strong binding affinity for a
number of different receptors predominantly located on pre-synaptic nerve endings in the central
nervous system (CNS) and/or the peripheral nervous system (PNS) (N-type calcium channel,
potassium channel SKc,, histamine H3, acetylcholine muscarinic M; and M,, adrenergic alg and o2,
neuropeptide Y/Y, and glutamate NMDA polyamine receptors). The clinical relevance of these
findings is not known.

Safety pharmacology studies with intravenously administered plerixafor in rats showed respiratory and
cardiac depressant effects at systemic exposure slightly above the human clinical exposure, whilst
subcutaneous administration elicited respiratory and cardiovascular effects only at higher systemic
levels.

SDF-1a and CXCR4 play major roles in embryo-foetal development. Plerixafor has been shown to
cause increased resorptions, decreased foetal weights, retarded skeletal development and increased
foetal abnormalities in rats and rabbits. Data from animal models also suggest modulation of foetal
haematopoiesis, vascularisation, and cerebellar development by SDF-1a and CXCR4. Systemic
exposure at No Observed Adverse Effect Level for teratogenic effects in rats and rabbits was of the
same magnitude or lower as found at therapeutic doses in patients. This teratogenic potential is likely
due to its pharmacodynamic mechanism of action.

In rat distribution studies concentrations of radiolabelled plerixafor was detected in reproductive
organs (testes, ovaria, uterus) two weeks after single or 7 daily repeated doses in males and after

7 daily repeated doses in females. The elimination rate from tissues was slow.

The potential effects of plerixafor on male and female fertility and post-natal development have not
been evaluated in non-clinical studies.

Carcinogenicity studies with plerixafor have not been conducted. Plerixafor was not genotoxic in an
adequate battery of genotoxicity tests.

Plerixafor inhibited tumour growth in in vivo models of non-Hodgkin’s lymphoma, glioblastoma,
medulloblastoma, and acute lymphoblastic leukaemia when dosed intermittently. An increase of non-
Hodgkin’s lymphoma growth was noted after a continuous administration of plerixafor for 28 days.
The potential risk associated with this effect is expected to be low for the intended short term duration
of dosing plerixafor in humans.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Sodium chloride
Hydrochloric acid, concentrated (pH adjustment)
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Sodium hydroxide (pH adjustment)
Water for injections

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

6.3  Shelf life

Unopened vial
3 years.

After opening
From a microbiological point of view the product should be used immediately. If not used

immediately, in-use storage times and conditions prior to use are the responsibility of the user.
6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.

6.5 Nature and contents of container

Clear type I glass 2 ml vial with a chlorobutyl/butyl rubber stopper and aluminium seal with a plastic
flip-off cap. Each vial contains 1.2 ml solution.

Pack size of 1 vial.

6.6  Special precautions for disposal

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER

Genzyme Europe B.V., Gooimeer 10, NL-1411 DD Naarden, The Netherlands.

8. MARKETING AUTHORISATION NUMBER

EU/1/09/537/001

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 31 July 2009

Date of latest renewal: 31 July 2014

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.cu.

12



ANNEX IT
MANUFACTURER RESPONSIBLE FOR BATCH RELEASE
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THE SAFE AND EFFECTIVE USE OF THE MEDICINAL
PRODUCT
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A. MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer responsible for batch release

Genzyme Ltd.

37 Hollands Road
Haverhill, Suffolk
CB9 8PU

United Kingdom

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

. Periodic Safety Update Reports

The marketing authorisation holder shall submit periodic safety update reports for this product in
accordance with the requirements set out in the list of Union reference dates (EURD list) provided for
under Article 107¢(7) of Directive 2001/83/EC and published on the European medicines web-portal.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

. Risk Management Plan (RMP)

The MAH shall perform the pharmacovigilance activities and interventions detailed in the agreed
RMP presented in Module 1.8.2 of the Marketing Authorisation and any agreed subsequent updates of
the RMP.

An updated RMP should be submitted:
e At the request of the European Medicines Agency;
e Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.

If the dates for submission of a PSUR and the update of a RMP coincide, they can be submitted at the
same time.
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ANNEX III

LABELLING AND PACKAGE LEAFLET
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A. LABELLING

16



PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

Mozobil 20 mg/ml solution for injection
Plerixafor

2. STATEMENT OF ACTIVE SUBSTANCE

Each ml contains 20 mg plerixafor.
Each vial contains 24 mg plerixafor in 1.2 ml solution.

3. LIST OF EXCIPIENTS

Excipients: sodium chloride, hydrochloric acid (concentrated) and sodium hydroxide for pH
adjustment and water for injections. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
1 vial
24 mg/1.2 ml

5. METHOD AND ROUTE OF ADMINISTRATION

Read the package leaflet before use.
Subcutaneous use.
For single use only.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Any unused solution should be discarded.

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Genzyme Europe B.V.
Gooimeer 10
NL-1411 DD Naarden
The Netherlands

12. MARKETING AUTHORISATION NUMBER

EU/1/09/537/001

13. BATCH NUMBER

Batch

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE OF ADMINISTRATION

Mozobil 20 mg/ml solution for injection
Plerixafor
Subcutaneous use

2. METHOD OF ADMINISTRATION
3. EXPIRY DATE
EXP
4.  BATCH NUMBER
Batch
5.  CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT
24 mg/1.2 ml

6. OTHER

19



B. PACKAGE LEAFLET
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Package leaflet: Information for the user

Mozobil 20 mg/ml solution for injection
plerixafor

Read all of this leaflet carefully before you start using this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor.

- If you get any side effects, talk to your doctor or nurse. This includes any possible side effects
not listed in this leaflet. See section 4.

What is in this leaflet

1. ‘What Mozobil is and what it is used for

2. What you need to know before you use Mozobil
3. How to use Mozobil

4. Possible side effects

5. How to store Mozobil

6. Contents of the pack and other information

1. What Mozobil is and what it is used for

Mozobil contains the active substance plerixafor which blocks a protein on the surface of blood stem
cells. This protein “ties” blood stem cells to the bone marrow. Plerixafor improves the release of stem
cells into the blood stream (mobilisation). The stem cells can then be collected by a machine that
separates blood constituents (apheresis machine), and subsequently frozen and stored until your
transplant.

If mobilisation is poor, Mozobil is used to help collect blood stem cells from the patient, for collection,
storage and reintroduction (transplantation ) ,who has lymphoma (a cancer of the white blood cells) or
multiple myeloma (a cancer that affects plasma cells in the bone marrow).

2. What you need to know before you use Mozobil

Do not use Mozobil
o if you are allergic to plerixafor or any of the other ingredients of this medicine (listed in
section 6).

Warnings and precautions
Talk to your doctor before using Mozobil.

Tell your doctor:

o if you have or have had any heart problems.

if you have kidney problems. Your doctor may adjust the dose.

if you have high white blood cell counts.

if you have low platelet counts.

if you have a history of feeling faint or lightheaded on standing or sitting or have fainted before

upon injections.

o if you are under 18 years of age. The effects of Mozobil on children and adolescents have not
been studied.

Your doctor may perform regular blood tests to monitor your blood cell count.
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It is not recommended to use Mozobil for stem cell mobilisation if you have leukaemia (a cancer of
the blood or bone marrow).

Other medicines and Mozobil
Tell your doctor or pharmacist if you are taking, have recently taken or might take any other
medicines.

Pregnancy and breast-feeding

You should not use Mozobil if you are pregnant, since there is no experience with Mozobil in pregnant
women. It is important to tell your doctor if you are, think you may be or are planning to become
pregnant. It is recommended to use contraception if you are of child-bearing age.

You should not breast-feed if you are using Mozobil, since it is not known if Mozobil is excreted in
human milk.

Driving and using machines
Mozobil may cause dizziness and fatigue. Therefore, you should avoid driving if you feel dizzy, tired
or unwell.

Mozobil contains sodium
This medicine contains less than 1 mmol sodium (23 mg) per dose, i.e. essentially ‘sodium-free’.

3. How to use Mozobil
Your medicine will be injected by a doctor or a nurse.

You will first receive G-CSF, then you will be given Mozobil

Mobilisation will be started by first giving you another medicine called G-CSF (granulocyte-colony
stimulating factor). G-CSF will help Mozobil to work properly in your body. If you want to know
more about G-CSF ask your doctor and read the corresponding package leaflet.

How much Mozobil is given?

The recommended dose is 0.24 mg/kg body weight/day. Your dose will depend on your body weight,
which should be measured the week before you receive your first dose. If you have moderate or severe
kidney problems, your doctor will reduce the dose.

How is Mozobil given?
Mozobil is given by subcutaneous injection (under your skin).

When is Mozobil given for the first time?
You will receive your first dose 6 to 11 hours before apheresis (collection of your blood stem cells).

How long will Mozobil be given?

Treatment lasts 2 to 4 consecutive days (in some cases up to 7 days), until enough stem cells have
been collected for your transplant. In a few cases, enough stem cells may not be collected, and the
collection attempt will be stopped.

4. Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them.
Please tell your doctor immediately if

. shortly after receiving Mozobil, you experience rash, swelling around the eyes, shortness of

breath or lack of oxygen, feeling lightheaded on standing or sitting, feeling faint or fainting
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. you have pain in the upper left abdomen (belly) or your left shoulder

Very common side effects (may affect more than 1 in 10 people)
o diarrhoea, nausea (feeling sick), injection site redness or irritation

Common side effects (may affect up to 1 in 10 people)

headache

dizziness, feeling tired or unwell

difficulty in sleeping

flatulence, constipation, indigestion, vomiting

stomach symptoms such as pain, swelling or discomfort

dry mouth, numbness around the mouth

sweating, generalised redness of the skin, joint pains, pains in muscles and bones

Uncommon side effects (may affect up to 1 in 100 people)

o allergic reactions such as skin rash, swelling around the eyes, shortness of breath
o anaphylactic reactions, including anaphylactic shock
o abnormal dreams, nightmares

Rarely, gastrointestinal side effects may be severe (diarrhoea, vomiting, stomach pain and nausea).

Heart attacks

In clinical trials, patients with risk factors for a heart attack uncommonly suffered heart attacks after
being given Mozobil and G-CSF. Please inform your doctor immediately if you experience chest
discomfort.

Pins and needles and numbness

Pins and needles and numbness are common in patients being treated for cancers. About one in five
patients suffered from these feelings. However, these effects do not seem to occur more frequently
when you use Mozobil.

You may also have an increase in white blood cells count (leucocytosis), in your blood tests.

Reporting of side effects

If you get any side effects, talk to your doctor or nurse. This includes any possible side effects not
listed in this leaflet. You can also report side effects directly via the national reporting system listed in
Appendix V. By reporting side effects you can help provide more information on the safety of this
medicine.

5. How to store Mozobil

Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the carton and vial.
This medicine does not require any special storage conditions.

After opening the vial, Mozobil should be used immediately.

Do not throw away any medicines via wastewater or household waste. The pharmacist will throw
away medicines you no longer use. These measures will help protect the environment.
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6. Contents of the pack and other information

What Mozobil contains

- The active substance is plerixafor. Each ml solution for injection contains 20 mg plerixafor. Each
vial contains 24 mg plerixafor in 1.2 ml solution.

- The other ingredients are sodium chloride, hydrochloric acid (concentrated) and sodium hydroxide
for pH adjustment and water for injections.

What Mozobil looks like and contents of the pack
Mozobil is supplied as a clear colourless or pale yellow solution for injection in a glass vial with a
non-latex rubber stopper. Each vial contains 1.2 ml solution.

Each pack contains 1 vial.

Marketing Authorisation Holder
Genzyme Europe B.V., Gooimeer 10, NL-1411 DD Naarden, The Netherlands.

Manufacturer
Genzyme Ltd., 37 Hollands Road, Haverhill, Suffolk CB9 §PU, United Kingdom.
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For any information about this medicine, please contact the local representative of the Marketing

Authorisation Holder:

Belgié/Belgique/Belgien/
Luxembourg/Luxemburg
Sanofi Belgium

Tél/Tel: +322 710 54 00

Bbbarapus
sanofi-aventis Bulgaria EOOD
Ten: +359 2 9705300

Ceska republika
sanofi-aventis, s.r.o.
Tel: +420 233 086 111

Danmark
sanofi-aventis Denmark A/S
TIf: +45 45 16 70 00

Deutschland
Sanofi-Aventis Deutschland GmbH
Tel: +49 (0)180 2 222010

Eesti )
sanofi-aventis Estonia OU
Tel. +372 6 273 488

EALGoa/Kompog
sanofi-aventis AEBE (EALGSQ)
TnA: +30 210 900 1600

Espaiia
sanofi-aventis, S.A.
Tel: +34 93 485 94 00

France

sanofi-aventis France

Tél : 0 800 222 555

Appel depuis I’étranger : +33 1 57 63 23 23

Hrvatska
sanofi-aventis Croatia d.o.o.
Tel: +385 1 600 34 00

Ireland
sanofi-aventis Ireland Ltd T/A SANOFI
Tel: +353 (0) 14035 600

Island
Vistor hf.
Simi: +354 535 7000

Italia

Genzyme Srl
Tel: +39 059 349 811
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Lietuva
UAB ,,SANOFI-AVENTIS LIETUVA*
Tel. +370 5 275 5224

Magyarorszag
sanofi-aventis Zrt
Tel: +36 1 505 0050

Malta
Sanofl Malta Ltd
Tel: +356 21493022

Nederland
sanofi-aventis Netherlands B.V.
Tel: +31 182 557 755

Norge
sanofi-aventis Norge AS
TIf: + 47 67 10 71 00

Osterreich
sanofi-aventis GmbH
Tel: +43 180 185-0

Polska
sanofi-aventis Sp. z 0.0.
Tel.: +48 22 280 00 00

Portugal
Sanofi — Produtos Farmacéuticos, Lda..
Tel: +351 21 35 89 400

Romania
Sanofi Romania SRL
Tel: +40 (0) 21 317 31 36

Slovenija
sanofi-aventis d.o.o.
Tel: +386 1 560 4800

Slovenska republika
sanofi-aventis Pharma Slovakia s.r.o.
Tel.: +4212 33 100 100

Suomi/Finland
Sanofi Oy
Puh/Tel: + 358 201 200 300

Sverige
Sanofi AB
Tel: +46 (0)8 634 50 00



Latvija United Kingdom
sanofi-aventis Latvia SIA Sanofi

Tel: +371 67 33 24 51 Tel: +44 (0) 845 372 7101
This leaflet was last approved in.

Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu.
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genzyme Mozobil (plerixafor)

Companv Core Data Sheet (CCDS

Part 1 PRODUCT DESCRIPTION
Part 1.1 Name of Medicinal Product’
Part 1.1.1 Proprietary name
Mozobil
Part 1.1.2 Generic or official name
plenzafor
Part 1.1.3 Chemical name

1. 1'1.4-phenylenebis (methylene)]-bis-1.4.8,11- tetraazacyclotetradecane

Part 1.2 Structural Formula®
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FEMME H Td 5 CD34 BEPEMAaEr CRAY MR 4 B AN
T 2x10%ells/kg BL 1) (2 EE U7 B 0 EIA K 06X 10%cellsikg
FIEETORHUT, TROLEBY ThoT,

G-CSF gl G-CSF fsAl)
HEWEFHGIE H +AHHE +7 7 B REE P fif
N=148 N=154

2 A LI 6x10°

0, 0, a
cellsikg 1L 106 (71.6%) 53 (34.4%) | <0.001
4 B LIA 2x10°

0, 0, a
cellsikg 1L 141 (95.3%) 136 (88.3%) 0.031
6x10° cells/kg %53 1.0° 4.0° —
FTOHK 2.539° <0.001¢

Crnax Trmax AUCo.24nr tue CL/F
(ng/mL) (hr) (ngehr/mL) (hr) (mL/hr)
;i;;ﬁ& 9?861 (o.gbﬁ)?oz) 5.070£979 ‘(1)'.852; 4’22(1) .
R o (o.gbﬁclpom 54101070 | "PLF 3&(3)801
HAR 60 (0.2551(1)900) 67801660 | 30 2’1‘%}0i
HE §) (o.gb7-51)900) 69001010 | 20 | OO

N=6 (#ZEEDZ N=5) , Mean=+S.D.,a: T Al (/I Vil-H KAE)

(ERIRRHE]
<ZHRMUEBHECXT 5 BRFEOLHMIEEE>
1. ENE TSR ©
B F A M MR R A A% 72 2 R M B R 2 ) 51T,
G-CSF K| (7 4 V7T AF 1 400ug/m?) +A%] (0.24mg/kg)
DR OZ 2% G-CSF RUFIHM & L U 7= 25 11 AR5k
ZFENE LTz, 72, AFIOE G IR M B I o 9~
12 BRARMICAT 5 Z & & &NTz, BRMERNT T R4ER 14 4
(G-CSF #UF+AFIFE 7 151, G-CSF SUFIHAMFEE 7 f51]) 1238,
FHIHEE CTh 5D CD34 BEtEMIasL CGRRY s HfaERm 2 A
LI T 6x10°cells/kg DA b)) 12EIEE L2 BE OEIE . WONCEIK
FHBTEE Td 5 CD34 BtEiaks CGRAY st AaEi 4 B LN
T 2x10%ells/kg DA_E) 1ZHIEE L7- B OEI& K O 6x10%ells/kg
BEETOHEIL, TROLBY ThoTo,

G-CSF #5i G-CSF #u5|
AHENEFGTE A +AF HUE
N=7 N=7
2 A LI 6x10° cells/kg B I 5 (71.4%) 0
4 H LI 2x10° cells/kg L1 1 7 (100%) 6 (85.7%)
6 N <
;;10 cells/kg El3EE TOH » 0t NC?

a: Kaplan-Meier #£7E 12 -5 < Hrgefig
b: L R BE

a— 2T A O/ MEECTHHEE L 7= Cochran - Mantel - Haenszel

T E

b: Kaplan-Meier H£ & (2 553 < Hroufil

C: IBIRBER O — R 5 A > O/ M TR L7 Cox Fefil i —
RET I L » THEE Sz ~¥— Kb

d: Log-rank # &

<FERTF ) UEBICHT 5 BRKEMDSHAEHE >
1. ERE L+ApEKRER ©
B F A mEr MBI EAS 22 kR U % o U v R 2 54
12, G-CSF BHI (7 1 )V 7' T AF L 400pg/m?) +4F1 (0.24mg/kg)
DA IWER 2P % G-CSF RIAIHEAM & bz U 7255 TTAHRABR
ZEM LT, i, AHIOB G RN M AR IR i 0 9~
12 FERRMIZAT 5 2 & & &z, BT x5 4ER 32 f]
(G-CSF B+ AHIRE 16 5, G-CSF RIHIHIMEE 16 1) 120
T, BEFHHIEH TH B CD34 BEMmInE  CRAY fsk Al i Ee
4 H LI T 5x10%ells/kg B 1) 1CEIE L - BE 0BG, AN
RIRFEMIE H Cd 5 CD34 [Efinst CRM Mt 4 A
AT 2x10%cellsikg L) b)) (T8I L 7= BEF OEIA K5 X
10%ells/kg BliEE TO HEIT, FTROLBY TH-T-,

G-CSF #51 G-CSF $u%|
A EERETTE B +AF B
N=16 N=16
4 H LYY 5x10° cells/kg PA - 9 (56.3%) 1 (6.3%)
4 A LIPY 2x10° cells/kg BA | | 15 (93.8%) 5 (31.3%)
"5,><106 cells/kg ZlEEE T H 358 NG
#%
a: Kaplan-Meier £ 1235 < HJefig
b: AN RE

2. @YV EIMAREREER ©

B Z AR M ARAR IS S e JER % v U LR & 5
12, G-CSF A (7 4 V7T AF I 10ug/kg) +A%] (0.24mg/kg)
DA V2% G-CSF A+ 7 &R & bl U7- A
R A M L7, 7238, AHI OB 51T AR i s B e 32 hi o>
10~11 WERIRTICAT 5 2 & & &do, ITT 4R 298 1 (G-CSF &
FI+AAFIFE 150 B, G-CSF BHKI+7"Z & ARt 148 B]) (2B T,
FHEFHE B Th 5 CD34 BEftiatk CGRY st MiaERE 4 B
LI T 5x10°%ells/ikg BL_E) 12HIEE L2 BE OEIE . WONCEIK




FHGE H Td 5 CD34 Bikilihag CRIE mepiifaEi 4 B LN
T 2x10%ells/kg BL 1) 12 F i L 7= B B4 K O 5 X 10° cells/kg
BEETOHEL, TROLEEBY Tholz,

G-CSF G-CSF fsl)
AT TE H + AR +7' 5 AR P i
N=150 N=148

4 B LIA 5x10°

0, 0, a
cellsikg 1L 89 (59.3%) 29 (19.6%) <0.001
4 A LI 2x10° b

0, 0,
cellskg 1L 130 (86.7%) 70 (47.3%) <0.001
5x10° cells/kg 23 3.0° NC* —
FTOHEK 3.643° <0.001

a BT Y DOhA TFERTE

b: BRI CHREE L 7= Cochran-Mantel-Haenszel 1 &

c: Kaplan-Meier #1235 < HrJefig

d: HIHAHE

e IRIIECIEE L7z Cox WY — RET ML o THEE S L
A= R

f: Log-rank 1 &

[ZEEE]

1. XEBE{EA

CXC 7EHA %55 4 (CXCR4A) 3BT 5 haMEY R
M fyF 3k CCRF-CEM fifatkicis T, LU ¥ Hix
FEEE A B SR [R F- 1 (SDF-1) @ CXCR4A ~DfE & #fHE L7- 19,
T AR, XNZBWT, U PR L0 R iz
MEHAREIE - M2, 4 Xk T, LU FHHAT
BB S G mErMEE B FBHE L%, P ER L OV MR
DEEDHR ST 12,

2. {EFHERF

BB BRSBTS SDF-1 1%, CXCR4 ¥ H L T
WSRO EBE~DAFIZEE L TnD EEZ LT
%, 71U HH R /E CXCRA IZHES L. CXCR4 & SDF-1 & 0
FEAEMEFET D EICX Y. B &R~ 1 M
OBEAZMEET S L E2BND Y,

(BRI ST 2 EEFHMER]

—fi&4 : 7L U X9k (Plerixafor)

{24 : 1,1'-(1,4-Phenylenebismethylene)bis(1,4,8,11
-tetraazacyclotetradecane)

SF3K : CrgHsaNg

SF= : 502.78

e

% K RRIIAA~EEAAOEEKTH D,
AEETF 7 —v (99.5) XTI A K J — LTS
T <L KIZEETFIZ W,

B A 1315C

SEMREL - LogP =094 (1-4 27 % J —1,/K)

(B8 %]
1A T

[EZE]

1) HNEE
2) HWNEE
3) AEWNEEL :
4) tENEE
5) #EWNEEL :
6) HENEEL
7) HEWNEE

H A ABERE A I 1T 2 S dEh e

SAE BT 2 Ehit

M2 37 FEGIZBET DR
KENZBET 287 (invitro)

NN TS S NS STYRAE /1)1
ENE LA RER (ZRMEHE)

WA EE AR RRIR AR (S8 B

8) HhPEEl : EINEE MR GER XY LoVE)
9) HLPNEE : WA B MAEERRRER GER XY o VE)
10) Fricker, S.P., et al. : Biochem. Pharmacol., 72(5), 588, 2006
11) Broxmeyer, H.E.,et al. : J. Exp. Med., 201(8), 1307, 2005
12) Burroughs, L., et al. : Blood, 106(12), 4002, 2005

13) Fricker, S.P. : Transfus. Med. Hemother., 40(4), 237, 2013

[akEEk %)

FETERICERHOHNERHI DX F LT FRIC TR 2 &
VY,

Y 7 RS

a— ey — T YFERE

T163-1488 HURHHTTE X G HE =T H20%&2%5

7 Y — & A ¥ 10120-109-905 FAX (03) 6301-3010

B AR
VAR - %3 R
T163-1488 HEUHRHTE X VG HTE =T H20% 25



1.8 RIXER
plerixafor

2. FIXE () O TH@EXIIHR] . TRERUVAE] OFRERL

2.1 ThEERIEHR) (XF)

2B BENEIZ R 5 B SR B AE O 72 D 0> G-CSF 44 & D fF I X 2 & MoK
R i o~ &) B g itE

[ EARIL

LR LB, ZIMERIERE ORRZ OISR BEE I T e IR R A RYE & L
THFEZ Lo, HEERICIER Y X ) Vo YERE ORBAGE bIHMEFIRE & /e o 7o 7o BERLIC
FFER XU SERE D E DRSO T,

AF (plerixafor) @ [ZHEESUIZNE ) 1%, & LT, HAEALREMETREIE (MM) B K OIERY
XU LNl (NHL) 85 % %1510 plerixafor & G-CSF Of RO A 201 K OV2 & & et L7245 3 41,
77 R s B EEGRER  (AMD3100-3102 785k & U8 AMD3100-3101 58B%) I ONZ B AN MM & KT
NHL B % %t 412 plerixafor & G-CSF ff RO F MK VL2 BMEARFT L7258 240, 7 v 2 ok, A
— 7T WATRHER] (28F) HeliBr (ACT13710 ikBi & (N ACT12781 ikBR) DEAEIC S\ TE
E LT,

Eahtt (EMEHE O R M ~DH) B {EEZHE)
o HEANMMHEEZ XIS L L= AMD3100-3102 545k X v

- G-CSF & plerixafor ®fFH 1%, G-CSF Bl & thifg L €, B EBHEIC VI 72 HAZ CD34 Bt
ks (6 X 10°cells/kg) S N REREIT fie /N4 B2 72 CD34 Bitfiladk (2 10° cells/kg) %
HE T/ MM EBFZOEIG ZHEIZHEM L7 ([Module 25.4.4.1)

- G-CSF & plerixafor ®fFH 1%, G-CSF Bl & thifg L €., HFZBHEIZ VI 7 HAZ CD34 Bt
B ORI 27 7 = L— ZADEEEZ A EICEA L7z ([Module 2.5.4.4.2])

- & BIT, G-CSF & plerixafor DffHIZ L 28 B ikI%, G-CSF Bl K 8B E L i LT,
RIE ML H CD34 5 ik 2 1245 C 35 LA BN S 72 ([Module 2.5.4.4.3])

- EZpimEk (PMN) RO/ (PLT) OAF I N ER £ TICET SR DWW T,
G-CSF & plerixafor Offf i, G-CSF Bl & [k TodH -7 ([Module 2.5.4.5.1]) .

- G-CSF & plerixafor ®fff i, G-CSF Hifit & fbis L <, BHE KRS 5\ IS B 2B
/N CD34BGMERIIE 2 BRI T D 72O D L A K o —FEICAT L7 BE 13 720>~ 72 (G-CSF
HOMABET 7412%F LT, G-CSF & plerixafor O TIXW e o72) o 7236, G-CSFH
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18 RIXER

plerixafor

WRECU AR 2 —FHECBAT LI T4 0 D 6, THER THBENER S, 74H 440134
YT LBETH -7 ([Module 25.4.6.2]) .

o HAANMMBEZXSRE L7- ACTI3710 55 L

HAAN MM B#EICB W T, G-CSF & plerixafor OfF %, G-CSF Bl & bl L ¢, HAZ
CD34 FtErifa% (6 X 10° cells/kg) I ONTREAE FTRE 72 /)y CD34 B tEfifa%L (2 x 10°
cells/kg) % ERk L 7= BE OEIG D FE D> 7= ([Module 2.5.4.4.1]) .

CD34 FtERifa% 6 X 10° cells/kg PA HHRIICEE L 727 7 = L—3 2D A, G-CSF &
plerixafor DOFHTIZ 2.0 B (Ffl) TH o727, G-CSF B TIZ 6 X 10° cells/kg L1 47
BC&-EE TV >7- ([Module 25.4.4.2]) .

4 HHM55H H E TOXRM M CD34 B5 A aE OH NS 5 (HF /i) (2-o0 T 4 Gplerixafor
Bt (5.0011%) 2 GHIREE (1.951%) (2T K&ED -7 ([Module 25.4.4.3]) .

o SMEA NHL HBEZ x4 L L7~ AMD3100-3101 35k L v

G-CSF & plerixafor O FHix, G-CSF Hh & ik LT, HFZBMEIC XL T/ BAZ CD34 Bht:A
fa%e (5x10°cells/kg) 3 UM RBHEIZ B/ MRS 72 CD34 BRI SR (2X10° cells/kg) % )
BT&7 NHL B OEIAZAE I8N L7z ([Module 2.5.4.4.1]) .

G-CSF & plerixafor Off FHix, G-CSF Hfh & ik LT, HEZBMEIC LT 7 BAZE CD34 Bhit: A
JaB OIS 27 7 = L— ZADEEZ A EIZEA L7z ([Module 25.4.4.2])

S B2, G-CSF & plerixafor OOfHIZ & 28 B I, G-CSF BMIZ K 2B BE L g LT,
KRG I A CD34 Bo Al a2 24 C 35 L0 BN S ¥72 ([Module 2.5.4.4.3]) .

PMN & OFPLT OAEF T N E A £ TIZET D FRFMIC-2UWTik, G-CSF & plerixafor O
%, G-CSFHll L [AECTH>7= ([Module 2.5.45.1]) ,

G-CSF & plerixafor O fF 1%, G-CSF Hifl & bl LT, BB LD 5 W ITBEIC L E ik
/N CD34BGHEAIR 2RI T 5 72 D D L A K 2 —FEICAT LI BF 13 72025 72 (G-CSF
HAIREE T 52 412%F LC. G-CSF & plerixafor O f0f FHRETIX 104, 723, G-CSF HMpET
VAF 2 —FIEICBAT LT 524D 96, 374 (59.7%) TRAHIZA/NRVEEZ: CD34 it
F% (2 X 10° cells/kg) % Bh 2 T & 7=, WaR1E G-CSF & plerixafor O f FI# T 4 4 (40.0%)
G-CSF HfiEC 3344 (63.5%) ToH 7= ([Module 2.5.4.6.2]) .

o HAANHLEEZEZXG L Lz ACT12781 7B L v

HA AN NHL BEIZB VT, G-CSF & plerixafor OO 1%, G-CSF Bl & ki L ¢, HAZ
CD34 [k (5 X 10° cells/kg) I N R A AT HE 72 /I CD34 B £ (2 X 10° cells/kg)
R LB ORIG N E -7 ([Module 25.4.4.1])
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1.8 FfIXEE
plerixafor
- CD34 BtEAufa%k 5 X 10° cells/kg A EFRIUCE L7277 = L—3 2D A%, G-CSF &
plerixafor OHEH TIX 3.5 H (FFfl) TH-7=A, G-CSFHEMTIEIT 7L — 2 4 HEL
P 5 10°cells/kg LI HERIRT& 7 F 1L 14 Th-7= ([Module 25.4.4.2])

- 4 HHAZDL5HHE TORMIM CD34 BRI OIS (FRE) (oW TH G+
plerixafor £ (7.95 %) 7% G BMAE (2.06 %) I[ZHA~NTKRE 2 o7 ([Module 2.5.4.4.3]) .

MM 38 &% OYNHL B8 1238 1) D HEshakh (AMD3100-3102 55 & U8 AMD3100-3101 #5#) Jz ONEIN
B (ACT13710 55k M (O8N ACT12781 #B%) 7> 5, G-CSF & plerixafor O F i3 G-CSF Hijl & fhils L T,
LHFHAE A T % HAE CD34 BHHEMIIEE (MM FE# : 6 X 10° cellskg, NHL % : 5x10° cells/kg)

R LTZEEORIENE W LRI NT, £z, TOMOAMMERHMEIEE OFE RN S, BHAAN
MM (B35} OV NHL B35 & AME MM RS & OYNHL B33 ORI EFRIIIZ B O & 2 B 5 /s 7e fiE L /e
2> 7= ([Module 2.5.4.4]) .

Rz
o SEAMMBEZ S L LT~ AMD3100-3102 #5k L v

- G-CSF + plerixafor OFEFFRO T 1 7 7 A /WL, BB T 2828 (LI FHROELD)
NS TEFFERNL O JR TG DI BLEIA 73 G-CSF + plerixafor 2 % 5- SN 7= & CTainr-o 722
& %‘:[&%% . G-CSF + placebo & [A#Tdh 7= ([Module 2.55.3.2]) ., AEFSLOEIEEILKN
YRS ST EE CTH -7 ([Module 2.5.5.3.1]) .

- RIGERT. IRBRIRE & ORRBRD Y LHI SN EERAEFRITEO RN o7,
G + plerixafor % 5-% (5 ST B B OV 20 H H 5 O R BLEIA 13, G-CSF + placebo
FE LAk TH o7, MFKGH T, BERAFFRORSEBITRE( AL MGR IR
L. SECDO%L 1 IBMEH% TH -7~ ([Module 2.5.5.3.1]) .

- ERRAEME L OSA Z YA ATk DX, G-CSF + plerixafor & O G-CSF + placebo
TR CTH o To, BREMICET DHIRRAE ST A —% 024 (B MEREEE N & O/ MiE
WD) WEAET 7 = L— R 24 W] 12 G-CSF + plerixafor # J 8 G-CSF + placebo #£ D]
BT b=, FH L plerixafor & G-CSF D AEFIREFE K Ol Al O £% B
EICEE L=k TH-7= ([Module 2.5.5.5]) ,

o HAANMMEBEZXSGE LT ACTI3710 35 L Y

- G-CSF + plerixafor # TZ < Z81 L 72 B S OV NI, plerixafor (29 2 MRS TH D =
ERFNHITND, HEbEIL, G-CSF it L © G-CSF + plerixafor #5132 < FHL L 7=
23, plerixafor #% 5-7ij D G-CSF & 5-FHIRB L= FHRTH->7- ([Module 2.55.3.2]) .
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1.8 RfIXEE
plerixafor
- IRBRIEIR T CREL L EE A EFZIL G T 141258 b 7253 G-CSF + plerixafor
BETIERO B2 dr o 7=, Plerixafor OG- H11EICE - 72 AE M OBET (3G S -7z
([Module 2.5.5.3.1]) .

- ARIBBR TR bz plerixafor DZENET 0 7 7 A WE, RAITT TSN TWD Z &
EFIE LiehroTo, BARNEBFIZEWTLEEMICET 2851 2B EITFE S hieho iz,

- BEMRENS, BARANEINEAND MM FBE DL T 1 7 7 A VIOV TERIRIZE R
D HHSNRFREIT RN DRI,

° SR E N NHL BB #E 2 %15 & L7- AMD3100-3101 35k &L v

- G +plerixafor DA EFEGDO T 07 7 A /Mid, BIHICRT 222 (FITFTHLOELD) IO
(\ZIEETERAL O SRS DI BLEIA 73 G + plerixafor Z 4% G- SN HBE TEN- T2 L 2R E,
G + placebo & [FkETH -7~ ([Module 2.5.5.3.2]) , A E L0 BEAEE LRI/ 8 E LT
HpECdH o7 ([Module 2.5.5.3.1]) .

- KIRBRT, BBRIER L ORI RBERD LTS EE A ERGIIO B ThH o, G
plerixafor % 5% (S SN A THE KL CEERAEFEFRORKBEFIE1L. G +placebo #%45- &
Ak Ch o7, M GHET, BERLAFFLORSEBITIRETFHIEFAH B L, 5
0% IIBMEH% TH -7~ ([Module 2.55.3.1]) .

- BRRAEME L OSA Z YA ATk 22X, G + plerixafor 2 O} G + placebo Tlrl#k TH
olz, REMEIZET DERIRRA T A —% 02t (B IMEREHE IR O MR EEAD) A3 5
T 7 = L— 3 R 24 W5[EI121Z G + plerixafor £ & OY G + placebo #EOD i f 5-HE TR H 7=
23, ZEIEL plerixafor & G-CSF O E R K Ol B A AE OFR BT 112 B U 7= 28 ¢
& ->7- ([Module 2.55.5]) .

o HAANHLEEZXG L L7z ACT12781 7B L v

- G+plerixafor B T2 < FEBLU72Bm. ML b, BIETRE & O/ Mg X, plerixafor (2
MNTLFMMIETHD Z LML TS, HEEOFHEIS IIWER TR TH o7,
INHEERD D B, 141 G-CSF KU plerixafor #% 5-H I3 HL L=, 1GBRIGHE & O
REEAR S D & =M, 7 OEFEIEIX G-CSFIZ L 2B FIZFIL L TE Y | plerixafor
& ORRBFRITEE I ([Module 2.55.3.2))

- #‘?ﬁ#‘f??f%fﬁ L7 EE A ERGL G BB T 14 1RO LT, G+ plerixafor £f
TR B o Tz, Plerixafor O H-HIEIZFE 572 AE R UOSE T IEHE S o 7
qumm255&u>o

- ARIBBR TR BTz plerixafor OZ 2T v 7 7 A VX, AAITTTIZMLNTNDZ &
EFE LD ol BARNEZIZB W CTZEMEIZET 252 SRIIFE SR d o T,

Property of the Sanofi group - strictly confidential Page 4



1.8 BAXERE

plerixafor
BRGNS, BARANEAEAD NHL EBEOZENET 07 7 4 M HOW TR E
WD B 5B & RFHEIX /RN LR E T,

PLbEDZ &g plerixafor 13 H ZEpMMAAEAR 25217 2 HARN MM B3 L ONNHL B Iz T, 4b
EA MM 38 & O NHL 3 & [RERIC B Ea R 26 9 2 18 i Hia oo KA i~ 8h 5 4 (25
T4 Z DR TGRS N, F2, ZeMEICBWTH, HEEMEMBIE A2 5 MM B
MO'NHLBHIZEBWT, AFORIFTIHFE LWEZENT 07 7 A VHURS L, ARG 20E
FLEREONY 27 01%, HERELEZHELOCHED S & TSR EMm CEHTRETH - 1=,

FEOWRR T, [FhEEUIZIR] KO THhRESUTZ R BT D6 LR ORLEITA T o L
By Lol

[hHE X 1350 2R

F F AR i MR AR 0 72 3D 0 1 i e o0 2R A if. H ~ D B B e it

(BRE ST RN RAZ B4 % il F L DD
BRG] DEONEZ R L, AHIOFIMER OZ M2 0 BE L BT IS EE OBIRZAT
&

o

\j‘ —
BT

(Y
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1.8 RIXER
plerixafor

22 THZERUHE=ZE] ()

W, ACIET LY R0 0.24mglkg 2 1 B 1], # AR FEET 5,

KA DOPe 1%, G-CSF A 2 H#x 5 L7, G-CSF HAl & DI I\ THRAE s fa £k i
ETRFE THEARGT 5, b, AAOKRGHHITRA4HRLETD,

(RENR O HEICBEET 26 EoFER)

(1) ERN/DOERRBRICBWN T, AFIOFEGEHMITMR 2~4 B Th o7, ( TEREE] 0EBR)
(2) ARADOEE G-I, G-CSF ®AI%E 4 BEHEH&RE L%, KRN MmO S G 6~12 BREFTc T > (5§
RERER Tl G-CSF AT B R oG- LCTuniz) o 2, OF3 5 G-CSF Ao RIS DV Cidig Y
THRGOUHF LELAFT DI L,

(3) IKEDOEEMZEV, AFNORFE ELIEMT 508, RAOHFEIT 4O0mg/ B2 B2 202 &, [ERART
ITHRE O RREICIESE AR O HELZF I U, BB TIX 40mg/H (IKER) 167kg IZFHY) 2225 H
BT L TR, ]

(4) BREEDH L HBE TCOHEFE

FRASRE ~ B FE O BEREREE (7 L7 F =227 U T 5 Z (Cler) 50 mL/ZYLLF) O b ABRETIE., AKD

FAEZ 350 1EELTO. 16 mg/kg &35, KEOHEIMIHEWAROBRTFE & HEEMT 523, Cler 28 50 mL/
SUTOBETIIHED 27 ng/HE2B2202 b, [ [HEip@ine] oEBR]

[F% EAR L)

2LIHICFEH L= &R0 . ZRMEHIEEE ORER 2 02 23 B SEIEIC 33 2 Zhae U3 2h R % 1
RE L L CHER LA, HEBICHERT XU L oEREFORBR S LI rfe L 72 o772, 2%
TEARMUIIFER Y ) VN ERE L G it d -,

1.1.1 THRERUVAZ]
AF| (plerixafor) @ [HEKR O] 1%, UL RIS TAME AR OV A AFEEER SR E 17 NS B & %
G b LT BRRFRBR O BB FE DWW TR E L T2,

BE PR BE 6 BB FA VN B AFK 0 FH B D FRIR

LITFIZRT, 8§ LHRBRE O —2 0% 2 B b5 5 - 22 R O E (PD) sig IS0
T, ZTOHOEERBREFEIZ AN AF O HE L LT 240 ng/kg &N S 7=, Mz T, MM B3 &
NHL B CIIRAE L OV D B 72 RN CD34 Bl OB B B IEEEN 7222 2 & $ 58 LT 240
ug/kg BN S 7z,

o HREERFT 123\ T, plerixafor OEF] (CD34 Bt M D&Y E) 1%, 160 ng/kg (2 H~<T 240 ug/kg
THEL OB — 7 )G %~ L= (AMD3100-1002 &%)  ([Module 2.5.3.3.1]) ,
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1.8 FfIXEE
plerixafor
o {EFEHERA I\ T | plerixafor 2 G-CSF & it H L 72455, CD34 BatEffifn o ' — 7 gD EfE
R OMEINfE40%, 160 pg/kg & 240 pg/kg © H&E{f&; V. G-CSFHBMIZIE_TEMoT
(AMD3100-1003 5%#%)  ([Module 2.5.3.3.2])

e MM KUYNHL BFIZEW T, plerixafor # G-CSF L fH L7=HA. 77 = L— 3 AKD CD34
B P IR e 7 B B D N5 4 1L 160 pg/kg (2 HE~_T 240 pglkg DIF 9 23 & 2o 7= (AMD3100-2101
#BR)  ([Module 2.5.3.3.2]) .

o plerixafor ¥l & 5 Vi plerixafor % G-CSF & i L7256 O LM~ v 7 7 A /L% 160 pg/kg
& 240 pg/kg TIEEEMLIL T/ (AMD3100-1002, AMD3100-1003 &% UF AMD3100-1004 ###)
F 7, RS CIIA EF RO EIEE IS T 240 ng/kg & 320 pg/kg THEREME R S
7= (AMD3100-1005 #%%) ([Module 2.5.4.7.2]) .

¥/ 5E 3 FHEBR (AMD3100-3102 3B 12331 A AK| D AR CHE
SAEA MM B K OINHLEH 255 & U 7ok 56 31EEAER (AMD3100-3102 #8#k & UY AMD3100-3101
ABR) 2BV T, G-CSF % 4 HWE A%IZ, G-CSFOFH T plerixafor 240 pg/kg % 1 H 1 [B1 A4 &4l
REREGE THRFE CHEH 2 MG ek 4 ) L72fER. 2O MIETE RO G-CSF BMIZ T, X
DZ DBFIZBWTBHEO OO+ MllaBE 35 2 LR s ( IREUIE) &E
RIS

BAA MM B KR NHL BF T34 2 AR CHEOZ Y1t

HARN MM 83 & OV NHL BB ITX3 % G-CSF FHIZ 31T % plerixafor 240 pglkg O 2441, HA
NGRS . MM B3 KON NHL B3 2 5 512 Fh L 72 ENEER  (MOZ24211/POP12425 7k
ACT13710 3Bk K Y ACT12781 #BR) 7> 5453 HiL7z PK, PD, BRI R O EMERGED bR S v,

MOZ24211/POP12425 iR TlL, HARNREHER (2% LT 3 H& O plerixafor (160, 240 } U 400
uglkg) 28 G-CSF # - Ici G- Sz, ZORER., HARNEFHERE 1235 1F 2 plerixafor DI &
VA E AR BR A 1 L TRV MBI 23588 B2 28, PD R I, SME A REEGRER# K O E A B
DOpfEE L <~ L= ([Module 2.5.3.2.3]% U[Module 2.5.3.3.1]) .

ACT13710 #BR Cld, ¥4 AMD3100-3102 75 & [FlEk D plerixafor, G-CSFIFONZT 7 = L— 3 A D
ALY 2 —UZBWT, HARAN MM B3 % 812 plerixafor 240 ug/kg & G-CSF Of F B DA 2hi K OV

EYEEFHET 72Ol FE SN Te, TORER, DLFICRT LI ICHIMERORZRMET e 7 7 A V2D
WTHARN ESMNEADHE T S Z2REERIICERO &S D &R S o7z,

o BEDMT) (77 =1 —3 22 AL T CD34 PEMIa% 6 X 10°cells/kg LA Eoo@hH) L7-#
B DOENEIE G-CSF BAMREIZ L~ T G-CSF + plerixafor #:23 E 752> 72,

o LEMMAEITIRIRZAEMEEZ R L, WIMZEB W THENL LT 5 plerixafor & G-CSF ff fFF D%
BT T 7 AN TRISNDEHANTH - 72,
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1.8 RIXERE
plerixafor
o PKT—#Mnb, HEFHHRE & MM B TR IREIT L L T,

ACT12781 FABRIL, ¥iEft AMD3100-3101 7k & [RIER D plerixafor, G-CSFIENIT 7 = L= AD A
7Y a— BT, HARAN NHL B3 % %512 plerixafor 240 ng/kg & G-CSF HER R DA 801 K OVZ2 4
PEZ T 572 DICE I Te, TOREER, LLFICRT O ITHEIMER VLR 1 7 7 A 220
THARNESNEANDOM T B 22 BERINS RO & 2 FEITR SR 0o 7o,

o RO (77 = L—3 X 4 HLUNT CD34 BB 5 10° cells/kg LA EOBE) L7-#
FH DOEEIL G-CSF HMBEIZ Hb~"T G-CSF + plerixafor BE23 &0~ 72,

o EAVERGEIT B RAEMEE R L, WAMTI W THENL LTV 5 plerixafor & G-CSF ff HRF D%
TR Ty ANANE TRISNDEHEANTH -7,

o PKF—HG ., fEFEWHERE & NHL B Tl e ix X <HEEL L T,

1.1.2 TRERUVAZEICEET AFERLOFE]
(1) AF oL
MM B3 Z x5 & L=/ 3 /B (AMD3100-3102 #kBR) & ONEWN S 2 FH56R (ACT13710 #ER)

IZBWT B L 9% CD34 Btk (6 X 10°cells/kg LA F) (CEET S £ To HE (P RfE) 1%,
Z 2 AMD3100-3102 75 ¢ 1.0 H (1.00t02.00) . ACT13710 55 CT1X 2.0 H (NCtoNC) TH Y |
%< DEFH T2 HLUNTH - 7=[Module 2.5.4.4.2], NHL BE A %5 L U1 E 3 FERlER

(AMD3100-3101 #&Br) M ONENE 2 fHiABR (ACT12781 3 BR) 1238\ C HAZE & 4% CD34 [GiEHifnEL

(5 X 10° cells/kg LA b)) ICEIET 5 £ To A (FRE) 1%, £Hh 2 AMD3100-3101 35k T 3.0 H

(2.00t04.00) . ACT12781#BxCiZ35H (3.00toNC) THY, Z< DEZFETIH~4 HUNTH >
7-[Module 2.5.4.4.2], L E X0 KA O G WM 2 2~4 HRE Th o2 Bt L7z,

(2) AFRENC G-CSF BFI D ik

A G-RTE TO G-CSFAE HEZ W T, #idhakit (AMD3100-2101 5A5#) (CZBWT 3 HH &
4 HEOEARBRAH 5 H DD ([Module 2.5.4.7.7.2]) . 3 HEMEH LIZBREENIRESND Z L0 b,
G-CSF 4 H 38 A1%1Z plerixafor 240 pg/kg+G-CSF % {# 92 FiEN 5 3 55  (AMD3100-3102 75
Y AMD3100-3101 #B) TEHR S 7z, £ ORR, T OAETEEAFD G-CSF HMIZHE~T, kv %
KOBFIZBNWTBHEOT- DO+l z8IB T 5 2 ARSI TWD Z &, WOICENE 244
B (ACT13710 3Bk % (N ACT12781 #BR) 1235V T % . AMD3100-3102 #5% J U8 AMD3100-3101 35k
L RERD G-CSF 4 HPEATHEMI AN TND Z ENHRIE LT,

2%, G-CSF DEHITWT N DOEKABRIZIB W THFRIF Th 2,

77 x L— AR & RFI OGN T, LNICRTRIUCE SN TT 7 = L—3 2 i
6~12 KefilFT & L7z ([Module 2.5.4.7.8]) .
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1.8 FfIXEE
plerixafor
e AMD3100-1002 75k & Y AMD3100-1003 &t > PD 57— Z ([ZF:-5 & | CCDS IZit#i ST\ %
plerixafor DG A7 ¥ 2 — )V 3ET 7 = L— A0 6~11 BRI TH 5,

e  AMD3100-1003 ;ABk DT — & /> 5 plerixafor & G-CSF O &K 5-KE, #h8 O v — 7 (3% 5% 10
~1AFFTH D b DD b5t A~18 BT 7= - TARRY . CD34 B i3 23 Exfor g L BN
LCuWW=,

o VS DE 2 FAFRER (AMD3100-2101 #BR) TiX., G-CSFEAMIM & L < 3 HIFI X 4 B Wk
BEEN HNVCT 72— AEEFRCHDOT 7 = L—3 & 6 FEHATIZ plerixafor & G-CSF
NEE Iz,

o VHHE 3FHFER (AMD3100-3102 #A%5# & O AMD3100-3101 #6R) Ti%, G-CSFIZ X 28B4 H
Ho® (% 108, 77 = L—3 AR 10~11 B#fE]) 1T plerixafor XL 7 T v AR5 S, 5
HHOEIZ G-CSFR T 7 = L —3 2 60 SRl 5 7,

o [ENE 2 ER (ACT13710 #ABR & N ACT12781 ikliR) T, #EAME 3 FH7BR (AMD3100-3102
FRBR J O AMD3100-3101 #85#) & 9™ 2% 72, AMD3100-3102 55 & O ACT12781 585k & 1%
EFBEDER G- A7 ¥ 20— /)L CHEf S7=28, plerixafor & G-CSF 0 #% G- D 17 1 3 [E PN 7k BR
DI PRRIAL G-CSFIZL 2B E 4 H HOK (B HODOT 7 = L—3 R 9~12 K¢l #if) | plerixafor
NS, FBASHHEDO (77 = L—3 & 45~T75%701) & G-CSF " %5 &=,

o ERROERHALGICENT, LV MEEKWRGRHZRET 5 2 LITRE 2T Tidde < ERFERIC
& o THRIEMED S, B2 1T 6 BeMANEY T DT 7 = b —3 ZERIZEF] TH Y | 12 B¢
RIDOREFHEAFHOT 7 = L— U REROER, REDOHRG-ZhET 5 Z L BAETH D,

Q) EXHBEEE

ERARER CIXABE OERBEIZESTAFOHELZR M L=, EWNAOERKRERICIS VT 40mg/H
(R A 167kg ICHHY) 22 2 HEITEH SN TV RN ENORE Lz, 728, KIHEITRT Cler
25 50 mL/43r LA T OB RE R AR CUX 27 mg/ HIZH S ¥ %,

(4) BEEDH 2 HBE TOHERE

Plerixafor 240 pg/kg % Hi[RIFZ TG L7z & X OIEMEYHE K O T) 71 k19 5 B el 5 O S8 & i
7 L7 AMD3100-1101 3R g Fe . PPK f#HT Tid, 3 X = L— |k L7z plerixafor @ PK(Cpay 4% T AUC)
Dl BL7 & PP REIE E R (Cleg : 31~50 mL/min) T, 160 pg/kg (ZHiE % & BHREEH
B (Clcg : >90 mL/min) |Z plerixafor 240 pug/kg # ¢ 5- L7z & % L RIRREOEHIRFEENEGOLND Z
ERHEE SN Z EICESOTERE L ([Module 25.3.25]) .

FEOBRT, HEAOMHE] KO THELOHEICEEST M LR OREIZE D L
B Lol
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1.8 RIXER
plerixafor

TRE R O &

G-CSF U & Pt I W T, i, BRAIIZZ LY %40 4& LT 0.2d4mglkg &2 1 H 1R, KA
MR TR E Gl R P57 5,

HEEOHEICEET A2FEH EOER)
(1) RFNOBEIX, G-CSF A% 4 HRELEH B G Lok, &R M IMEEEsIEaE 9~ 12 RERFNciT 2, 72
B, OFHEFORM LEEAGTH L,

2) RAOTEHRNT4 B ETE2HELETHZ L,

(3) HEEREL LoBREES (F L7 F=27 Y772 (Cler) 50 mL/53EAT) D2 BFTIEX, AAl
DMAFPREN LFHT D EORENH L0, WEREZEET L L L HIC, BEOREL LV ERICBIZEL,
AEFRORBUCHDEET D2 &, [ [FpEE] omESsHR]
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1.8 RHAXE ()
plerixafor

3. ™fIXE (B) O MERLEDEE] (F) ORERML

[£5 (ROBEICEFESLAGWNIE) ]

1 AN D B 53 56 L BUE DBEERE O & 2 B
2 SUFIER L TS TR0 H 2o A [ 5. 1R, Efm, RILBE~AOTRE] 0HESH]

TEARHL]
1. A% CCSI (Company Core Safety Information : (B3 Z2EME W) ITESZXHE L,
2. KRN OEMFER (T > MR OTHF) IZBWTEFIEREO LN TWNWD Z ENLIRE LT,

g

[

[ FARALEDEE]

1. BEERES (ROBEICFHEZRICRETDCL)

PR EOBEREREOH 5 EE (IMPREN EAT 2820065, <AERUVAECEE
THAEALDEE> DHSM]

[ AE AR L]

AANTE L L TBIE SRt SN 5720, BHKRERS O & 5 A TIIRERESEINT 5B Thi &
5o WEHEEU EOBKEREDO D L BHITRETOIRIBELZEET 572, HREIZEEGT HH4ER
HoHZEMBERE LT,

2. EEREFRIEE

(D) AANZ, G EHALI SV T2 2 - R 2 FFOERIO b LT, AR OFKE- Y] &
HWr SN HEBEIZOWTOMEMTHZ &,

() AFIF G- oI EMAC AMERK AT =42 U > 7 L, AMIEREGS 50,000/mm’ %88 2 7- 58121
ARANTE GO E A EEICHNT5 & &b, BmUIRLEZITY Z &,

3) M/ MEIAEDR & B D Z &M D O T ARG PIEMI /M 2T =2 U 7L,
DR O NIZIEEITITE Y R LE 21T O 2 &,

@OHTavs, TTF747F =307 VX —USKTEBIENH HOND ZENnH D K
KA OONEFERFIZZ RO BTN D, AFIEREGHITEE OREEZ T2 BIE L, R
D HNTEETIE, WURLEZITH & & bIZ, ERPEIET 5 £ TRADOREZ 4012 81%
THI L,
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1.8 RHAXE ()
plerixafor

[R5 EARHL

(1) AFNFE AR AR 5 22 03k - ARBR A FFDERT D & & T, ARKI O F O FENEIZ DT bl
(ZHIWT ST BREICKR LT SN A RS D T2 0f%E Lz,

Q) AHFID CCSHIZ IS EFRE LT, AAKlL G-CSFHAIOFEFREGIC L AmERED 3228, FL
WA & 2 B EVE~ORBIIHERE SN TR W, ARG AmEREOE=4 1V > 7 %17
WV, REEOHERRICHEE LU Z2xE %2179 £ 93 E Lz,

(B) AAID CCSLIZHES &, Fiz, M/ M IR MBI RO G HHES L THONTND Z &M
HEEE LT,

(4) KA CCSIZEESE | WO D ABE I T 2 HIRFER TARAB 545 30 53 AR ~ 4

FEOT LAX—O6G GRS, IREFEFENR, FPREE, (BRREELET) NEICRESNTE

0. WA TREZICBWNCYa vy, T 74 7% —D0NHESNTWDHTDRE LT,

3. Bl{EH

<ZHRMEBREICNT 5 EBRAEMEHIILIE>

(1) ENEGPREER

LR MRS 255 L L-ENE TR RR T, AF| & G-CSF A2 R G Lz 76+
6 1311 (85.7%) \ZEIWER 23588 B v, BIVERIE. 3509 5 51 (71.4%) | 85 B OV R4 2 141 (28.6%)
BhiE, MEEAPYE, 8. BIETR. AERsTR L O RS 1 6] (143%) Thotz,  KGREF)
() BYVER RS ER

LR EBENE RS At S & U T2 HESL R T ARG PR SR ©, ANAI & G-CSF A% OF % 5- L 7= 147 5
H 95 5] (64.6%) (ZEITER SRR HiLiz, ERBIWEAIL. EHEAAEE 30 41 (20.4%) . T 27
B (18.4%) . T 2401 (16.3%) . ‘B 1461 (9.5%) . J&57 1261 (8.2%) . $5H 1141 (7.5%)
HEThoTo, KR

<FERDF 2 UNEICHT S ERKREMEPHARTEHE>

(1) ENEGPREER

FRTF Y UNERE E S E LI ENSE DMK C, A% & G-CSF 84| 2 &5 LT
16 5l 12 41 (75.0%) (CRIERD RS bivlz, RIERIL, 35598 961 (56.3%) . THIK O
%341 (18.8%) . HEIE L OBAETRA 261 (12.5%) . MRBRMGE, WIFL, 1ZTY . O ORI,
PR A S, RS O FERR, JR57. FEEN, i AP FLER MoK SEmE SR H 0 M OMi/ MRE R 45 1
il (63%) Thol-, (KR

(2) BHVERPREAER

FERTX U UREBE E G L U ENE RGBT, AHI & G-CSF 8K % R 5 L 7= 150
IR 98 B (65.3%) ZRIWER RS Hivtz, LEREWEAIL. FHIS6 61 (37.3%) . HEETERATFIEE
44 41 (29.3%) . Holr 2641 (17.3%) . 589 16 Bl (10.7%) . B 1461 (9.3%) . FEHEBALE D
FERC 12651 (8.0%) . BB 1061 (6.7%) HFThoTo, (KK

[ERRBIWEM) KO TZOMORWER ] ORIBHELITIER D FV ol LI HE 2
X5 L LTzipsh o IARBRARGABRIZ I 1T 2 EIEM (42 Grade) DEEFHIESL<, B, T b L4t
DR D 2V IS TR TRO O RIERNE THEARH) & LT,
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1.8 HAXE (F)

plerixafor

[ AE AR L]
EIPNAh TN L 72 BRRRABR O R RIS & Rl L7,

(1) ERZEIEH

Hhavy, 7H7245F2— (BEEFRHA) - /3/7 TF 74 T79F—NhHbbhbZ N
HDHDOT, BEETDITITU. ﬂ%#mbght iEHEEPIEL ., WYRLESITO 2
ko

2)fRME HEEAREA) . BHBR GEEARB) .- JHE, H%EZ””%Z?) EONDZLBHDHOT, Mk
%@Emwﬁﬁumuﬁékk% . NEENE S R A L0 B A F o IiTAT V) IO B
IRERDFEO b= i&%%¢t?éﬁ&%@&@%%ﬁ9_

[RX E AR L]

Havr, 774 7% —FFEERT LAX—ISIZENAOERKRRER CTIERRO oo iz
S, HESNTTIR A DI BURIL 2 B E 2. ARFID CCSTITHESEFHE Lz,

) EHFEER (T b)) BT LY XHFRLEe MBI AHERHAEL VN4 ERVHETEY
W Q~4iEM) HEAEETES Lz & &, BESME MR 5 Mo HExT & 2 3R o B o> H N AS A
B Z & ETENAORERRER CTIXRD SR o 7y, TR % O BUR I Z B E %
HIE LT,

(2) T D DOEIIEM

5%LLE {%gé 1% A 158 JE A
i
EHARER SHIECR, 9RYE RIRAE, FEhE | S FLE A g
HE R AR S
(S N7 AR i
[, )
JHibss N 5. e, TR
M- B
HEER AR, E
b, THIEARE,
AN, 1D
TR BLRR
KE ZITHE. ALEE
miK M i EREENE
ZDih TESRAL SIS BEfm . et
957 i, P
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1.8 HAXE (F)

plerixafor

[&

T AR AL
AHFID CCSHIZHASXHE LT,

. BEImENDES

— R EE TITAEREEREMET LTV 0T, BEORELZ 3 ICBE LR b HEICRET
5T L,

[ EARL]

W& AR FRER O B FHfRNT OFE R, 65 Ll LD & IE D27 e 7 7 A4 ik, 2L b
CTENRDSTD, EEE Tl RIS O L FEEIME T L CWA Z ENZBNT bk
E LT,

5. ifim. EWR. RIBF~OES

[Rx

(1) 8E8 AR L CW A ATREMED & D8 NI G- LisnwZ &, £z, EET 5 leettE D & 5 i
NI Zliﬁl@%%%ﬁEF‘&U“zﬁﬁliﬁﬁﬁ EWIM, EO) ke WS Ko fEET 2 L, [H)
WFEER (T v RO HX) 2B\, {wﬁ‘ﬁ/l‘ib)muy)gﬂfb\é ]

Q) I P oEANICIE, BHAERIESELZ &, [KFOIHTH~OBATIIMET ST, ]

TEARHL]

(1) 7 v PEOTHFIZBNT, AFNTRIEIEIN, B8 RARKE ORI | B ERIE K ORGSR O
WNZSI &R 232 PR INTEY  AFIEMEIRFICER G L2 a Ik RICER % 5 2 5 W
PHERHHZEnb, CCSIbBBEIHE LT,

(2) AFID CCSIIZHESEHE LT,

6. NREADKE

IRHARER, B, IR, ShIESOINRITH$ 2 LIS LTy, [EARERD 72
VW, ]

[ AE AR L]

NRIZEB T DEERRRERD 7202 L BERE LTz,
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1.8 HAXE (F)

plerixafor

7. BERE

ARFN OB G IZBET D ERITR V. BEREDEDONTZGAICIE., BEOREZ 0 ICHE L,
MBI RHERE A I D 2 &,

[BX TEARHL]
AF O EHRGIZBET ATV ENHERE LT,

8. BRLMDIE

(1)aR &L

INA T VISR TR )3 72 s B AR CRlERR D BENTZHENLE DAL T IVIEAE
ALz &,

()i BIE

AHFNDSA T L NI TH D, 2 A TIOVFORMEFFRRITEYICFERET L2 L, (ORA
IIRFHRIZEA LTV, )

) GREE

BTIERICORMEHT 2 L,

[R% EARIL]

(1) AFND CCSLIZHEAD & A T AFNZ BT 5 — KA FH A s L,
(2) AFD CCSLIZHS X 50 L7,

Q) AANTE FIESHRATH D Z L bitd L,

9. ZODIE

WA OBRGEIRTEZ 2BV T, ANAIE G-CSF A& Be G- U 7= A E e B s B3 K O 55
JERE . BERILTOEEMEOEMARD SN L OFERH B,

[BX TEARHL]
AKRAZND CCSLIZHEDEFRE LT,
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1.9 —fREIBIRICHR DI XE

plerixafor

1 JAN
ESE S
WX v@mmshi,

LR MFRICB W TLL T O X 9 IZRE SH, Rk 27 4 10 A 5 BfFERARR T 100565 1 5

JAN: (AA%) FLU ¥R
(B40) Plerixafor
b4 (A A%) 11(14-7 2 =LV ERARAF L) EA(LA811-T T T HF s aT k
TTH)
(F4) 1,1'-(1,4-Phenylenebismethylene)bis(1,4,8,11-tetraazacyclotetradecane)
I A
N /j
r/“N H
H N
NH /i]/Ii:j/E;/ HN
[/ ) H
H N \)
N
2 INN

International Nonproprietary Names for Pharmaceutical Substances (INN), WHO Drug Information, Vol. 20,
No. 1, 2006 (r-INN list 55) {2 LA F D4 B CH# S vz,

INN: plerixafor
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HAERKRIE 10055 1 &
Wk 27 4 10 H 5 H

FHEMREAETER (R) & &

JEA T A - ATE T R AR AR R
( N Ffl ) S )

= H 5 O — R FRZ DN T

TR OWTIE, TEHEHO A FROBHNIOWT (CEAR 18 423 H 31 HIE
BFH 0331001 ZE @A EIREMREE) 1BV F->TWnWHEZAT
HHDB, S, BREICBT DEEL—BEILAFR (LT TJAN] &0 H,) 1220,
Bz IZHRO LBV EDT=OT, | THO L, EE FTERESICEMT LA L L
JEREVNTZ U,

(ZHR)
HAREIR S — 47— 4% ~<X—A : URL http://jpdb.nihs.go.jp/jan/Default.aspx
BIIRDOIEHD 95, JAN LSADEFOFRIT, HiLT —F X—ADFR TR
HZEELTWET,)



B
(A1Z 2) INN (CUNE S 7 il B OFRDBEIC I 1T D G — 4 FR

(ERk 18 4= 3 H 31 HEEAFA R 0331001 524 @A ER AN AR EHIEEBRMIORT R 2)

HE S 262-B1

JAN (AAR%L) : A% 7 LRt

JAN (& 4) : Rupatadine Fumarate

N
‘ N
H3C/[)\
N
N\
cl \ Y

. Hoo OO
2

Ca6H26CIN3 * C4H404

87 mm-6,11-Vt Ru-11{1-[6-AF ALY P -3-A W) AFNLIERY D o-d-A VF -5 HR
V5,6l 7 u~TH[1,2-DE) P — T~ VR

8-Chloro-6,11-dihydro-11-{1-[(5-methylpyridin-3-yl)methyllpiperidin-4-ylidene}-
5H-benzol5,6]cycloheptall,2-blpyridine monofumarate



BHikds  26-2-B3
JAN (HA%) 74 8%V~
JAN (3£ 4) : Fidaxomicin

Cs52H74Cl2013

(BEHES8S9E11S12R13E15E189-3-({[6-7 A%+ -4-0-(3,5-Y 7 -2 F)L-46-2t K%
SAN)2-O- AT NBDY ) ET )V INRATFNA)12:U6-T A F 5 C AT N-4-02-AF L7 1
NI AN)PDIyxo~F VT ) U NFFIUIT-2F -8 FuFx-18-[1R)-1- RKu ¥ =F /L]
9,13,15- N U AFNA XY I at s 25 5-3,59,13,15- X XL -2-F

(BE5ES8S9E11S12R 13E,15E,185)-3-(1[6-Deoxy-4- O-(3,5-dichloro-2-ethyl-4,6-dihydroxybenzoyl)-
2- O-methyl-B-D-mannopyranosylloxy}methyl)-12-{[6-deoxy-5- C-methyl-4- O-(2-methylpropanoyl)-p-
D-/yxo-hexopyranosylloxy}-11-ethyl-8-hydroxy-18-[(1.£)-1-hydroxyethyl]-
9,13,15-trimethyloxacyclooctadeca-3,5,9,13,15-pentaen-2-one



Bk 26-2-B4
JAN (ABAR%L) : FATFTADr VR
JAN (3£ 4) : Naldemedine Tosilate

SO4H
HaC”~ :

C32H34N4Os - C7Hs0sS

GR-17- 7 a7 NV AFN)67-VT b Ru-45THRF-36,14-FJ b KX -N
[2-(3-7 == /L-1,24-F XV TV —N-5-A )T a0 -2- A V]FNEFU-T-DNVREYI N —U4-AF
R R LA R

(5R)-17-(Cyclopropylmethyl)-6,7-didehydro-4,5-epoxy-3,6,14-trihydroxy- N-[2-(3-phenyl-

1,2,4-oxadiazol-5-yl)propan-2-yllmorphinan-7-carboxamide mono(4-methylbenzenesulfonate)
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2-(6-Fluoro-1H-indol-3-y1)- N-{[3-(2,2,3,3-tetrafluoropropyloxy)phenyllmethyl}ethanamine

monohydrochloride
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1,1'-(1,4-Phenylenebismethylene)bis(1,4,8,11-tetraazacyclotetradecane)
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2-[4-(2-{4-[1-(2-Ethoxyethyl)-1 H-benzimidazol-2-yllpiperidin-1-yliethyl)phenyll-

2-methylpropanoic acid
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C36H45N505S- HCl

(4bS5aR)-12-3 7 B A~X L JL-N(VAF VAT 7 EA )3 A hF-ba[(38-AF-3,8TH v
1[3.2.1]4 27 b-8-A W) B VKR =)1]-4b,5,5a,6-7 h T & Kuv 7 a7 a[dA v Kal2,1-a[2] < X
TEE-9INRFYI N R

(4bS,5aR)-12-Cyclohexyl- N-(dimethylsulfamoyl)-3-methoxy-5a-[(3-methyl-3,8-diazabicyclo[3.2.1]oct-

8-yDcarbonyll-4b,5,5a,6-tetrahydrocyclopropaldlindolo[2,1-al[2]benzazepine-

9-carboxamide monohydrochloride

X JAN LIS OfE#IT, 25 & LTBRL £ L,



WHO Drug Information, Vol. 20, No. 1, 2006 Recommended INN: List 55

International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names:
List 55

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. WId Health Org., 1955, 60, 3 (Resolution
EB15.R7); 1969, 173, 10 (Resolution EB43.R9)], the following names are selected as Recommended International
Nonproprietary Names. The inclusion of a name in the lists of Recommended International Nonproprietary Names does not
imply any recommendation of the use of the substance in medicine or pharmacy.

Lists of Proposed (1-91) and Recommended (1-52) International Nonproprietary Names can be found in Cumulative List
No. 11, 2004 (available in CD-ROM only).

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES:
Liste 55

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en vue du choix de
Dénominations communes internationales recommandées pour les Substances pharmaceutiques [Actes off. Org. mond.
Santé, 1955, 60, 3 (résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9)] les dénominations ci-dessous sont choisies
par I'Organisation mondiale de la Santé en tant que dénominations communes internationales recommandées. L’inclusion
d’'une dénomination dans les listes de DCI recommandées n’implique aucune recommandation en vue de I'utilisation de la
substance correspondante en médecine ou en pharmacie.

On trouvera d’autres listes de Dénominations communes internationales proposées (1-91) et recommandées (1-52) dans
la Liste récapitulative No. 11, 2004 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS:
Lista 55

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccion de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of. Mund. Salud, 1955, 60, 3 (Resolucion
EB15.R7); 1969, 173, 10 (Resolucién EB43.R9)], se comunica por el presente anuncio que las denominaciones que a
continuacion se expresan han sido seleccionadas como Denominaciones Comunes Internacionales Recomendadas. La
inclusion de una denominacién en las listas de las Denominaciones Comunes Recomendadas no supone recomendacion
alguna en favor del empleo de la sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-91) y Recomendadas (1-52) se encuentran
reunidas en Cumulative List No. 11, 2004 (disponible sélo en CD-ROM).
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Latin, English, French, Spanish:

Recommended INN Chemical name or description; Molecular formula; Graphic formula
DCI Recommandée Nom chimique ou description; Formule brute; Formule développée
DCI Recomendada Nombre quimico o descripcion; Férmula molecular; Férmula desarrollada

apixabanum
apixaban 1-(4-methoxyphenyl)-7-oxo-6-[4-(2-oxopiperidin-1-yl)phenyl]-
4,5,6,7-tetrahydro-1H-pyrazolo[3,4-c]pyridine-3-carboxamide

apixaban 1-(4-méthoxyphényl)-7-oxo-6-[4-(2-oxopipéridin-1-yl)phényl]-
4,5,6,7-tétrahydro-1H-pyrazolo[3,4-c]pyridine-3-carboxamide
apixaban 1-(4-metoxifenil)-7-ox0-6-[4-(2-oxopiperidin-1-il)fenil]-
4,5,6,7-tetrahidro-1H-pirazolo[3,4-c]piridina-3-carboxamida
CZSH25N504
OCHj3
Q\IO\ o N /
(6]
N)%N\
NH
I} 2
apratastatum
apratastat (2S)-N-hydroxy-4-({4-[(4-hydroxybut-2-yn-1-yl)oxy]phenyl]}sulfonyl)-
2,2-dimethylthiomorpholine-3-carboxamide
apratastat (2S)-N-hydroxy-4-[[4-[(4-hydroxybut-2-ynyl)oxy]phényl]sulfonyl]-
2,2-diméthylthiomorpholine-3-carboxamide
apratastat (2S)-N-hidroxi-4-({4-[(4-hidroxibut-2-in-1-il)oxi]fenil]}sulfonil)-

2,2-dimetiltiomorfolina-3-carboxamida

C17H22N20632

OOS :

OH
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CBQH74N18014

-H
oéQ\eris —Trp—Ser —His —Asp—Trp —Lys —Pro—Gly —NH,
H
(e}

plerixaforum
plerixafor

plérixafor

plerixafor

1,1'-(1,4-phenylenebismethylene)bis(1,4,8,11-
tetraazacyclotetradecane)

1,1'-(1,4-phénylénebisméthylene)bis(1,4,8,11-
tétraazacyclotétradécane)

1,1'-(1,4-fenilenobismetileno)bis(1,4,8,11-tetraazaciclotetradecano)

CZBH54N8

HN

plitidepsinum
plitidepsin

plitidepsine

plitidepsina

3,6-anhydro(N-{(2S,4S)-4-[(3S,4R,5S)-3-hydroxy-
4-{[N-(2-oxopropanoyl)-L-prolyl-N-methyl-D-leucyl-L-threonyl]Jamino}-
5-methylheptanoyloxy]-2,5-dimethyl-3-oxohexanoyl}-L-leucyl-L-prolyl-
N, O-dimethyl-L-tyrosine)

(-)-(8S,6R,7S,10R,115,15S,17S,20S,25aS)-11-hydroxy-
3-(4-méthoxybenzyl)-2,6,17-triméthyl-15-(1-méthyléthyl)-
7-[[(2R)-4-méthyl-2-[méthyl[[(2S)-1-(2-oxopropanoyl)pyrrolidin-
2-yl]carbonyl]amino]pentanoyllamino]-10-[(1S)-1-méthylpropyl]-
20-(2-méthylpropyl)tétradécahydro-15H-pyrrolo[2,1-f]=
[1,15,4,7,10,20]dioxatétrazacyclotricosine-1,4,8,13,16,18,21(17H)-
heptone

3,6-anhidro(N-{(2S,4S)-4-[(3S,4R,5S)-3-hidroxi-
4-{[N-(2-oxopropanoil)-L-prolil-N-metil-D-leucil-L-treonil]Jamino}-
5-metilheptanoiloxi]-2,5-dimetil-3-oxohexanoil}-L-leucil-L-prolil-
N, O-dimetil-L-tirosina)
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HHES 1] EEE £ HEREfEAT 25 SERH
3257 |Structure - HHEE | FEE
32513 —4 St
AR kS ET G ENAE D nas.
RHES #H ﬁﬁi s R zs | owwn
3253 |General Properties - #HAHEY | FEEHE
3252 W
J2S2 1B ERE
503 | REAAE RN [FEaH
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Determination of the clarity
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solution of AMD3100 in
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Determination of the water
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Fischer apparatus
MET/ANIDS64
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by Infra-red spectrometry
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Validation of
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o ES #E wEE T HEREERAT 2% SEEH
Drug Product: Analytical
CRITY i N #ARHE | FERH
USAC1133
|dentity, Percent Label
32P-5 Claim & Impurities in i HAKH | FEXH
Mozobil
USAC1106
3.2 P-26 |Mozobil Identification #HHEH | HMEEH
Using FT-IR
JIPHIREEE (AWAE) OAUT—3
SR ET D EENE [FERHE.
o ES #E BEE 10 HEREERAT 2% SERY |
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plerixafor
Drug Product: Validation o
2P Analytical Procedures f- HARH | RERH
DR AMD-3100-024-01
Method Validation
Report for MTD-AN-0008
32728 [Version 1.0 Plerafor | | 2dffosr1 fanorMED inc. ks | nERs
Drug Product Assay,
Impurity, and ldentification
Method
J2P54 0w iR
= B EEHEXIE Hgglﬁ RENE ﬁggtﬁ HmEE.
3.2.P-29 |Batch Analyses - #HHEE | FEEHE
Drug Product Batch
3.2 P-30 |Analysis: Genzyme, EII'DEJIE gi‘?jﬂiﬁ%ﬂ;ﬁj NJ #HAHEY | FEEHE
Ridgefield g
AN-04038
Analytical Report:
Comparing Assay and
3.2P-31 |Purity Analysis of B |2 217 |AnoMED inc. HmRE | BERS
AMD3100 Between
Methods RD128,
AMOZ23.V1 and AMD33. V1
J2P55 THIMD T
- EE AL ET ERNE [WhRH|
REES Ll xEE | wm SERE JERAT 2% | s=an
Characterisation of
3ap-32 Impurities #REE | FEEH
JIPSERBERUREMAEOZSE
NIZ | BB BHEE R naE.|
RHES R xEE | wm HERE G ST 2% | s=an
Justification of
32pP-33 Specification(s) #REE | FEEH
J2P6 RS X ITREME
e LT | REE BHEE R naE.|
REES Ll xEE | wm SERE JERAT 2% | s=an
Reference Standards or
CRIZN il _ #ARHE | FERH
JIPTEBREUMER
EEEIEELEST ERNE [WhRH|
REES Ll xEE | wm SERE JERAT 2% | s=an
Container Closure System
32P35 | e Drug Product - #ARHE | FERH
J2PEEEM
32P8I REMEDE L OB URR T
AHES = pex | o BRI e osunl
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32P-36

Stability Summary and
Conclusion

HAEA

HiEEH

32P-37

Stability Summary and
Conclusions: Ridgefield

=
=

HAEA

HiEEH

HEES

BES

32P8) RBHROREMHRBHEOERRUEE
E 5y

il

ELERSE TE R AR

2%

32P-38

Post-approval Stability

Protocol and Commitment

HAEA

HiEEH

32P-33

Post-approval Stability
Protocol and Stability
Commitment Genzyme,
Ridgefield

HAEA

HiEEH

JIPBIHERT—4

HEES

ELERSE TE R AR

2%

J.2P-40

Stability Data

HAEA

HiEEH

3P4

Stability Data: Genzyme,
Ridgefield

]IEQ

Genzyme
Ridgefield NJ

HAEA

HiEEH

J2AEDi

J2A1

BEERRUEN
BUREEEL

A AERESTDHORSEFE

J2A3

BUREEEL

o
BUREEEL

IZREEOERRH

BUREEEL

llgEE

BUREEEL
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¥ oo e ! Alrs
BABDRATER
I EBEER
471 ERHEE
4211 Bhh £ WA HEE _

= B EEHEXIE Hgﬁﬁ RENE ﬁg%tﬁ HmEE.
AOMO051: Cross 2040

42111 |screening AMD3100 for [l Rerot  |AnorMED (Canada) HMEH | FEES
CCR4 and CCR7. issued date){
AOMO052: Inhibition of Z{Ifdl'?-ﬂ
LTB4 Ligand Binding fo

42112 |40 Receptor by - (Report AnorMED (Canada) AR | FEEE
AMD3100. izsued date)]
AOMO053: Inhibition of 20jf223

421.1-3|SDF-1 Ligand Binding to -tﬂeporl AnorMED (Canada) HREY | FEEY
CXCR4 by AMD3100. issued date){
AOMO054: Inhibition of 230

42114 |sDF-1 stimulated Caicium [l Reeot  |AnorMED (Canada) HARH | REAS
Flux by AMD3100. issued date){
AOMO0S55: Inhibition of 2q430

42115 [SDF-1 Stimulated B |Rerot  |AnorMED (Canada) HREH | REES
Chemotaxis by AMD3100. izsued date)y
AOMOO56: Inhibition of 20430

42116 |SDF-1 Stimulated GTPys - (Report  JAnorMED (Canada) #AEl | RERS
Binding by AMD-3100. issued date){
AOMO05T: The Effects of 20430

42117 |AMD3100 on IP10 B Rerot  |AnorMED (Canada) HMEH | FEES
Stimulated Calcium Flux. izsued date)]
AOMO058: The Effects of 2qf4n0

s2118|amD3100onMcP-1 ] [Report  |AnommED (Canaca) ks | BERH
Stimulated Calcium Flux. izsued date)]
AOMOD059: AMD3100 Has offles0
Mo Significant Effect on

42118 | Lo Medated Calcium e Fﬂep':rld AnorMED (Canada) #AEl | RERS
Flux. izsued date)]
AOMO064: The Effects of 2ffns

4.2.11-10{AMD3100 on MIP-1a - (Report  |AnorMED (Canada) #AEl | RERS
Stimulated Calcium Flux. izsued date)]
AOMO07S: Investigation of 20ffsr28

42 1.1-11|the Cross-Reactivity of (Report  |AnorMED (Canada) Y | 2EEH
AMD3100 with CXCRT. issued datell
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AOMOOTO: Structural
Analogues of AMD3100
Mobilize Progenitor Cells s

4.21.1-12|from Bone Marrow in vivo |cReport #HREE | #3EH
According to their Ability to izsued date
Inhibit CXCL12 Binding to
CXCR4 in vitro.
AOMO0033: Hematological 2ff3n4

421.1-13|Effects of AMD11070 in - (Report HhEH | eEEH
Mice. igsued date
AOMOD45: AMD3100 for
Hematopoietic Stem Cell 2('9"9

4 2 1.1-14|Mobilization in a Canine {Report HHEY | 2EEY
Autologous izsued date
Transplantation Model.
AOMOD4%: AMD3100 lel 1"
Antagonism of CXCR4

421115[ 0 ceed on Cultured -Fﬂeport AnorMED (Canada) #REH | BEEE
Canine PBMCs. iezued date)]
AOMOD46: AMD3100 for
Hematopoietic Stem Cell 21'4!18

4.2 1.1-16|Mobilization in a Canine - (Report (US) HA#EY | 2EEHH
Allogeneic Transplantation igsued date
Model: Follow-up Report.

4212 §l e 3EERERER

wEES T 5&"‘5 = Emiﬁ AR5 9 gg ,%E ﬁﬁgfﬂ‘”
AOMO04E: AMD3100, a
CXCR4 Antagonist,
Augments Mobilization
and Incorporation of Bone ZI_‘QE"ENZE

42121 [Marrow-Derived e (Report (US) HAEY | 2EEY
Endothelial Progenitor igsued date
Cells into Sites of
Myocardial
MNeovascularization.
AOMOOT2: AMD 3100
Administration in a Porcine 2(.2!15

4.2 12-2 |Model of Myocardial ‘ (Report (US) #HREE | 2EEY
Ischemia Reperfusion izsued date
Injury.
GT-249-EF-1: AMD3100
Rapidly Mobilized Stem
Cells after Myocardial Z(I'ZIT

4.2 1.2-3 |Infarction in Monhuman - {Report (US) HHEY | 2EEY
Primates but Does Not izsued date
Improve Left Ventricular
Remodeling or Function.
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AOMOO04T: Direct Injection
of AMD3100 Improves
Blood Flow to the Diabetic

2217

42124 Mouse Hindlimb after h (Report #HREE | 2EEY
Induction of Hindlimb
Ischemia.
4713 Bt EREE SR TOREE]
hdadi = Rex | BRI 25 | pwun
107-031: Receptor 19e30
42131 [affinities (Binding) of || || Rse- j- (Switzeriand) s | sEEs
SID 791. igsued date
Aomoo71: Affinity of [ 1110
282-T91 SID 791) for )
42132[510T Recebtor Binding e (Report j- (Switzerland) HAEY | eEEY
Sites. igsued date
1339334-2|_~10~_ch-: 016 _
42133 |Receptor Binding 1o |_(Tamran} HMEH | eEEY
(Adrenergic, GABA).
POT-M-52-10: The Effects
. 1494
of [ 282-791 in the .
4 [ e Observation Test h (Report j- (Switzerland) HREE | eEEs
in Mice. igsued date
POT-R-94-5: The
Investigation of Potential
CNS Effects of 1481
47135 |Subcutaneously _ltﬂeporl -{Switenand} HRaEE | 2E8E
Administered SID 791 igsued date
Using the Rat Primary
Observation Test.
GT-249-TX-1: Effects of MK
4213+ |Plerixafor in the Irwin Test [ g’a s | o HAEH | BEES
in Rats.
GT-249-TX-2: Effects of
Plerixafor on Respiration A13-
42137 Rate and Tidal Volume in - gIEFE- I- (UK) HARH | RERR
Conscious Rats.
051128-BOP: Effects of
AMD3100 on Cloned A5
42138 |hERG Potassium g’m (s HARE | FERH
Channels Expressed in
Mammalian Cells.
1009304-14DEC20j}
Angiotensin Converting 1100-
42139 |Enzyme (ACE) and rl 2 O (raivan)| e | sxan
Meutral Endopeptidase
Enzyme Assays.
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421310

1005304-1 5DE£32{.
Meuropeptide Y Receptor
Functional Assays (agonist
and antagonist activity).

P
P

e -
!IZ‘ 15 (Taiwan)

HAEA

2EHEN

42131

107-028: Cardiovascular
Effects of [ s1D 791
(282-791)in
Anaesthetized Rats after
Intravenous and
Subcutaneous
Administration.

1

s

(Report F (Switzerland)
issued date

HAEA

2EHEN

421312

(Ilz2226: A Pilot

Cardiovascular Profile
Study Following a Single
Intravenous Infusion of
AMD3100 Free Base in
the Conscious Restrained
Beagle Dog.

P
P

10/23-
!ID 07 - (Canada)

HAEA

2EHEN

421313

(o227 A

Cardiovascular Profile
Study Following an
Intravenous Infusion of
AMD3100 Free Base in
the Conscious
Unrestrained Beagle Dog.

tﬁg - {Canada)

HAEA

FEREH

421314

9608-0228-01: Dilatation
of Rat Aortic Smooth
Muscle Cells, Possible
Implication of Free
Calcium.

o

(Report F (Switzerland)
issued date

HAEA

2EHEN

421315

107-029: Effect of [
282-7T91 on Different
Endocrine Parameters in
Male Rats.

1

Per

(Report F (Switzerland)
issued date

HAEA

2EHEN

421316

AABT111-01 DECEI.
Radioligand Binding,
Cellular and Tissue
Assays.

P
P

1217- .
B — s

HAEA

2EHEN

421317

aas0066-30DEC20[J}
General Receptor
Radioligand Binding and
Enzyme Assays.
Selected Receptor

P
P

1113 .
I — v

HAEA

2EHEN

421318

GT-249-TX-6: Effects of
Plerixafor on Calcium
Channels Expressed in
Manmmalian Cells.

P
P

L

HAEA

2EHEN
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1214 EHEMEDIBEfEARE
EaEHTL
427 FE¥nEhiEHER
oy EEe—— S 3 E — RN W
Xl /
993593/MRG: Validation
of a high performance Jul-E[.
liquid chromatographic {Report
42211 | method using ‘ issued date)|[vs) #rEE | #EEH
electrochemical detection (Revised:
for the determination of Pth-EI
AMD3100 in rat plasma.
282-791: [ s10 791:
Liguid chromatography-
reverse isotope dilution May-1'
42212 | method (LC-RID) for the ‘ (Report j- (Switzerland) HAEE | #ERE
determination of [“CJJJjj iesued date
SID 791 in biological
samples.
993596/NGM: Validation
of a high performance Jul-E[.
liquid chromatographic (Report
12213 | method using . ccued sote| N Caraca) | atms | sEam
electrochemical detection (Addendum:
for the determination of Jan-E['
AMD3100 in dog plasma.
4222 AR
EESAER S EF T BRNE [FoRH.|
HHES e 1] BEE 1M fads Eoyih: 1o 2% L=EH |
AOMO0B9:
i 2l
42221 single 5 mafkg g h:ﬂemn AnorMED (Canada) gy | e
subcutaneous injection in issued date)f
mice.
3167/DrcH: [ 282-791:
Absorption, distribution,
metabolism and excretion
4.2 22-2 |following single 20 malkg (Switzerland) HMEH | eEEH
subcutaneous doses of iccued date
“cijjjij 282-791-chin
rat.
g608.0258: [ s1D 791:
Absorption and disposition
in rats following single and Ha"'1' Switzeriand
422231 utiple subcutaneous Fﬂep;rtd m’l-{ witzeriand) Y | eEEs
doses of [“CJJjj sip 791 etea
ch.
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42234

9608 026 [ 282-791-
Absorption, distribution,
metabolism and excretion
following single 20 mag/kg
oral and 2 mgfkg
intravenous doses of
“cijjjij 282-791-chin
rat.

(Report F (Switzerland)
issued date

HAEH

2EHH

42225

AOMOODT3:
Moncomparimental
pharmacokinetic analysis
of plasma concentration
versus time data for
AMD3100 and radioactivity
in rats from Sandoz
studies 3167/DrCh,
9608.0258, and 9608.026.

Ju-20]
{(Repot  |ANorMED Inc.3t(Canada)
izsued date)y

HAEH

2EHH

422246

9608.0256: [ s1D 791:
Absorption and disposition
in dogs following single
subcutaneous and
intravenous doses of

(“cljijsio 791-ch.

May-1'

(Report F (Switzerland)
issued date

HAEH

2EHH

42227

AOMODT4:
Moncomparimental
pharmacokinetic analysis
of plasma concentration
versus time data for
AMD3100 and radioactivity
in dogs from Sandoz study
9608.0256.

=
e
B

20

(Report AnorMED (Canada)
izsued date)y

HAEH

2EHH

42323 93%

HEES

i3]

E S
EES

HLER=E
10 HIEREE SRR

EREE
28

42231

42232

9608 0251 SID 791

282-791): Whole-
hody autoradiography in
rats following single and
multiple subcutaneous
doses of [“CJJjjj siD 791
ch.

oct- 14
(Report j- (Switzerland)

igsued date

HAEH

2EHH

686-108 CMS
B1280A:
Pharmacokinetics,
excretion, mass balance,
and quantitative whole-
hody autoradiography
following subcutaneous
administration of "C-
AMD3100 to rats.

Aug-?[.

(Repor —USJ
igsued date

HAEH

2EHH
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42233, MD3100 using _|_:Re;;rtd AnorMED (Canada) miEs | exas
ultrafiliration analysis. issued date)f
GT-249-PK-4:
Determination of red blood Jun-20f]
42234 |cell paritioning of - {Report Genzyme (US) HHEY | #E8EY
plerxafor in rat, dog and issued date
human whole blood. 1
4274 54
AHES e x| BRI 2% | pwwn |
GT-249-PK-1: In vitro
) o Deu:-?[.
metabolic stability of
42241 plerxafor in rat, dog and . FR’ENH Genzyme (US) HAEE | SERNA
human liver microsomes. issued date)f
AOMOD38: In vitro oct 2]
4.2 247 linterspecies metabolism -ltﬂeporl AnorMED (Canada) HHEY | eEEY
profile of AMD3100. issued date)f
GT-249-PK-2: In vitro
PReL T Feb20ff
metabolic stability of
42243 plerxafor in rat, dog and . FR’ENH Genzyme (US) HAEE | SERNA
human hepatocytes. issued date)f
GT-249-PK-3: Stability of Dec-2
42244 |plerixafor in human, dog [l |Reeot ™ |Genzyme (us) HAEH | #FHEE
and rat whole blood. izsued date)]
GT-249-PK-5: Metabolite
profile of plerixafor in Mar-
42245 |plasma and urine fﬂlluwing- {Report Genzyme (US) HHEY | #E8EY
subcutaneous izsued date
administration fo rats. 1
A225 8
EBaEHLL
4276 EVEIREEHENEEER (JEEE)
EBaEHLL
4227 & ith oo 3E P B B ER
EBaEHLL
423 EEHE
4231 BHEsE5RtEE _ —
FEENIL | HEER SN FEEE.
o ES RE BEE 1M HEE IR 2% £=EH
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|-38ﬂ5361 [ ED 1900
42311 |791: Acute Subcutaneous ||| Rerot [l (Switzeriand) HAEHE | FERH
Toxicity Study in Mice izzued date)
(Il zc0564: i s'o 190
4231-2|791: Acute Intravenous -l {Report |- (Switzerland) HREY | FEEY
Toxicity Study in Mice izzued date)
(Izc0s75: [ o 190
42313|791: Acute Subcutaneous ||| Reeort |Jl(Switzeriana) HAEHE | FERH
Toxicity Study in Rats izzued date)
(l:7e7s7: ] s'o 199110
42314 |791: Acute Intravenous -l {Report |- (Switzerland) HREY | FEEY
Toxicity Study in Rats izzued date)
0835RAG69.008:
Hematology Study in Rats EE'I[I'.M-l
42313 | 5 yministered a Single I 207117 |(USA) HREH | SERH
Subcutaneous Dose
GT-249-TX-3: Comelation
of plasma electrolyte
changes and clinical signs 9 15
4231+ |following a single e Ei‘1 7 (Il France) HAEH | FEEN
subcutaneous
administration of plerixafor
in rats
sovorz2 wovo s | |l
42317 | e Range Finding Study ] | {F:pzrt I s )| it | eEEs
in Male Yorkshire Pigs resued date
4232 EilSEEEE
wEEE R imhi -ﬂﬁ REARESH ﬂg#ﬁﬁ ﬂﬂﬁﬂ_ﬂm
GT-249-TX-4: Study of
4.2 3.2-1 |Metal Homeostasis upon - ER:L |- {Switzerland) HHEY | eEEY
Daily Dosing with SID 791
189DFR-tox: [} s10 791
282-791) A 2-Week 12116
42322 |Subcutaneous Dose- I (svitzeriand) HAHEH | #F5HHE
Range-Finding Study In issued date
Rats
189DFR-tk: SID 791 114”2
i 252-791) A 2-Week (Report
Subcutaneous Dose- IS5u .
42323 |p o0 Finding Stady In date) (4.2.3 |l (switzerana) ARy | eEE
Rats - Toxicokinetic 22
LTEE)
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428R-tox: [ si0 791: A it
199 G- ) GLPHERf=
43324 4—‘1"'I-"_E!EH Subcutaneous _ 11,”2 |- (Switzerand) HHEY FREEHEE
Toxicity Study In Rats WAFAEE)
1951
a28r-t: [ 510 791: A li[:;'::’t BERH (
4-Week Subcutaneous . GLPERLERT=
42325 Toxicity Study In Rats- '. date) (4.2.3 I (Switzeriand) HARE |cpume
Toxicokinetics Report 24 BT TER)
m—EE
LTE=E5E)
432R: [ sio 791: An =R (
Additional 4- Week 195125 . GLPELERT
s2azs[lctora & ek o (N vizenano) o |SLEEEE
Study In Rats WATTEA)
189DFD-tox: [ si0
791 A 2-Week 1912116
42 327 | Subcutaneous Dose- -tﬂeporl -{Switenand} HHEY | 2EEY
Range-Finding Study in issued date
Dogs
194118
189DFD-tk: [ siD 731: (Report
A 2-Week Subcutaneous issued
42328 | Dose-Range-Finding '. date) (4.2 3 | (Switzeriana) HARH | #5HE
Study in Dogs - 2-7
Toxicokinetics Report M—&R e
LTE=E5E)
SPMO30/0883:
SID 791: Dose 119"3“
Range-Finding Study by _
42309 (g eous e _:ng;;nd j England) | #AiH | #EEE
Administration io Beagle ISEic ke
Dogs
SPMO28/0891-tox:
SID 791: Toxicity
Study by Subcutaneous 1l -
423 2-10|Administration to Beagle [ 1754 o) | #mEs | REES
Dogs for 4 Weeks followed
by a 2 Week Reversibility
Period
SPMO028/0891-tk:
| SID 791: Toxicity 134'?5
Study by Subcutaneous LSUZT SEEH(
Administration fo Beagle ) GLPHERT=
42321500 or 4 Weeks fG”mmd.. date) (4.2 3|l (switzeriand) HARH | cepme
by a 2 Week Reversibility 2-10 B8
Period - Supplement: Ej,;;ﬁé)

Toxicokinetic Report
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423212

(o242 A Range

Finding Subcutaneous
Injection (Twice Daily)
Toxicity Study of AMD-
3100 Free Base in the
Albino Rat

zmm-
20047

- (Canada)

HAEA

2EHEN

423213

Day Dosing Schedule
Dependency (Once Vs.
Twice Daily) Study in
Female Sprague-Dawley
Rats

il 1663: AMD 3100: A 141

(e

(Report F(Canada:l
issued date

HAEA

2EHEN

423214

(Ilco289: A 28-Day

Twice Daily Subcutaneous
Injection Toxicity Study of
AMD-3100 Free Base in
the Albino Rat with a 14-
Day Recovery Period

Z0m1/31-
20727

- (Canada)

HAEA

FEREH

423215

(I29349: A Range-

Finding Subcutaneous
Injection (Twice Daily)
Toxicity Study of AMD-
3100 Free-Base in the
Beagle Dog

200219

(Report F (Canada)
issued date

HAEA

2EHEN

423216

(Ico290: A 28-Day

Twice Daily Subcutaneous
Injection Toxicity Study of
AMD-3100 Free Base in
the Beagle Dog with a 14-
Day Recovery

207 16-
204

- (Canada)

HAEA

FEREH

423 3BEENEEE

4.2.3.3.1 In Vitro ELER

HEES 3]

BaXid |
REE

o]

ELERSE TE R AR

B |
BEEY

Mut Bakt. 154}

4.2_3.3_1-1|- SID 791:

Mutagenicity Test Using
Salmonella Typhimurium

1 23
1591045

N svitzeriand)

HAEA

EEHEA(
GLPEAERT:
HRBEEE
WA FE)

4.2.33.1-2

zas: [ sio 791:

Chromosomal Aberration
Test with V79 Chinese
Hamster Cells

1 f23-
19ynn

B svitzeriand)

HAEA

SEHEA(
GLPEAERT
PREERE
WA FE)

4.2.3.3.2 In Vivo B2ER

E T
RES

o 23

EELESS
Ll

ELERSE TE R AR

B |
BEEY

[l oc0279: AMD3100

4.2.33.2-1|Free Base Rat

Micronucleus Test

F

20922
20113

|- (Canada)

HAEA

FEREH
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4234 HAFIERER
EBHEHETL

42341 BMAAFRIERE
EBHEHETL

42342 R IZPRAL A TR IESLER
EBHEHETL

42343 FOHORE
EBHEHETL

4235 £ MR EBITHR
42301 RERERUEEE TOHMYERE YT S HE

REES L X

Rz | mm EUESE T

eEEH

FEROD501: Investigative

Subcutaneous Ferility and ool 25
4 2.3.5.1-1|Embryofetal Development h'i o8 [UsA)
Toxicity Study in Female
Rats with GZ316455

FEREH

423521 - REIRREICET 558

RHEE e EE A L ES

Rz | mm EUESE T

eEEH

0518: AMD3100:
A Subcutaneous Injection 2 128-
423521 Range-Finding Teratology - Etﬂ -{Canada}

Study in the Rat

HAEA

eEHE

(Illco0513: AMD3100:
A Subcutaneous Injection 2 11/26-

423527 Teratology Study in the - E!I 115 - (Canada)

Rat

HAEA

HiEEH

6045K: [ sio 791: A
Subcutaneous Embryo-
Fetal Development Dose
4.2.352-YRange Finding Study in
Rabbits with
Toxicokinetics and
Placental Transfer

s —eran

HAEH

2EHH

{235 HENRUVHERDRER VICHREORECHT S5
EBHEHETL

42354 HmEREMVE=RE
EBHEHETL

4236 WP EEEE

HHES ®E A Egﬁﬁ HE =R

EREE

2%

FEEH.
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9679: A
COMPARATIVE
INTRACUTANEOUS

(INTRADERMAL) 18
42361 |RriTATIONSTUDY [ g’s [ (canada) s | sEEs
WITH TWO

FORMULATIONS OF
AMD 3100 IN THE NEW
ZEALAND WHITE RABBIT]

4237 F M OEEHESR
42371 IR
BLaEETL

42372 a0 AEEES

HiE | XM £% gEEY |
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