7OXIFE 0.75mg

CTD E 18 ®HHEEFTEREBRV
AT XEICET 1%

1.8 &HRfIXEFE (F)

KIEERTEKRA =1



L8 TS ICEE () oot
1.8.1 TRET SCEE (Z2) e
1.8.2 Zhie - hE, G - HE (R) KO ORERIL

1.8.2.1 g - R () KO ORRERL
1.8.2.2 Rt - HE () KO%EOBRERIL
1.8.3 EH EoEE () KOZEORERIL



1.8 HAXE (¥)

1.8.1 RMIXE ()
AFNOWSTLE () & 2~3 X—JITRLT.



200@@ H 1ERk

B % =RET

AR 3 FOMERUT I RILIZRTOFER
HRZESEONI &)

5-HT .2 & @ik R HlntFl

[ H A s 5h 0 B 5 | 872391 |

F7Aaxo & 0.75mg
KREE [
SE AT IR 2000 @ A
Wk 78 B hf 2000F@ H

nHEEAERR (EIR—EMEDLAEAIZEIYERTSH L)

POFZICHE075mg

ALOXI V. Injection 0.75 mg
RO/t hOoUEEsHE

[ BROBEICIEFTZRELIEN L))
BN ORI UIBBUE OB EED & 5 B

(DEXGRIER

TFT7 4T F—RRIER BEEARY) « T T 4 T X —HE
R OFFEERE, RBAR, s, el mEE, mEK T 28
HONDZENHLOT, BEE STV, ZOX D RIE
R3S B oNHAIITESERIE L, WYR0MEEZTTH Z &

[#ERE - 1K)
1. #8RE
AENL, 1P TFTROBRSEERT5H.
& 5mL §
i N VA=Al =% =YL =Y 0.84 mg
A (fm /e berEl) (0.75 mg)
D-v = h—/ 207.5 mg
=5 NET Y YLK 2.5mg
: e TIPS Sl 18.5 mg
e e 7.8 me
KEE(ET R U oA R
g i
2. HFIOHRK
AANT AT O
pH : 45~5.5
RBEL 01 (BRI 5 k)
[#h8E - ZhR]

REBEERR (VR T5F UE) BEICH S5 HIERER (B,
Be) GERHZET)

D <%hEE - HRICEES SERLOEES

D OARFIEHR B, TREAVE U FUEMEIBEA (AT T F %)

D OBEOSEICRERT S 2L (RG] OEBR).

(A% - AE]
BEE, BAICIZO/+bOrELTO075mg %18 1EE
IRATET B.

- <H#% - ARICBAET 2HALOER>

CLARHNE, 30 BOLL BT TRERICIE S U, PUEMEIEE AR 5T ¢
1) [ENERR RS & 5 EIVERIXE N EE AR Rl
D ARHNOWE BN 40 BER T H Y | B KR 5 51T -
D9 LIRS ERTABENN LS ([EWEE] o
D IEBIR) . 1 AR O B CAH & 23 A BE ARG LT iR

IR EERTTH L.

CRRITARWEY, FHIRTCORER ST S 2 L.

[FRLDEFE]
1LEELEFNIE
AHNOEHIC L O IEEEEBOK IR HbID Z EnH DD
T, HEEEREEOERO S 5 EBHF L, AFIEG5%BIEE
SATHZ L.
2.BleH
EN CHEM S 7 BEARRBREER)ICBN T, a0 Hlix5:
& 7o T RIERIER 1 343FEBT,  460051(34.3%)WZRIVEH A3 X
NTW5B. TEARIWERIIEm22261(16.5%), FEE5241(3.9%), Il
BIRALGA% ETh -T2, F12, TREBEREMORTEICS
WL, ALT(GPT)LH7361(5.4%), QTHER5851(4.3%),
AST(GOT) L5 49(51(3.6%), I & Y /L e HN3 141(2.3%) M
UY-GTP_EH28012.1%) % Th > 7= KGRI .

(QFotaonaER
(ENERERERER)
SYFENBE 10%Lh 1 1%~10%Ai 1%ATi
AR R SRR DEV, RIRE
Rt BER, AACRER, @i
B, &Y U AME
i - 98 SRR QT IE SIS,
ILJE, {RifLE
bk fER R, DNEZEE, R
b, MR,
JiFIE EE YV E U E | IR AL
B b
IR 2 Lxo<Y
H H
AT AST(GOT) |5, LDH L5, ALP L5
ALT(GPT) b5
y-GTP L5
Z ot A PEIDIRE, JET7, TG
PRGN, FIBE),
WL, BRI, B,
i
GBS ERERRER)
SN 1%Ail5
R | R, S, IR, GRIYE, REEEME= 2 —uoo—, BERE
Rt 1A Y 7 ME, FEAREZER, AXh VLT AE, ARG
Ul - B | R, ARIR, DR, RPERIR TRMEREIR FHIRRG, ERIRRLE
ks LR R
A - WIRER | IREA
R T LLX R SR
CLH F Y Pl
C R R, 591
Z Ot BRI, A v 7T PR, Bk, S

IEE~NDERE

— R EEE CITAEBEREN R T L TWD 7o,
THZ L.

4534, ER RIIBEF~AOKRE

(DRI TR LT 5 ATREME D & 2 I NITIZTRR O F
WHENERM A EE 2 & SN DA oREETH 2
LU EER (T v N THRE~OBITAHRE SN TND. ]
QRIS T 2GR EFILSE L 2 L. [k
(7> T, AWHF~OBITHRHRE SN TVD. ]

IS

5/ NREADES

RHAEREN, #rAlR, 2R, SR SO3hNRIxH 5%tk
TIMESE LTy,

ERALDER

LRAFIE

ANz FE DR H L TRMBGRST LIESEE, Licky
DIPTSR D720, HENHIY H L&
HRNME T 20T EBRET D2 &

(EWMENRE]
1.1 3% R EE

() BARNEEERANIZCHIRNE G LIz &0 e/ ke
DITNHEIT 3~90 pg/kg O EHFEFF TR Z R L=,




AANEH AT 2730 /& F o oY@ T A—4D

(ERFRAH#R] °

o AUCo, , CLy vd - . s .
St (ng~hr/l;nli) (t};rz) (mL/min) (L)ﬁ FIFH S b EeGAER 11146) D EFRAGRBR I TR D & B0 T
10 pg/kg 512+94 | 34.1+38 | 214+56 621 + 126 H5b.
CRISE L PR, n = 6 b At iR R
7w, An ke OKREMEIZ0.75mg THD. - - -
QRANBEILL AT TFUROF XY 24 /ool | BIEERGAE G A/t o 75.3% 56.8%
Tom ke k& 075 mgd R C 30 BORIANT T HHIRAY PERE A B 555 JiEf (418 i) (315 JiEf)
v < g . % oWl | ro=ttnr 73.3% 44.5%
Lk &, mighREEmEnaE 2wk omeL, | 282
o = AR AL IR FFE TR SEAHIIE" 559 Jicf @10 561) | (249 s

SEAHEAH D T 2R -0 14 40 R T o 722

—0—0.75mg (n=9)

=)
£
g
X
’ﬂ']\\é
=
g
£
0.01 T T T T T T T
0 24 48 72 96 120 144 168
[R5 (hr)
X HARNBEICBT DRI 5% 0 miET
Rm /e CRERER
-t + P )
ARANBEICBT S50 ) ba v OFEYERE T A —x?
A AUC.ing tin CLiot Vdg
(ng-hr/mL) (hr) (mL/min) L)
0.75 mg 66.4+19.3 41.6+13.1 203 + 56 695+ 191

(I = B R 75), n = 9
GMEABEER A Sr )7 Fr 025 mgk 3 AMER T
RN G Lo & &, #5553 B HDOAUC 54 B ICH
NTH 2.0 LR LY. e, AFRToRa & b ok
FHEIZ0.75mgTH D,

DA EOEFRRBRIZINT, 231 /& b1 0.75 mgZ H RN
Beh Ui bx, BB, PSR OBBRERE CIIRmEIE~D
B B REBITRD bR -T2, BEEOBKEREES T
B BERE IEF A 1T ARAUCn M L3RR L7z, $£72,
Sm /e he 075 megE ERRN G Lz & &, IFRERERSE 51
S|/t ey OAUCIZHE R RIS o7,

2.59%

Su /& ba o MR ARG RITK62%(in vitro) TH o7z,

FET7 v MzksWnWTr ) barEziifEtmo 2 7=
G (AREK - B 50) ~OmWEAERSE b,

3.4
SEOEERRBRICBNT, &5 EShi /& harDs50%
R I 230, EREE LON-AF Y FAE6-SE R
o UREAR LY. 2 S OB O S-HT S F IR FirE
HiZ e /2 herD1%AHCh o7z, ZOMRFHTITEIC
CYP2D63BH 5. LTV, —EBIXCYP3A4K O'CYPIA2 G B
LTW5dZ R Eniz. SMEAMERRAIZIBWTCYP2D6
TEME DS KB TN (PM) & B 7238 (EM) & O T3m
T b u s OEMBERRICEHE EVITIR bR o T,

%3
ShEAERERR 10 ng/kgDUCEER <1/ & ka2 EERIRN
Be b Uiz & &, 55144050 F TS ERE D KI80%723 R
FCHEE S, RZE(BIR & L CORPEEIEERITHI40% T -
. £z, 2527 V7 7 2160 mLir/kglcxt L, B2 U T 7
o A1%66.5 mL/hr/kg Td o 7z

*1: VAT T F(=50mg/m?), R¥Vbvv by rukArry IR
ORI, xmeare vy sk A7y 2 K EOJERE
*2 NEMPERG (R, Z2iEH) 72 L, 2 DfilHALE 7 L OJEFIEOFIA.
*3 : fEEPEFTEMEES A GRS, Se/E ha 075 mg XiES T =%
b 40 pgkg % BARBEIRINES S L7z FICT 392 &2V 08 3 AR
G- Ehn.
*4 R EEE M UEMEIEAI 5% 0~24 IRERT
*5 o e B U RS AP 5% 24~120 IRFfH]
*6 1 AVERIOIRMHSERIHIERICBW T, VI =t hrrRHoLse /&
b U RBEOIESE (95S%IEHHIKR 2.70%~727%) D@L, ERYIO
WEHSERHIRICIN T, 7T =% haBficxtLoSe /& ha U BEof
HE (p<0.0001) 23388 BTz,
€ 39E$:)

1LERZER LORME"

b RS-HTSZAERICH T 5350 /& b e > OpKifElL10.01 T

Ho7z.  (invitro)
2. flletER"

()y3m /& e 0.0l mgkgz FRNE S35 &, 2L
T IFI=ATDIFA I v L E IV BREICEVE
FENT =V ROEEZMHI Lz, £z, =K
VAT T FURFRMEEN A L. £ O/ NIRRT,
0.001 mgkg Toh o 7z.

QAT FTFUNFERTH 7=y FOIEME, 0.001 mgkg
DHABEICHHIL, 0.003 mgkglh EOEIRNEE G IZFBWT
IFFE 2T L.

(B3R5 1Y SEILFNIMR]
HEs

:o3m /& b u R, Palonosetron Hydrochloride
: (3a9)-2-[(39-Quinuclidin-3-yl]-2,3,3a,4,5,6- hexahydro-
1H-benzo[de]isoquinolin-1-one monohydrochloride
C19H24Nzo + HCI

332.87

FEa~K A EOREPEDM R T 5. KICHRD THEILT
LT, AH = RO 8 aRL AR ReT
<, =& =) (99.5) BT,

(a8 %]

TaXUERE075mg : SmL Sk

(EEXE R UXCEEERE]

— e
L2240

o eV
R

PE R

1EEXR
1) Stoltz, R. et al. : J. Clin. Pharmacol. 44:520, 2004.
2) Maemondo, M. et al. : Annals of Oncology.
doi:10.1093/annonc/mdp 195, 2009
3) Hunt, T. L. et al. : J. Clin. Pharmacol. 45:589, 2005.
4) Stoltz, R. et al. : Biopharm. Drug Dispos. 25: 329, 2004.
5) Saito, M. et al. : Lancet Oncol. 10: 115, 2009
6) Wong, EHF et al. : Br. J. Pharmacol. 114:851, 1995
7) Eglen, RM et al. : Br. J. Pharmacol. 114:860, 1995

2. CHREER
KIMBIE S T3S AE SRS IR WS
T 101-8444 H ATER T H XA HERNT 1-27
TEL 0120-20-4527 FAX 03-3293-2451



\

182 #hEE- PR, BAE - BHE () RUZTOHRTEEN
1.8.2.1 BhEE - R (B) RUZDOFRTERRL
1.8.2.1.1 BREEY 8 - R

AHNOHFES D501 « R Z LTI R L.

(heE - 2HR]
#ﬁiﬁfﬁ(/xfﬁ%/ F) BHACHE D LSRR CEL, %%)(ﬁ%%%ah)

<#hfE - BRIZEEST SEALDOIE>
AFNTIRNED, WD C 2 FUBMESA] (277 F 5%) OD&END%/E.\G:BE@{%g
M52 & ([HRp#RE] OEBR). :

1.8.2.1.2 BT HEE - R DERTEIRN

AFNIOEBERIZ LY, FUEMEEGAEGREOMLEERICR L, SIlEAZREL, E
WNEBIARERIC CZDOEEDNRENTZZ LD, 2hEE - DIRICHE L7z, S5, Pl
JEEANC L D RIfENT (3 A 75 F o Xid AC/EC F 541 128\ Th, AR OME
RO NN oToZ b, KOEEEMEGUEEESEAIC T 2 8N RSN TEY, 1EH
PEFUEMAES A 2 & T 28 AL B WO T CINV #IHIEN I CE 2 2 0D, AHID
BHRIG L 72 DR A E (AT T F %] &Lz,
%%@5Hn§§%%ﬁ%@%ﬁﬁ%mv Ik L CORFENRTRD HILTE TR, AF D

B TAHRRER AR L 0, AHKI A 512 THUEMERR LA 5% O 2MEHICINVO 72 577,
Mﬁ%&nmﬁﬁ&ifwk%@amWWM%ﬁ%;émn FoTHhEE - IR E LT,
MHE AR CELG, mank)  GERMIZET) | WL

[ZhEE - W RICBIE T A EoERE) OEE LT, ENTER L7 ERRRR Itk
PUBMESEA 2 T 256 OANEPHER I TE Y, IFZRIEHZEOMOMESIZ OV TIE
RHERTH D20,  [RANTHROELD, WEHENEC D PEEESA] (AT 7T %) o
HOGEIZIROEHRT L2 L ( [ERE] oESH) | ERELE.



1.8.2.2 B - B2 () RUZDHRTEIREN
1.8.2.2.1 RETHSHE - B=E
AFIOHFEST DML - HEEZUTIORLE.

(R - AE])
W, A e 2 b b LT075mg & 1 H 1 EEIRNES 5.

<Ri%- ARICHET AEALOZE> :
CLAHNE, 30 LA TRERICH S L, BUBMENBSAR SR 5 A TT B 2 8.
2 AHN DS AL 40 BT 0, RIS 5 24T 5 & BT 7 -
 ERTABTARDS (RMEBME] OEBE). 1B ORIECAR % 28 A8

ARG U BRI A2 72 b, RS C DR T B = :

1.8.2.2.2 REEY A% - AEDERTERN

ENE TR R0 D, SR TR RS AR 5 B8 1280, A 025 mg KT
0.75 mg D EFEVE CINV D RN 6§~ D A MED RE Sv7e. o5 B e M fu M g A

OOFHTH 5 AC/EC 512V TIE, #AMED CR #1X 0.75 mg B i H K& <, I 0.25
mg, 0.075mg DIETHY, 0.75mg 73025 mg LV LA THDH Z ERWrREI . B, H
WNE TFHRBRD v 2 7" F F 8B4 & AC/EC & 5B DU THFEFRNT &2 JhE L 7o /6 5, 2k
CRFIHHABRETHEETH D, BHREMED CR (X 0.75 mg FEN A H KX <, KIZ 0.25 mg, 0.075
mg DIETH - 7. BWERHOBBBEEIZ OWTHERMIZH LR ZTRO bR o7o. Lk
DOFER IV, B/ A PRSI R R 2 LD - IE R O Ml R R 8 4 T &,
LRI HEE L TO075mg N HEEHETH L LRI, ENEIHERRICE N T, KA
0.75mg &7 7 =% b 40 ngkg & DHMIF G 2R L, AFOFGREN RSN, £z,
7=t b LRROLZEENRIN. ULELY, FIAHRERIC THRMMELR V2 2MENR
MR TX72075mg #—RIHE L L.

ENE DARRBRIZBW T, A&ANE, SmL% 30 B0 TRIRNEE G- L=, SHIFHERERICE
W, AANT 15 mL (SmLX3 /34 T )V) &8 1 3703 TERNER G- Lz, —J7, SAERRIR
RERCOR G, A SmLER 30 D UIK 108, HDWVIEAKIET X A% U ER
L, 50mLEHK 15 000 THIRNE G- SN TWb. Fiz, RFIOEGREIZ W T,
PALO-04-21 &RBRIZIWT, 30 MREEARNIE G & 15 S BEIRN G- & O i3 M Toh,
FHREA Y 15 57 TR 542 D Coaxs 30 FPREIFFIRN I G- EE R TRAE & 72 o 72 2 & LIS,
AHNOIEDENREIZ OV Tl G-I EITRD b T, W GORZE2M L OAFEILIRETH
>7z.

FE PN AR 0 K U ERBRICBW T, I 3~4 BRI COARFI OB GO\ TLe4
MARRE LT DIz, Y AT T7F o LWl\iaA Y )7 7 OPFRELZ T 72 25 FEFN R L
T, 1 a23—RE LCHEREAY /70 %580 Dayl, Day8 & U Dayl5 (ZAH] 0.75 mg % #
HL, TNEHER3 a—RFEM L7z, 20L&V K LEGIZ LA EFEGORBLRESHEE
EO LRI ool Z L, 1 EMER COM Y IR LGB 2 BaF etk
DRSS NI, Fo, RO 1 EM OG- R CIXFE L 72 5 R IRE O EfR I /e
WHDEEZ bz,



HIZ, 025 mg Dxw /& hu o, SAMEAEEMRAIZ 3 AFER &5 Gk PALO-02-12)
A ENEBFIT L, 3, 5 AHORAEKS GRB PALO-04-09) L7286, TH£hi 2.1
5 3UIH) 1.4 50 AUC O EFERZRBD 5NN, ZNHOERBRIT\n /e roEVWiEE
IHHAGK 40 BN S FHILED b O ThH 72, £72, mkBie b, AF & 1 EICE kR
B35 2 LIC Kb eH ~OEM B UTEROE(ITRD Do iz

E N K OMEERRRER 2 5D, RFIOFIER L EMEORFHIB T, ARH O 5-REH
FOWHEHRBIISETH L, MEERD L0,

Lk, EWNOZE TR LK OFEIFARBROFER L, RAloRE - HEs TEE, BAZ
T /e her b LT075mg 2 1 B 1 RERIRNES TS, | ERELE

DS AACEERIEIT A © Bl « ML E, PUBEREE A G- BRSBTS 5 2 L3/, Ak
DEL - EHETH > T HHUEMEIER A GBI E L 2RI 5. Ledi- T,
MM DPUEM IR A R GRS ARAN OB G857 T LT, FENRBUCIIMER N EE 2 S
Non. XoT, FUBMERRGAIRR GBREATICARIOR GBI T L TWDL ZENEREEEZ DI
7o Flo, AFOFEGRRICOWTIE, EWNEREERICE N T30 X 1 5 TRE SN, 30
ARG CRMIZE G LI BOREMENHNL STy, ikl y, [THE - HEICREEY
LR EOEE ] O TAANE, 30 UL ENT TREICHR S L, JUBEMEESHIR 581
BEaE&TIHZE. | LEELE.

AR OFG-MMRIZOWTIE, 7 AFUWNICERBRED K LG LIZBROFIME - et
ESL STV &, ROSMEEERRBRICB W C, HA B LU A B 5#%12 AUC O E&F.
MRDHNIZZ b, BGMBICEET 2FEME & LT TARKI O IR 40 FEfE T
BV, FHEICKEREG 21T LMEICRREN LRI 28200365 ( [FEDEIRE] o
WA . 1EBREO MR TR Z BN AUBE ~ERE LRI W2, S To
G Z L. | ERELT.



1.83 fFRLEDIEFE () RUZTDOHRTERMN

fEH EoEE () 220 TE, PRk 9 4 4 A 25 BAHEERE

607 5 M ONFEZZH 59 51T

VY, ARAOERRRERIC I T 5 BMEER, Mg FRIRE, kA Frme, RRARNGEZ
By E 2, AA A Helsinn #L12365 17 2 3£ M H(CCST), KETRASCEE(USPD, BERINES

£ 3CE(SmMPC) K ONRIFE R Zh i O H EDFE 2 2% |25t Lz,

A EoER ()

B EARPL

(# 2] (ROBHEICEEBEELGLNIE)
AANDEATxE U CTHBEUEDREERE O & 2 B

AFN VTS iR R I ONfEd
iR % B JE A 1 B 7 B BUE
DIMEN D DT 8CCSIEBE|T
RELT.

<%heE - HRICEHET SEALDEED>
AANTIRVED, EmiEAAE U D HUEEESA] (277 F %) O
BEDOGEIZRVEMR T2 2 & ([FRRR] OEZMR).

ENCHEHE L 7 AR AR T
H-PEPUEME A 2 RS 55
BOHNEPHERINTEY, IF
PNRH-2E O O SEIZ DV TIE
KR THDHTOFRE LT,

<R - AECEAET SERLOEFE>

LAKNE, 30 BLLEDT THERICEE L, PrEMEERIS 551
Ha&TT5Z L.

2ARKN O S INITR 40 B CTH Y, HEEMICKIER 2179 &
WECIM P REN ERTA2BEnAH D ([3RYEhE] OESMH).

1 AR O CTAR 2 28 LV BE ~ERE LI RBRIT 7z

W, EWIRCOKERGITHET S Z &

1. PrEPEREE AR G- BRI C A
FOBERE T LTNDZ N
HEEEZOLND I &, LUARHA
DO EFHERIZOWT, 30 Bl
TAMICHE LB
RIS TWVWARNWZ N HRE
L.

2.7 H I LAPIC Lm0 3 U #
B UT=BR o3 - v TmesT
ENTWARNWZ &, ROSERKE
RBICBWTC, EHERE L0 H
BH%1Z AUC O FRAZED N
22 EMHREELE.

(ERALDIE]

1LERGERMIE

AANDOHEEIZ LV HEEEBOR TR HOoDONL ZENHDHDT,
THALAE W P ORER O 8 2 BH 1T, AR GERBIZELZ 01279
.

E N/ OB R B T I yE &
METICED2EERAN LT AN
IEGPAZEORE 1T o T3,
S-HT, 5T Tl b o e Eh i)
ERRMLNTWS Z End, K
o smpc K o R
(7T =% kv GRS IR
HOTFEBEICRE L.

2.8I1ER

[E N TS S L7Z BRARRBRGEER)IC B W T, BEMEOFHIiRtg L 7o
ToHSJEBI S 1343 JEBIH, 460 1(34.3%)ZEHWER N A STV 5.
F A2 BIE I IXAERE 222 1(16.5%), 589R 52 1511(3.9%), ML.E 7 42 $1(3.1%)
HCTholz. T2, ERERBREMBOEFIZOVTIE, ALT(GPT) L
573 41(5.4%), QT #EE: 58 #1(4.3%), AST(GOT) L5 49 51(3.6%),
M e Y L e HN 31 41(2.3%) % OV y-GTP 528 f4(2.1%)5% Th -
7o (KGEI) .

LOEXZEER

TFT 4T RERGEEAW) T T 4 T % —RER R
&, TR, M SRR, RERIREE, mERTE) RS bbb D 2 EN
BHDHDT, BEEZTSITITY, 20X RIERND L bNTBHEIC
G A RIEL, MURLEETTO Z L.

)z nthanEI1ER
(EINERFRHER)
VNS | 10%EAE| 1%~ 10%A5 1%ATi
R At R SR DE VY, ARIRE
R BERR, AACRE, @b, & ) v AE
Dol - B BR AR QT ERE EVEISMIGHE, i, i
HibE 55K T, AN, LRGSR, RS, e
JrFHi B UV B E | SRR A R
R g %35

ENE TR GRSk 10037010,
R 10037020) , 5 MIAH AR GUER
10037030) &% UMk 0 I L # 5-3klik
(7B% 10037040) (281 5k
B A & EATHBLE 2%LL LR
ERE LTRRE L.
(DAFNT LA i PR R M OV
TR B S 1 7R
JEDIREN D D 7= ORE LT-.
QENE TR G5k
10037010, Bk 10037020), #1I
FHERER GRABR 10037030) K UMt
0k L5 (35 10037040)
D 1343 FlORB KA LS &R
#lo cest koG
(7T =% b v ) R 3C
EESBICRE L.
AFND CCSTIZFREHH STV DA
TEFCZOtoFIVER (EWNERR
RO ICRH Lo T b0 %,
Z OO FIER (I ERAR ER)
ELTHRELE.




R o (%)

A E AR

2 Lxo< b
¥ Hig
R IR AST(GOT) -5,  |LDH L5 ALP -5
ALT(GPT) |5,
y-GTP k5
Z DA JiiK=271 PRI, W27, NS RTR, FLBE), i
AL, FlRZE, 2EEN, MR
(B ERPREIER)
SYRENSEEE 1%
Faifeor | A%, 2R, IR, RIRAE, REEHEME= 2 —e X0 —, BEKE
Rt AV v AMUE, EREES), KA D AME AR
D - PEBRas | R, ARAR, AR, JRPEENR, AR, SRR, FHIRDLE
ekl WA R
st - WAPRAR | PREA
B 7 LIV —PERE S
¥ BN
iR AR, 551
ZDfth BEEE, A > 7V U PRREIR, B, EE
1) ENERRAER & BT 2 AR T E N ERR BRI R
IBHE~DEE
— I E A CIXAREENME T LTS 2®, [HEICEGTLHZ
L.

R T AR AR PR RE MK T
LTS Z ENEL, REBICER
L ofh4 252 LRnEL
ERONDTEORE L.

49320, ER RILBE~OBRE

(DR SR U T2 AIREME D & 5 i NI 13RI LA S MENME
Btz BRSSO SN DA OREET 5 2 L. [ ER (S
v B) THRIE~OBITHRHRE SN TND. ]

QFIIFICHEGT LA RAEPIEIEDL 2 L. [BMWER(T ¥
8T, IHHF~OBITHRHRE I TS, ]

(EERERBR B CASE - J8 45
PERBRIC 35\ T Rtk &R
BT, AR R OBERRC
DFERBREBRN 2N &, ROERN
oz (52286 35 1
TT v N TORR~OBITRR
BHNTZZ ENDRE LS.

QEroBmER (lF5228-6)
IZTT v b COIh~DOBAT
NROLNT-T-OFRE L.

5 NREADETS
RHAEEERE, FER, LR, IR XII/NRICR 3 5 2 et i3Mr
LTV,

INR SR L L HEA G R R
PALO-99-07 Tl 2~14 il
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19 —RHBMICRLEIXE
19.1 JAN
Rk 194 12 A 27 AAHEEASEA RS 1227003 7512 L v @A Sz,
JAN : (&%) o /& ho ol
(3£  4) Paonosetron Hydrochloride
b4 0 (AA4%) (8a9-2-[(39)-F X 7 U ¥V 0-3-1 /L]-2,3,334,5,6-~FH b Fr-1H-~
[de]f V¥ U -1-4r —EEEE
(& 4) (3a9-2-[(39-Quinuclidin-3-yl]-2,3,3a,4,5,6-hexahydro-1H-
benzo[ de]isoquinolin-1-one monohydrochloride

* HCI

19.2 INN
pal onosetron
(3a9)-2,3,3a,4,5,6-hexahydro-2-[(39)-3-quinuclidinyl]-1H-benz[ de]isoquinolin-1-one
[RECOMMENDED INN: List 39, WHO Drug Information, Vol.12, No.1, p61, 1998]
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Ar (B4 sm kv buy), ZOHEEOEORA|
#4 : (3a9)-2-[(39-Quinuclidin-3-y1]-2,3,3a,4,5,6-hexahydro-1H-benzo[de]isoquinolin-1-one  (5l4
Palonosetron), & DHEH K NF DHLK]
= O
N
= HCI
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301 F3E (EVa—13) HK
32 T2 NTHmEE
3.2.5 JF3E (N /& b e iR, Helsinn Advanced Synthesis SA)
CTD #'75 | WEEERS WiEEs A b
3.2.8.1 32.8.1 General Information
3282 3282 Manufacturer
3.2.83 3283 Characterization
3284 3284 Control of Drug Substance
3.2.8.5 3.2.8.5 Reference Standards or Materials
3.2.8.6 3.2.8.6 Container Closure System
3.2.8.7 3.2.8.7 Stability
Appendix
32p HWH (7w EE0.75 mg, TESTH)
CTD %5 | #iEHEES WEESL S FA v
3.2.P.1 3.2.P.1 IR R QML 5
3.2.P2 3.2.P2 LI BR 7 D 8
3221 |[32P21 HBLHI 4y
32.P22 |32.P22 B
32.P23 |32P23 3 TR D B DRk
- HELSINN HEALTHCARE SA CORPORATE TECHNICAL AFFAIRS
REPORT, REPORT N. 5/07, Object: Palonosetron CINV (0,15 mg/mL), PQ
lot manufacture
- HELSINN HEALTHCARE SA CORPORATE TECHNICAL AFFAIRS
REPORT, REPORT N. 7/07, Object: Palonosetron CINV (0,15 mg/mL)
Taiho PQ lot results
_ PROCESS VALIDATION REPORT PALONOSETRON HCL IV
INJECTION 0.05 MG/ML, Document Number: V1.065, Rev:00
- Bacterial retention validation
- Compatibility study
- EXTRACTABLE SUBSTANCES DOCUMENTATION
- 3.2.P.2 Pharmaceutical Development Palonosetron, page 20-22 of 43, 2X
Sterilisation
32.P24 |32P24 S A0 EEA
32.P2.5 [32.P25 A FHIBLIE D & T R
- CONTAINER CLOSURE INTEGRITY TEST FOR Palonosetron
HCI-UVF1
32.P2.6 |3.2.P26 RO IR D54 /B & oG
3.2.P3 3.2.P3 g
3.2.P3.1 |32P3.1 fld
32.P32 |32P32 s
3.2.P33 |32P33 HETRLEO TR - 2 ba—)Lb
- In-Process Controls Analytical Method
32.P34 [32.P34 2 TR N OVEE S (R D A 3L
32.P3.5 [32.P35 TakR - NYF—var /T A
- Object: Declaration to be added to Corporate Technical Affairs Report
N.7/07
32P4 [32.P4 AN oA HL
32P5 [32P5 pir kg
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32.P5.1 [3.2P5.1 FRRE R OB 7 1
32.P52 [32P52 R TE (AT 7ER)
32.P.53 [32P.53 AR (i ik) o) F— g v
3.2.P.5.3.1 |3.2P.53.1 7 1% U 0.75 mg OFERRER D HTIENY F—2 3
32.P532(3.2P.532 72X UERE 0.75 mg OFBWE B 1 IEOSIEANY T —va v
3.2.P.533(3.2.P.5.3.3 71X UETE 0.75 mg OREGWE B2 IEOGHEN) T —va v
32.P.5.3.4(32P534 70X VR 0.75 mg DERIEOHHENT T — 3 >
3.2.P.5.3.5(3.2P.535 TurXUEE07Smg D R b U URBIEOSHTIENY T—2 3 v
32.P.5.3.6 [3.2.P.53.6 7 1 VEE 0.75 mg OERFHRBRIED N F— g ViR
3.2.P.53.7 |3.2.P.5.3.7 77 3% S ERE 0.75 mg DL EMERBRIC W EEHRBRIEDO N F— g
>R
32.P54 |32P54 EENAY
3.2.P.5.4.1 |3.2.P.5.4.1 e ¥ ba UHEBEFEREO e v RS
Helsinn Healthcare SA 3t o i bR 525k H
32.P542(32P.542 Sn )% b o BRI O v v BT
R T SRR A S i o i R 5

3.2.P.5.43(3.2.P.5.43 T o XU EE0.75mg Dy RyHT
32.P55 [32P55 Al D R
32.P5.6 [32.P.5.6 FAS K ONGRER 715 D 224 1
3.2.P.6 3.2.P.6 P VE S ST EY)
3.2.P.7 3.2.P.7 IR ONie %
3.2.P8 3.2.P8 ZEEME
32.P.8.1 [32P8.1 ZEMEDE &b KU
32.P82 [32P.82 TKERE D2 EMERRER G D AE R & OV FE S
32.P.83 [3.2.P83 BEMNT — 4
3.2.P.8.3.1 [3.2.P.8.3.1 ZENET — 2 (BEWIRARR) (PSS - 12 & A R
32P83.1-1/3.2.P.8.3.1 ZEMT —2 (BRI ARER) (PSS - 24 & A RAP)
GBI
3.2.P.83.2(3.2.P.8.3.2 REMET — 2 (IndEER)
3.2.P.8.3.3(3.2.P.8.3.3 REMT — 2 (GiEERER )
3.2.P83.4(32P.834 RENT —2 (R )

3.2.A ZOM e - FEH L

3.2.R BMROBRERE « « - 3247 L

3.3 SELHR -« - BB L
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4.1
4.2

4.2.1
4.2.1.1

AR R
SRR
070 & AT DR

CTD &=

Wt EL

42.1.1.1

AT 6032

THE RECEPTOR BINDING PROFILE OF RS-25259-197 AT 5-HT; AND
OTHER RECEPTORS USING RADIOLIGAND BINDING TECHNIQUES
Syntex Research, Palo Alto, CA, USA

e . il ~ vl

42.1.12

CL 6721

SATURATION,COMPETITION AND KINETIC ANALYSIS OF
[’H]RS-25259-197 BINDING

Sintex Research, Palo Alto, CA, USA

Gerid - OlERS ~ ol

42.1.13

Bl -:677-G

sn /b ROEOHEICET S, BHlIEREAZHAWZE b b=
> 3 AR D BURIE DO RRES

G - 20~

42.1.14

AT 6325

DISTRIBUTION OF [’H]RS-25259-197 BINDING SITES IN RAT AND MOUSE
BRAIN BY QUANTITATIVE AUTORADIOGRAPHY
Syntex Research, Palo Alto, CA, USA

Gt & GEat & B

4.2.1.1.5

AT 6036

ACTIVITY OF RS-25259-197 AT 5-HT RECEPTORS IN ISOLATED TISSUES
Syntex Research, Palo Alto, CA, USA

e - Ol ~ vl

4.2.1.1.6

AT 6373
(ZBEED

ACTIVITY OF RS-25259-197 AT 5-HT; RECEPTORS IN GUINEA PIG ILEUM
Syntex Research, Palo Alto, CA, USA

e - Ol ~ vl

4.2.1.1.7

PALO-99-50

PALONOSETRON. HCI, RS-17825-007, M4 AND ONDANSETRON
EVALUATION OF ANY POSSIBLE ANTAGONIST ACTIVITY ON 5-HT;
RECEPTORS OF ISOLATED ILEUM OF GUINEA-PIGS

RSy G ERel & LB

4.2.1.1.8

AT 5618

THE EFFECTS OF INTRAVENOUS ADMINISTRATION OF RS-25259-197 ON
THE BRADYCARDIC RESPONSE TO
2-METHYL-5-HYDROXYTRYPTAMINE IN ANESTHETIZED RATS

Syntex Research, Palo Alto, CA, USA

Gy - llEI ~ =D

4.2.1.19

AT 6001

EFFECT OF RS-25259-197 AND ONDANSETRON ON ACTINOMYCIN
D-INDUCED EMESIS IN DOGS
Syntex Research, Palo Alto, CA, USA

G llEI ~ vl

4.2.1.1.10

AT 6002

EFFECT OF RS-25259-197 AND ONDANSETRON ON
MECHLORETHAMINE-INDUCED EMESIS IN DOGS

Syntex Research, Palo Alto, CA, USA
G - llEIR ~ vl

42.1.1.11

AT 6030

EFFECT OF RS-25259-197 AND ONDANSETRON ON
DACARBAZINE-INDUCED EMESIS IN DOGS
Syntex Research, Palo Alto, CA, USA

Gt & GEat & B

4.2.1.1.12

AT 6003

DURATION OF ACTION OF INTRAVENOUSLY ADMINISTERED
RS-25259-197 AND ONDANSETRON ON CISPLATIN -INDUCED EMESIS IN
DOGS

Syntex Research, Palo Alto, CA, USA

G - OllEI ~ Yl




7 a X EE

112 #fTER—R Page 4 of 20

4.2.1.1.13

AT 6027

THERAPEUTIC EFFECT OF INTRAVENOUSLY ADMINISTERED
RS-25259-197 AND ONDANSETRON ON CISPLATIN-INDUCED EMESIS IN
DOGS

Syntex Research, Palo Alto, CA, USA

Gy - llEI ~ =D

42.1.1.13-1
GEAm)

AT 6027

THERAPEUTIC EFFECT OF INTRAVENOUSLY ADMINISTERED
RS-25259-197 AND ONDANSETRON ON CISPLATIN-INDUCED EMESIS IN
DOGS

Syntex Research, Palo Alto, CA, USA

I

G - 9l ~ o)

4.2.1.1.14

AT 6029

EFFECT OF INTRAVENOUSLY ADMINISTERED RS-25259-197 AND
ONDANSETRON ON CISPLATIN-INDUCED EMESIS IN DOGS

Syntex Research, Palo Alto, CA, USA
G - OllERE ~ D)

I

42.1.1.14-1
GEAm

AT 6029

EFFECT OF INTRAVENOUSLY ADMINISTERED RS-25259-197 AND
ONDANSETRON ON CISPLATIN-INDUCED EMESIS IN DOGS

Syntex Research, Palo Alto, CA, USA
e - Ol ~ vl

I

4.2.1.1.15

AT 6033

DURATION OF ACTION OF INTRAVENOUSLY ADMINISTERED
RS-25259-197 ON CISPLATIN — INDUCED EMESIS IN DOGS

Syntex Research, Palo Alto, CA, USA
G - OllEI ~ =R

I

4.2.1.1.16

AT 6028

EFFECT OF ORALLY ADMINISTERED RS-25259-197 AND ONDANSETRON
ON CISPLATIN-INDUCED EMESIS IN DOGS

Syntex Research, Palo Alto, CA, USA
Gy - llEI ~ =R

I

4.2.1.1.17

AT 6034

EFFECT OF RS-25259-197,0NDANSETRON,AND GRANISETRON ON
APOMORPHINE-INDUCED EMESIS IN DOGS

Syntex Research, Palo Alto, CA, USA
Gtan - VIl ~ vl

4.2.1.1.18

AT 6035

EFFECT OF RS-25259-197, 0NDANSETRON,AND GRANISETRON ON
COPPER SULFATE-INDUCED EMESIS IN DOGS

Syntex Research, Palo Alto, CA, USA
G llEI ~ vllERD

4.2.1.1.19

AT 6313

CORRELATION OF ANTI-EMETIC ACTIVITY AND PLASMA LEVELS OF
RS-25259-197 IN CANCER-CHEMOTHERAPY TREATED DOGS

Syntex Research, Palo Alto, CA, USA
G - llER ~ vl

4.2.1.1.20

AT 6664

EFFECT OF INTRAVENOUSLY ADMINISTERED RS-25259-197 ON
CISPLATIN-INDUCED EMESIS IN FERRETS

Syntex Research, Palo Alto, CA, USA
Gt & GEat & kb

I

42.1.1.21

AT 5999

EFFECT OF ORALLY ADMINISTERED RS-25259-197 ON
CISPLATIN-INDUCED EMESIS IN FERRETS

Syntex Research, Palo Alto, CA, USA
G - VIR ~ vl

I

4.2.1.1.22

AT 6031

4.2.1.1.23

I

DURATION OF EFFECT OF ORALLY ADMINISTERED RS-25259-197 ON
CISPLATIN -INDUCED EMESIS IN FERRETS

Syntex Research, Palo Alto, CA, USA
Gy =~ R

I

gk ) bharD7 = by -V AT T F UHERIEEMEEM-Z 5B
b

ET RN G ERel & Eb
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42.1.2 EIVSBE SEE S
CTD ¥ 5| Bk’ et T
42.12.1 |AT 6446 THE EFFECT OF RS-25259-197 AT 5-HT,RECEPTORS AND ON SUBSTANCE
P IN VITRO
Syntex Research, Palo Alto, CA, USA
I s ol B~ 1ol i)
42122 |AT 5964 EFFECT OF RS-25259-197 ON 5-HT, RECEPTORS POSITIVELY COUPLED
TO ADENYLATE CYCLASE IN GUINEA PIG HIPPOCAMPAL MEMBRANES
Syntex Research, Palo Alto, CA, USA
G - llEI ~ il
42.1.23 |PALO-01-30 PALONOSETRON.HCI EVALUATION OF ANY POSSIBLE 5-HT, AGONIST
OR ANTAGONIST ACTIVITY ON ISOLATED PROXIMAL COLON OF
GUINEA-PIGS
G - 20l ~20lI)
42.13 22 SRR
CTD %% |  BRE = it EL
4.2.13.1 |PALO-00-10 |Effect of Palonosetron on HERG Currents Recorded from Stably Transfected
HEK?293 Cells
Grepmn - 2ol =l ~2oll=l)
4.2.1.3.2 |PALO-01-01 Effect of Palonosetron and Ondansetron on Cloned hERG Channels Expressed in
Mammalian Cells
G - 20l ~20llEl )
4.2.1.3.3 |PALO-01-02 |Effect of Palonosetron and Ondansetron on Cloned hHNa Channels Expressed in
Mammalian Cells
G - 20~
42134 |PALO-01-03 Evaluation of Effect on Cardiac Action Potential in Isolated Canine Purkinje Fibres
G 2ol il ~2diiEl)
4.2.1.3.5 |PALO-01-04 |Evaluation of Effects on Blood Pressure Heart Rate and Electrocardiogram after
Single Intravenous Dosing in Conscious Dogs
_ G 2ol ~2oliEl)
42.13.6 |PALO-00-05 Evaluation of Effects on Blood Pressure Heart Rate and Electrocardiogram after
Single Intravenous Dosing in Conscious Dogs of Both Sexes
_ Gl 20l ~2oliElD)
42.13.7 |PALO-01-31 Palonosetron.HCI Evaluation of Effects on the Rapid Component of the Delayed
Rectifier Potassium Current(Ik,) in Isolated Canine Ventricular
Myocytes("M*“ Mid-Myocardial Cells)
Gremn : 2ol =l ~2oll=Il)
42.13.8 |PALO-01-32 Palonosetron.HCI1 Evaluation of Effects on Cardiac Action Potential in Isolated
Guinea Pig Papillary Muscle
G : 2ol =l ~2oll=Il)
4.2.1.3.9 |PALO-01-33  |Palonosetron.HCI Evaluation of Effects on Cardiac Action Potential in Isolated
Rabbit Purkinje Fibres
G 2ol ~2oll=l)
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4.2.1.3.10

PALO-01-34

Palonosetron and Ondansetron Evaluation of Effect on Epicardial Monophasic
Action Potential Duration in Anaesthetised Guinea Pig Following Intravenous
Administration

G 2ol 2=l

4.2.13.11

PALO-01-35

Palonosetron and Ondansetron Study of Proarrhythmic Effects after Intravenous
Administration in Anaesthetised Rabbits

G - 20l ~20llEl )

4.2.1.3.12

PALO-99-11

Palonosetron Hydrochloride Assessment of Proconvulsant Activity in Mice
Following Oral Administration

|

Grerid - 19EIA ~2olE)

4.2.1.3.13

PALO-99-48

Palonosetron, RS-17825-007 and #H#%%#)’& B* Evaluation of Effect on Cardiac
Action Potential in Isolated Canine Purkinje Fibres

Gerid : 20~ )

|

4.2.1.3.14

PALO-99-49

Evaluation of Effects on Blood Pressure, Heart Rate and Electrocardiogram after
Single Intravenous Dosing in Conscious Dogs of Both Sexes

G 2ol ~2oliEl)

|

4.2.1.3.15

AT 5244

Effect of RS-25259-197 on Gastric Emptying of A Test Meal in Rats

Syntex Research, Palo Alto, CA, USA
e - Ol ~ iR

4.2.1.3.16

AT 5452

The Effects of RS-25259-197 on Feeding Behavior

Syntex Research, Palo Alto, CA, USA
Gieamnd - o=l ~ 9ol

4.2.1.3.17

AT 5493

Hemodynamic Effects of RS-25259-197 and Ondansetron Administered
Intravenously to Anesthetized Dogs
Syntex Research, Palo Alto, CA, USA

G - OllEI ~ R

4.2.1.3.18

AT 5985

The Effect of RS-25259-197 on The Gross Behavior of Mice
Syntex Research, Palo Alto, CA, USA

] Gen . OillE -~ vlliERD

4.2.1.3.19

AT 6005

The Effect of RS-25259-197 on Renal Function in Conscious, Saline-Loaded Rats

Syntex Research, Palo Alto, CA, USA
Eo DT & At & LD

4.2.1.3.20

AT 6037

An Assessment of The Actions of RS-25259-197 on Mouse Behavior in The
Black:White Test Box
Syntex Research, Palo Alto, CA, USA

Gy - llEI ~ =D

4.2.13.21

AT 6161

Effects of RS-25259-197 on Respiratory Function and Blood Pressure in
Anesthetized Dogs
Syntex Research, France

G - llEI -~ vllERD

4.2.1.3.22

AT 6168

Interaction of RS-25259-197 with Autonomic Agents in Anesthetized Dogs
, Palo Alto, CA, USA

e . il ~ vl

5]
=]
=
a
>
S
wn
(@}
o
<
a

4.2.1.3.23

AT 6242

The Effects of RS-25259-197 on Intra-Atrial,Intra-Ventricular and Atrioventricular
Conduction in The Anaesthetized Dog
Syntex Research, Scotland, UK

I

e - il ~ iR

4.2.13.24

CL 5911

In Vitro Compatibility Testing of RS-25259-197 Using Human Blood

Syntex Research, Palo Alto, CA, USA
e - Ol ~ iR

I

AT5999

B KON AT6031 FRERIZ DWW TIE, CTD4.2.1.1 IZRC#k L 7-.

AT6446 3RER, AT5964 3Bk K& (X PALO-01-30 #BRIZ DWW TCiX, CTD4.2.1.2 1Z# L7,

ARG

TR LR B A 2.
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H )RR BAE TR

CTD &=

i EHA

42.14.1

AT 6777

IN Vivo Combination Chemotherapy Evaluation of RS-25259-197 HCI and

Cisplatin Against Murine P388 Leukemia
ﬁ (HEEER A - 9T )

4.2.14.2

PALO-99-36

In vivo antitumor activity of cytarabine administered along with palonosetron to
mice bearing a i.p. lymphocytic leukemia P388D,

GsRs - 2ojllEIl ~ 2=

42.143

PALO-99-37

In vivo antitumor activity of cyclophosphamide administered along with
alonosetron to mice bearing a s.c. Melanotoic Melanoma B16

SN G RPN & Ub

42.144

PALO-99-66

In vivo antitumor activity of Mitomycin C administered along with palonosetron
to mice bearing a i.p. Melanotoic Melanoma B16

SN G RPN & Ub

42.14.5

PALO-99-67

In vivo antitumor activity of doxorubicin administered along with palonosetron to
mice bearing an i.p. lymphocytic leukemia L1210

G - 20~

4.2.14.6

PALO-99-68

In vivo antitumor activity of cis-platin administered along with palonosetron to
mice bearing an i.m. Lewis Lung carcinoma

Geaaid - 20~k

4.2.2

4221

KB e

IHTERONY T =g G E

CTD & &

i EL

422.1.1

IAR-B-1009

HPLC-RIA method for the determination of RS-25259-007 and its N-oxide
metabolite RS-17825-007 in plasma
Syntex Research, Palo Alto, CA, USA

(s EER A - T )

42212

[IAR-B-1013

HPLC method for determination of RS-17825-007 and RS-25259-007 in rat and
dog plasma
Syntex Research, Palo Alto, CA, USA

s aomwy & Ll B

42213

PALO-99-29

Validation of an analytical procedure for the determination of palonosetron and
RS-17825-007 in mouse plasma using protein precipitation and liquid
chromatography with tandem mass spectrometric detection

(BRI : 20 A ~20E)

422.14

PALO-99-27

Validation of an analytical procedure for the determination of palonosetron and its
metabolite RS-17825-007 in rat plasma (lithium heparin) using protein
precipitation and liquid chromatography with tandem mass spectrometric
detection

GREBRIIRD : 19 A~20f=I)

42215

PALO-99-28

Validation of an analytical procedure for the determination of palonosetron and its
metabolite RS-17825-007 in dog plasma (lithium heparin) using protein
precipitation and liquid chromatography with tandem mass spectrometric
detection

- (GRERIIR 19I$IH ~20h$.ﬂ )
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42.2.1.6 |PALO-03-03 |Validation of analytical procedures for the analysis of palonosetron and its
metabolite M9 in dog plasma by HPLC and tandem mass spectrometric detection

GRERIIR : 20 A~20f=)

4222 U
CTD %% | B i EA
42221 |AT 6264 Metabolic disposition following single intravenous and oral doses of

[*C]-RS-25259-197 and tissue distribution after a single intravenous dose of
[*C]-RS-25259-197 to rats
Syntex Research, Palo Alto, CA, USA

|

G - ollERD ~ =D

42222 |AT 6285 Metabolic disposition and tissue distribution to brain, eye and intestines after a
single intravenous dose of ['*C]-RS-25259-197 to pigmented rats

Syntex Research, Palo Alto, CA, USA
C s - o=l ~ o=l

42223 |AT 6303 Pharmacokinetics of RS-25259-007 after single oral doses of RS-25259-197
administered to male rats
Syntex Research, Palo Alto, CA, USA

|

G - 19l ~ e
42224 |AT 6302 Pharmacokinetics of RS-25259-007 and its N-oxide metabolite following once
daily oral doses of RS-25259-197 administered to male rats over five days
Syntex Research, Palo Alto, CA, USA

|

L & R & LD
42225 |AT 5976 Metabolic disposition of ['*C]-RS-25259-197 after single intravenous and oral
doses to dogs

Syntex Research, Palo Alto, CA, USA

|

ESVLEE & RSt & kb
42226 |AT 6304 Pharmacokinetics of RS-25259-007 after single oral doses of RS-25259-197
administered to dogs

Syntex Research, Palo Alto, CA, USA

|

G - llER ~ =D
42227 |AT 6301 Plasma pharmacokinetics of RS-25259-007 and its N-oxide metabolite following
once daily oral doses of RS-25259-197 administered to female dogs over five
days

Syntex Research, Palo Alto, CA, USA

EE L & Rt & LB
42228 |DM 1078 Metabolic disposition of ['*C]-RS-25259-197 after single intravenous and oral
doses administered to cynomolgus monkey

Syntex Research, Palo Alto, CA, USA

|

EETYLEE & ERat E LB

2216 B K OY 10037010 FRERIZ DWW CiL, £4F4L CTD 5.3.3.1.3 XINCTD 5.3.5.2.1 ([ZFgd#k L 7=.

4223 S3Af
CTD %5 | W& Wi EA
4223.1 |CL 6204 Binding of RS-25259-197 to plasma protein in vitro

Syntex Research, Palo Alto, CA, USA
I G ol ~ o=l
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42232

Bl 5228-G

F v MIBIT HUC-PALOD S B REER (A% - B B ATH:, FLITRBATHE,
HLRRBATIE ORRED)

L. G Bl & KB

AR AT 6264,

533.131CEHE LT,

ABR AT 6285 L UVGER 2216 13F1F41 CTD 4.2.2.2.1, CTD 4.22.2.2 }xIXCTD

4224 NG
CTD %% | WiRE s et T
422.4.1 |PALO-01-12 |Expert report on the biotransformation of palonosetron in laboratory species and man
ﬁ G vl & L B
42242 I PALO 07 v T BITEBHEER X 2 B
Gt 2ol Il ~2oll=EIl)
42243 |CL6056 Ascending dose tolerance and pharmacokinetic study of oral ¥8f%#)’& B* in healthy
(BB EF¥}) |male volunteers
Syntex Research-Europe, Maidenhaed, Berkshire, UK
G EE &G GRSt & kD

B AT6264 X CTD 4.2.2.2.1,
5 DM 1078 |Z CTD 4.2.2.2.8,

Bk AT 6285 13X CTD 4.2.2.2.2, 7Bk AT 5976 12 CTD 4.2.2.2.5, 7k
SRER 2216 13 CTD 5.3.3.1.3, 35k PALO-00-02 I CTD 5.3.2.2.1, 5Bk

PALO-02-01 |% CTD 5.3.2.2.2, 7 PALO-98-02 (X CTD 5.3.2.2.3 |ZRC# L7z,

4225 B
CTD % 5| REE = WEES
42251 |I5429-G 5 > MB35 PC-PALOD Sl B RE AR (H [l E0 R P 52 G- D PR O M 2+

EES RPN G Rl &= LB

AR AT 6264 1X CTD 4.2.2.2.1,

R AT 6285 1X CTD 4.2.2.2.2, &k AT 5976 13 CTD 4.2.2.2.5, #

B DM 1078 X CTD 4.2.2.2.8, #B% 2216 1% CTD 5.3.3.1.3 |23 # L 7-.
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423.1

aEMERER

Hi [l e G- m el

CTD &%=

i ELN

423.1.1

AT 5921

Acute Intravenous Toxicity Study in Mice with RS-25259-197

Syntex Research,Palo Alto, CA, USA
G - llER ~ vl

42312

711-M-92

Single-Dose Oral Range-Finding Toxicity Study with RS-25259-197 in Mice

Syntex Discovery, Palo Alto, CA, USA
e . il ~ vl

[

42313

711-R-91

Single-Dose Intravenous Range-Finding Toxicity Study of RS-25259-197 in Rats
Syntex Research, Palo Alto, CA, USA
G - llEIR -~ vllERD

423.14

AT 5939

Acute Intravenous Toxicity Study in Rats with RS-25259-197
Syntex Research, Palo Alto, CA, USA
Gt & GEat & B

I

423.1.5

743-R-90

Single-Dose Oral Range-Finding Toxicity Study of RS-25259-197 in Rats

Syntex Research, Palo Alto, CA, USA
G - ollERE ~ D)

I

423.1.6

AT 6284

Acute Oral Toxicity Study in Rats with RS-25259-197

Syntex Discovery, Palo Alto, CA, USA
e - Ol ~ vl
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4.23.1.7

710-D-91

Single-Dose Intravenous Range-Finding Toxicity Study of RS-25259-197 in Beagle
Dogs
Syntex Research, Palo Alto, CA, USA

Gy - llEI ~ =D

423.1.8

AT 5922

Acute Intravenous Toxicity Study in Dogs with RS-25259-197

Syntex Research, Palo Alto, CA, USA
Eo DI & Rt & LD

423.19

744-D-90

Single-Dose Oral Range-Finding Toxicity Study of RS-25259-197 in Beagle Dogs

Syntex Research,Palo Alto, CA, USA
Eo DI & Rt & LD

4.2.3.1.10

AT 6268

Acute Oral Toxicity Study in Beagle Dogs with RS-25259-197
Syntex Discovery, Palo Alto, CA, USA
GUSIOEE & EERC & LD

[

4232

FAE ¥ G- aR

CTD &5

AR 5

s EA

423.2.1

AT 6751

Three-Month Oral Dose-Ranging Study of RS-25259-197 in Mice
Syntex Discovery, Palo Alto, CA, USA
G - llEIRD ~ =D

l

42322

AT 5962

Intravenous 1-Month Toxicity Study in Rats with RS-25259-197
Syntex Research, Palo Alto, CA, USA
Gten - VIl ~ il

I

42323

PALO-99-08

Palonosetron hydrochloride:26 Week Intravenous Administration Toxicity Study in
the Rat with a 4 Week Treatment-free Period

s - lEIR 2=l

42324

AT 6329

One-Month Oral Toxicity Study in Rats with RS-25259-197
Syntex Discovery, Palo Alto, CA, USA

G - llEI ~ villERD

42325

AT 6665

Oral Three-Month Toxicity Study with RS-25259-007 in Rats

Syntex Discovery, Palo Alto, CA, USA
N G : o=l ~ -l

42326

PALO-99-19

Palonosetron Hydrochloride:Intravenous Administration Tolerance Study in the
Dog

G - OIlER ~20llER)

42327

AT 5963

Intravenous 1-Month Toxicity Study in Dogs with RS-25259-197

Syntex Research, Palo Alto, CA, USA
S s - ol ~ ol

42328

PALO-99-10

Palonosetron Hydrochloride:9 Month Intravenous Administration Toxicity Study in

the Dog with a 4 Week Treatment-free Period
— GUSIECE & EReN & LD

42329

708-D-92

Two-Week Oral Range-Finding Toxicity Study in Beagle Dogs with RS-25259-197

Syntex Discovery, Palo Alto, CA, USA
] s ol ~ Rl

4.2.3.2.10

AT 6328

One-Month Oral Toxicity Study in Beagle Dogs with RS-25259-197

Syntex Discovery, Palo Alto, CA, USA
] CUSREE G Lher & b

423211

AT 6787

Oral Three-Month Toxicity Study with RS-25259-007 in Dogs

Syntex Discovery, Palo Alto, CA, USA
] CUSREE G LRt & I

423212

PALO-99-25

Palonosedetron Hydrochloride:Range-finding Toxicity Study in Juvenile Rats by
the Subcutaneous Route

G - O EIR 2=

423213

PALO-99-12

Palonosetron Hydrochloride:28 Day Subcutaneous Toxicity Study in Juvenile Rats
- s - lEIRD 2=l
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4232.14

PALO-02-05

Subcutaneous 28 (minimum) Day Toxicity Study in the Juvenile Rat

GE RPN G Bl & KB

423.2.15

PALO-99-41

Palonosetron Hydrochloride: Range-Finding Toxicity Study in Juvenile Dogs by
the Intravenous Route

- Gtani - VIl ~ il

4.23.2.16

PALO-99-22

Palonosetron Hydrochloride:28 Day Intravenous Toxicity Study in the Juvenile

Dog

s - lEIR 2=l

423217

PALO-02-13

3-Month Toxicity Study with Palonosetron by Dairy Oral Gavage in Beagle Dogs

Glen : 2ol Il ~2oiE D)

423.2.18

PALO-01-10

Pathology Report on Eyes and Optic Nerves
Supplementary Report to Covance Study (1063/18-D6154)

Palonosetron Hydrochloride: 28 Day Subcutaneous Toxicity Study in Juvenile Rats
- Gle 2ol ~2olElD)

423219

PALO-01-11

Pathology Report on Haematopoietic System and Selected Major Organs
Supplementary Report to Covance Study (1063/18-D6154)

Palonosetron Hydrochloride: 28 Day Subcutaneous Toxicity Study in Juvenile Rats
- Gl - 2ol ~2oll=Il)

4.2.3.2.20

PALO-00-19

Palonosetron Hydrochloride: ECG Measurements from 28 Day Intravenous
Administration Toxicity Study (PALO-99-22; Covance Study Number 1063/17) in

the Juvenile Doi

GE RPN G Bl & KB

4233

Efn T AR

CTD &%=

s EH

4233.1

000

Salmonella/Mammalian-Microsome Preincubation Mutagenicity Assay (Ames
Test) and Escherichia Coli WP2 uvrA Reverse Mutation Preincubation Assay

- EE VL B Rt & b

42332

002

CHO/HGPRT Mutation Assay
Gt - I ~ vl

42333 [JJo401  |[Chromosome Aberrations in Chinese Hamster Ovary (CHO)Cells

G - IlER ~vllERRD)
42334 [JJ0399  |[Mutagenicity Test on RS-25259-197 in vivo Micronucleus Assay

- o o~ ol

423.3.5 |PALO-99-38 |Palonosetron Unscheduled DNA Synthesis in Rat Liver Cells in vivo

Gler 2ol Il ~20llEl)

4234 P AR RR

CTD %75 | BE 5 it EL
42.3.4.1 |PALO-99-18 |Palonosetron Hydrochloride Carcinogenicity Study by Oral Gavage

Administration to CD-1 Mice for 104 Weeks

G - IER 2=
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42342

PALO-98-03

Palonosetron Hydrochloride Carcinogenicity Study by Oral Gavage
Administration to CD Rats for 104 Weeks

e - IER ~20lERD)

42343

PALO-02-06

Final Immunopathology Report
Pilot Study of Immunohitochemical Analysis of Male Rat Pituitary Tumors

G 2ol =l ~2oll=ElD

42344

PALO-02-14

Expert Opinion on the 2-Year Carcinogenicity Studies Conducted with
Palonosetron in CD-1 Mice and Sprague Dawley CD Rats

Ces ey a2 il [

42345

AT 7455

Oral Gavage Carcinogenicity Study in Rats with Palonosetron (RS-25259-197)
-Study Termination Report

Syntex Discovery, Palo Alto, CA, USA
— G - ol ~ o=l

42346

AT 7464

Oral Gavage Carcinogenicity Study in Mice with Palonosetron (RS-25259-197)
-Study Termination Report

Syntex Preclinical, Palo Alto, CA, USA
S G o=l ~ sl

2.3.5

A A e A m M RER

CTD &=~

il EL

4.23.5.1

AT 6267

Intravenous Male Fertility Study with RS-25259-197 in Rats
Syntex Discovery, Palo Alto, CA, USA

s CESNE G GERC & kD

42352

AT 6700

Oral Male Fertility and Reproduction Study of RS-25259-007 in Rats
Syntex Discovery, Palo Alto, CA, USA

s CESNE G GERC & BB

42353

AT 6750

Oral Female Fertility and Early Embryonic Development Study of
RS-25259-197 in Rats
Syntex Discovery, Palo Alto, CA, USA

R CESOEC G GERC & kD

42354

703-R-94

Oral Range-Finding Teratology Study with RS-25259-007 in Rats

Syntex Discovery, Palo Alto, CA, USA
— G - ol ~ ol

42355

AT 6756

Oral Teratology Study with RS-25259-197 in Rats
Syntex Discovery, Palo Alto, CA, USA

I CEOEE kG GERC & kD

42356

704-B-94

Oral Range-Finding Teratology Study of RS-25259-007 in Rabbits
Syntex Discovery, Palo Alto, CA, USA

I CEOEC kG GERC & kD

42357

AT 6755

Oral Teratology Study with RS-25259-197 in Rabbits

Syntex Discovery, Palo Alto, CA, USA
S N C I e

42358

PALO-99-13

Palonosetron Hydrochloride:Oral(Gavage)Study of Pre-and Postnatal

Development in the Rat
B ... a5 55

4

.2.3.6

JR P P e R

CTD &=

WG ES

4.2.3.6.1

AT 5923

Vein Irritation Study in the Rabbit with an Intravenous Formulation of
RS-25259-197
Syntex Research, Palo Alto, CA, USA

G - IER ~ villERD)

42362

PALO-99-30

Palonosetron:Local Intravenous Tolerance Study in The Rabbit

e IER ~vllERD)
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42.3.7 Z Ot D FPERBR
423.7.1 Wt F5 R R

CTD FH= | HBE= WwEEL

4.2.3.7.1.1 |PALO-01-14 |Cytotoxicity Assay IN VITRO with BALB/C3T3 Cells: Neutral Red (NR)Test

with PALONOSETRON at Simultaneous Irradiation with Artificial Sunlight

Gising - 2ol ~2oll= )

4.2.3.7.1.2 |PALO-01-16 |Chromosome Aberration Test IN VITRO: Photomutagenicity in Chinese Hamster

V79 Cells with Palonosetron

GsRs - 2ojllEIl ~ 2=

4.2.3.7.1.3 |PALO-01-15 |PALONOSETRON:Determination of Photoallergenicity in Albino Guinea Pigs

(Including Information about Allergenicity,Photoirritation and Irritation)

Gsrs - 2olllE Il ~ 2=l

4.3

235 3Lk

CTD% &

EEHA

43.1

Rojas C, Stathis M, Thomas A, Massuda E, Alt J, Zhang J, et.al. Palonosetron, in contrast to
ondansetron and granisetron, exhibits two-site binding to the 5-HT; receptor and causes long lasting
functional inhibition even after dissociation. Support Care Cancer. 2007;15 #P-017:686-687.

-1 [Rojas C, Stathis M, Thomas A, Massuda E, Alt J, Zhang J, et.al. Palonosetron, in contrast to

ondansetron and granisetron, exhibits two-site binding to the 5-HTj; receptor and causes long lasting
functional inhibition even after dissociation. Support Care Cancer. 2007;15 #P-017:686-687.

432

Benedict CR, Arbogast R, Martin L, Patton L, Morrill B, Hahne W. Single-blind study of the effects
of intravenous dolasetron mesylate versus ondansetron on electrocardiographic parameters in normal
volunteers. J Cardiovasc Pharmacol. 1996;28:53-59.

433

Carlsson L, Amos GJ, Andersson B, Drews L, Duker G, Wadstedt G. Electrophysiological
characterization of the prokinetic agents cisapride and mosapride in vivo and in vitro implications for
proarrhythmic potential. ] Pharm Exp Ther. 1997;282:220-227.

434

de Lorenzi FG, Bridal TR, Spinelli W. Block of the delayed rectifier current (Ix) by the 5-HT;
antagonists ondansetron and granisetron in feline ventricular myocytes. Br J Pharmacol.
1994;113:527-535.

435

Dumaine R, Hartmann HA, Leishman DJ, Brown AM, Galvan M. Actions of dolasetron and its major
metabolite on guinea-pig papillary muscle fibres and the a-subunit of human heart sodium channels
expressed in Xenopus oocytes. Drug Dev Res. 1996;37:223-230.

43.6

Kuryshev YA, Brown AM, Wang L, Benedict CR, Rampe D. Interactions of the 5-hydroxytryptamine
3 antagonist class of antiemetic drugs with human cardiac ion channels. J Pharmacol Exp Ther.
2000;295(2):614-620.

43.7

Scholtysik G. Evidence for inhibition by ICS 205-930 and stimulation by BRL 34915 of K*
conductance in cardiac muscle.
Naunyn-Schmiedeberg’s Arch Pharmacol. 1987;335:692-696.

438

Williams PD, Cohen ML, Turk JA. Electrocardiographic effects of zatosetron and ondansetron, two
5-HT; receptor antagonists, in anesthetized dogs. Drug Dev Res. 1991;24:277-284.

439

Mantel N. Evaluation of survival data and two new rank order statistics arising in its consideration.
Cancer Chemother Rep. 1966;50:163-170.

43.10

Peto R. Guidelines on the analysis of tumour rates and death rates in experimental animals. Br J
Cancer. 1974;29:101-105.

4.3.11

Peto R, Pike MC, Day NE, Gray RG, Lee PN, Parish S. Guidelines for simple, sensitive significance
tests for carcinogenic effects in long-term animal experiments. IARC Monogr Eval Carcinog Risk
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Lin KK. Carcinogenicity studies of pharmaceuticals. In: Chow SS, editor. Encyclopedia of
Biopharmaceutical Statistics. New York: Marcel Dekker; 2000. p. 88-103.
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FS58 ERREBRBEE
510 HESE (FEYa2—15) B
52  ERKRHEBR—ER
53 PR E L OBSEE
53.1 A ) A B s
53.1.1 NRAFTTRAZEYT 4 (BA) RBREEE - « « 4L
53.1.2 b BA 83U OVEW) RS (BE) sl A&
< - BRYRL
53.1.3 In Vitro-In Vivo OB & ket U7z il 2 -« - 3547 L
5.3.14 AW N OB LS o TR i s
CTD %75 | A% HWEEA
5.3.1.4.1 |IAR-B-1058 An LC/MS method for the simultaneous determination of RS-25259-007 and its
N-oxide metabolite RS-17825-007 in human plasma
5.3.142 |IAR-B-1050 An HPLC method for the simultaneous determination of RS-25259-007 and
RS-17825-007 in human urine
5.3.1.43 |PALO-99-09 |Validation of a sensitive LC/MS/MS method for determination of Palonosetron
and its metabolite M9 in human plasma
5.3.1.4.4 |PALO-99-09 |Validation of a sensitive LC/MS/MS method for determination of Palonosetron
and its metabolite M9 in human urine

IAR-B-1009, PALO-99-34 & UF PALO-03-10 FRBRIZ-DOVNCix, CTD4.2.2.1.1, 53.3.4.1 (153342

N L.
53.2 b MR A F VO 72 SR 8 BE A oD AR s
5.3.2.1 1 88 A G B AR
CL6204 FBRIZDOUVTIE, CTD4.2.2.3.1 IZFC#k L7z,
5322 AT M OB AR AR R s &
CTD # 7% | wBrE = W EH
5.3.2.2.1 |PALO-00-02 |Summary report on the studies performed to structurally characterise
palonosetron metabolite M4
53222 |PALO-02-01 |The metabolism of [*C]-Palonosetron in human hepatic microsomes,
cryopreserved hepatocytes and fresh liver slices-investigation of the conversion
of ["*C]-Palonosetron to}E %) E B*
5.3.2.2.3 |PALO-98-02 |Characterization of human cytochrome P450 enzymes involved in the in vitro
metabolism of palonosetron, the interaction of palonosetron and M9 with
cytochrome P450, and possible induction of cytochrome P450 by Palonosetron
and M9
5323 oo b N AR E I 7B - - - B RL
533 EEARSE B RE (PK) sRBRHRES &
5.3.3.1 EFEPR A 121 © PK L O A VR B i 5
CTD %75 | & s 4
53.3.1.1  |0100 A single-dose safety and pharmacokinetics study of RS-25259 (IV bolus dose)
in healthy volunteers
533.1.2 |2092 A single ascending dose safety and pharmacokinetics study of IV RS- 25259 in
(EEE healthy volunteers
5.3.3.1.3 (2216 Plasma pharmacokinetics, metabolism, and excretion of [ *C]-RS-25259-197
after intravenous injection

RGBT AR LR I B 2 7
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5.3.3.14 |PALO-02-12 |Phase I, Double-Blind, Randomized, Placebo-Controlled Study to Determine the
Pharmacokinetics and Safety of Multiple Intravenous Dose Administration of
Palonosetron in Healthy Subjects

53.3.1.5 |PALO-04-21 |Phase I, Open-Label, Randomized, Two-way Crossover Study in Healthy
Subjects to Determine the Pharmacokinetics and Safety of Aloxi® (Palonosetron
HCl i.v.) When Administered as a 15-Minute Infusion Compared to a 30-Second
Infusion

53.3.2 BB T 5 PK KO AR AR 5 &
CTD &% | BES BB
53.3.2.1 |PALO-04-09 |A Phase 2 Study to Assess the Safety and Efficacy of Aloxi® (Palonosetron HCI)

for the Prevention of Nausea and Vomiting in Patients Receiving Consecutive
Daily Does of Cisplatin Therapy for Testicular Cancer

10037010, 2330, 2500

HRERICOVTIE, CTD5.3.5.2.1, 5.3.52.3, 53526 2FNFNLEH LT,

5333 PRI M BEIR] 2 et L 72 PKOARBRER & 3
CTD %% | Bk B EA
53.3.3.1 |PALO-99-35 |An evaluation of the pharmacokinetics of a single intravenous dose of 0.75 mg
Palonosetron in patients with varying degrees of renal impairment compared to
healthy volunteers
5.3.3.3.2 |PALO-99-51 |An evaluation of the pharmacokinetics of a single intravenous dose of 0.75 mg
Palonosetron in patients with varying degrees of hepatic impairment in
comparison to healthy volunteers
5.3.3.3.3 |PALO-99-39 |The Pharmacokinetics and Metabolic Disposition of 0.75 mg Palonosetron IV in
Extensive and Poor Metabolisers of Dextromethorphan, a CYP2D6 Substrate
53334 |PALO-99-07 |Double-blind Pediatric Study to Assess the Safety, Pharmacokinetics and
(BEEEN Efficacy of Single IV Doses of Palonosetron, 3.0 pg/kg or 10.0 pg/kg, in the
Prevention of Chemotherapy-Induced Nausea and Vomiting
53.3.3.5 |07DA29 AR OEEIZRB T D 1 /& e o OEYERERBR R O H Kt
EEER) |k
53.3.4 SMRIPEZER 2 i U7z PRORBR S
CTD %75 | Bk B EA
53.3.4.1 |PALO-99-34 |Evaluation of Pharmacokinetic Interaction between Palonosetron (0.75 mg IV)
and Metoclopramide (10 mg PO every 6 hours): A Randomised Three-Way
Crossover Study in Healthy Males and Females
5.3.3.42 |PALO-03-10 |Evaluation of Pharmacokinetic Interaction between Palonosetron (0.25 mg i.v.)
and Dexamethasone (20 mg i.v.): A Randomised Three-Way Crossover Study in
Healthy Males and Females
5.3.3.43 |PALO-03-05 |Phase I, Open-Label, Randomized, Crossover Study in Healthy Subjects to
Determine the Pharmacokinetics and Safety of Palonosetron 1.V.
Coadministered with EMEND"
5335 RE 2 b— 3 PK kB i &
CTD %7 | W& A
5.3.3.5.1 |PALO-99-33 |Population pharmacokinetic and pharmacodynamic modeling of palonosetron
(ZEEEH
53.3.5.2 |07DA35 HADBEIZRIT D50 /&~ r » OREMSEY BT
(ZEEEH
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53.4 FEIRSE )% (PD) B &
53.4.1 R (“F5 1T % PD #BR K& U PK/PD 3R i 2
Ce RN L
5342 BFIZEBT 5 PD kB K O PRK/PD B # - - - %47 L
535 AMMEROZEMERABREEE
53.5.1 I RE 9™ 2 0 JOVE L B3 2 Pl IR i i
CTD # 7% | wBrE = W EH
5.3.5.1.1 |10037030 e BRSO I R BB IR R T =k e xR L
L 72 PALO Hi[RlElRN# G- il
53.5.1.2 |PALO-99-03 |A double-blind clinical study to compare single IV doses of palonosetron 0.25
(EEE mg or 0.75 mg, and ondansetron 32 mg IV, in the prevention of moderately
emetogenic chemotherapy-induced nausea and vomiting
5.3.5.1.3 |PALO-99-04 |A double-blind clinical study to compare single IV doses of palonosetron, 0.25
(BZEZEE mg or 0.75 mg, and dolasetron 100 mg IV, in the prevention of moderately
emetogenic chemotherapy-induced nausea and vomiting
5.3.5.1.4 |PALO-99-05 |A double-blind clinical study to compare single IV doses of palonosetron 0.25
(BEEEN mg or 0.75 mg, and ondansetron 32 mg IV, in the prevention of highly
emetogenic chemotherapy-induced nausea and vomiting
5.3.5.1.5 |PALO-04-06 |A Randomized, Double-blind, Multicenter, Parallel Group, Balanced, Stratified,
(ZEEE Phase 3 Study to Evaluate the Efficacy and the Safety of Single IV Doses of
Palonosetron 0.025 mg, 0.050 mg, and 0.075 mg versus Placebo in Outpatients
to Prevent Postoperative Nausea and Vomiting Following Elective Abdominal or
Gynecological Laparoscopic Surgery
5.3.5.1.6 |PALO-04-07 |A Randomized, Double-blind, Multicenter, Parallel Group, Balanced, Stratified
(BEEE Phase 3 Study to Evaluate the Efficacy and the Safety of Single IV Doses of
Palonosetron 0.025 mg, 0.050 mg, and 0.075 mg versus Placebo to Prevent
Postoperative Nausea and Vomiting Following Elective Gynecologic or Breast
Surgery
53.5.2 Foe W B & 7
CTD %75 | &S et EH4
53.52.1 [10037010 e AL UEM R A B E 2 R L Lic/Sm /& b r v (PALO)
HEFIRN 5123610 2 @& ROGHER
53.5.22 |10037020 oA R MU E IR SR 5 R R L Lic e S b v
(PALO) HiMIFFARAI £ G- 1281 % F B BUGHER
5.3.523 (2330 A dose-ranging efficacy, safety, and pharmacokinetic study of single intravenous
(BEEE doses of RS-25259 for prevention of nausea and vomiting in
chemotherapy-naive cancer patients receiving highly emetogenic chemotherapy
5.3.52.4 |PALO-00-01 |Study No. 2525952330, A Dose-Ranging Efficacy, Safety and Pharmacokinetic
(HEEE Study of Single Intravenous Doses of RS-25259 (Palonosetron HCI) for
Prevention of Nausea and Vomiting in Chemotherapy-Naive Cancer Patients
Receiving Highly Emetogenic Chemotherapy
Fixed Dose Conversion and Historical Placebo Control Post-Hoc Efficacy
Analysis
53.52.5 2120 A SAFETY, ANTIEMETIC, AND EFFICACY AND PHARMACOKINETIC
(BEZEEN STUDY OF SINGLE-DOSE 1V RS-25259-197 IN CISPLATIN-NAIVE
CANCER PATIENTS RECEIVING HIGH-DOSE CISPLATIN
CHEMOTHERAPY
5.3.52.6 (2500 A dose-ranging safety and efficacy comparison of four dose levels of
(BEZEE intravenous RS-25259 to placebo in the prevention of postoperative nausea and
vomiting following abdominal and vaginal hysterectomy
5.3.5.2.7 10037040 PUBMENES SR G- BT 2 %P5t & L7= PALO #: 0 K LEFIRNEE 5128617 5
L ek 7 A — 7 R
5.3.52.8 |PALO-99-06 |A multicenter, open-label study to assess the safety and efficacy of IV
(BEZEE palonosetron 0.75 mg for the prevention of chemotherapy-induced nausea and
vomiting in repeated chemotherapy cycles
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PALO-03-11 |Dose-response evaluation of single doses of IV palonosetron 0.25, 0.75, 2.25 mg
and oral moxifloxacin 400 mg versus placebo on ECG parameters: a double
blind, randomized, parallel study in male and female healthy volunteers

5.3.5.42 |PALO-04-08 |A Phase 2, Open-label, Multicenter Study to Assess the Safety and Efficacy of
Aloxi® (Palonosetron HCI) When Premixed and Infused with Dexamethasone 8
mg in a Prehydration Solution for the Prevention of Chemotherapy-induced
Nausea and Vomiting in Patients Receiving Carboplatin, Cyclophosphamide,
Doxorubicin, or Oxaliplatin
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5.3.6.1 PERIODIC ADVERSE DRUG EXPERIENCE REPORT
25-Jul-2003 — 24-Oct-2003
5.3.6.2 PERIODIC ADVERSE DRUG EXPERIENCE REPORT
25- Oct -2003 — 24-Jan-2004
53.63 PERIODIC ADVERSE DRUG EXPERIENCE REPORT
25-Jan-2004 — 24-Apr-2004
5.3.6.4 PERIODIC ADVERSE DRUG EXPERIENCE REPORT
25- Apr -2004 — 24- Jul -2004
5.3.6.5 PERIODIC ADVERSE DRUG EXPERIENCE REPORT
25- Jul -2004 — 24- Oct -2004
5.3.6.6 PERIODIC ADVERSE DRUG EXPERIENCE REPORT
25- Oct -2004 — 24- Jan -2005
5.3.6.7 PERIODIC ADVERSE DRUG EXPERIENCE REPORT
25- Jan -2005 — 24- Apr -2005
53.6.8 PERIODIC ADVERSE DRUG EXPERIENCE REPORT
25- Apr -2005 — 24- Jul-2005
5.3.6.9 PERIODIC ADVERSE DRUG EXPERIENCE REPORT
25- Jul-2005— 24- Oct-2005
5.3.6.10 |PERIODIC ADVERSE DRUG EXPERIENCE REPORT
25- Oct-2005 — 24- Jan-2006
5.3.6.11 PERIODIC ADVERSE DRUG EXPERIENCE REPORT
25- Jan-2006 — 24- Apr -2006
5.3.6.12 PERIODIC ADVERSE DRUG EXPERIENCE REPORT
25- Apr -2006 — 24- Jul-2006
5.3.6.13 PERIODIC ADVERSE DRUG EXPERIENCE REPORT
25- Jul -2006 — 24- Jul-2007
5.3.6.14  |PERIODIC SAFETY UPDATE REPORT
22- Mar -2005 — 21- Sep-2005
5.3.6.15 |PERIODIC SAFETY UPDATE REPORT
22- Sep-2005 —21- Mar -2006
5.3.6.16 |PERIODIC SAFETY UPDATE REPORT
22- Mar -2006 — 21- Sep-2006
5.3.6.17 |PERIODIC SAFETY UPDATE REPORT
22- Sep-2006 —21- Mar -2007
5.3.6.18  |PERIODIC SAFETY UPDATE REPORT
22- Mar -2007 — 21- Sep-2007
5.3.6.19 |PERIODIC SAFETY UPDATE REPORT
22- Sep -2007 — 21- Mar-2008
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5.3.7.6

PALO-02-12

PHASE I, DOUBLE-BLIND, RANDOMIZED, PLACEBO-CONTROLLED
STUDY TO DETERMINE THE PHARMACOKINETICS AND SAFETY OF
MULTIPLE INTRAVENOUS DOSE ADMINISTRATION OF
PALONOSETRON IN HEALTHY SUBJECTS

5.3.7.7

PALO-04-09

A Phase 2 Study to Assess the Safety and Efficacy of Aloxi® (Palonosetron HCI)
for the Prevention of Nausea and Vomiting in Patients Receiving Consecutive
Daily Doses of Cisplatin Therapy for Testicular Cancer

53.7.8

PALO-04-21

PHASE I, OPEN-LABEL, RANDOMIZED, TWO-WAY CROSSOVER
STUDY IN HEALTHY SUBJECTS TO DETERMINE THE
PHARMACOKINETICS AND SAFETY OF ALOXI® (PALONOSETRON
HCL 1.V.) WHEN ADMINISTERED AS A 15-MINUTE INFUSION
COMPARED TO A 30-SECOND INFUSION

53.79

2216

PLASMA PHARMACOKINETICS, METABOLISM, AND EXCRETION OF
['C]-RS-25259-197 AFTER INTRAVENOUS INJECTION

5.3.7.10

PALO-99-35

An evaluation of the pharmacokinetics of a single intravenous dose of 0.75 mg
Palonosetron in patients with varying degrees of renal impairment compared to
healthy volunteers

53.7.11

PALO-99-51

An evaluation of the pharmacokinetics of a single intravenous dose of 0.75 mg
Palonosetron in patients with varying degrees of hepatic impairment in
comparison to healthy volunteers

5.3.7.12

PALO-99-39

The Pharmacokinetics and Metabolic Disposition of 0.75 mg Palonosetron IV in
Extensive and Poor Metabolisers of Dextromethorphan, a CYP2D6 substrate

53.7.13

PALO-99-34

Evaluation of Pharmacokinetic Interaction between Palonosetron (0.75 mg IV)
and Metoclopramide (10 mg PO every 6 hours): a Randomised Three-Way
Crossover Study in Healthy Males and Females

53.7.14

PALO-03-10

Evaluation of pharmacokinetic interaction between palonosetron (0.25 mg i.v.)
and dexamethasone (20 mg i.v.): a randomized three-way crossover study in
healthy males and females.

Phase I, open label, single-dose, single center, randomized, three-way crossover
study.

5.3.7.15

PALO-03-05

PHASE I, OPEN-LABEL, RANDOMIZED CROSSOVER STUDY IN
HEALTHY SUBJECTS TO DETERMINE THE PHARMACOKINETICS AND
SAFETY OF PALONOSETRON 1.V. COADMINISTERED WITH EMEND"

5.3.7.16

PALO-03-11

Dose-response evaluation of single doses of IV palonosetron 0.25, 0.75, 2.25 mg
and oral moxifloxacin 400 mg versus placebo on ECG parameters: a double
blind, randomized, parallel study in male and female healthy volunteers

5.3.7.17

PALO-04-08

A Phase 2, Open-label, Multicenter Study to Assess the Safety and Efficacy of
Aloxi® (Palonosetron HCl) When Premixed and Infused with Dexamethasone 8
mg in a Prehydration Solution for the Prevention of Chemotherapy-induced
Nausea and Vomiting in Patients Receiving Carboplatin, Cyclophosphamide,
Doxorubicin, or Oxaliplatin
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