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5-HT; 5-Hydroxytryptamines
CINV Chemotherapy-induced nausea and vomiting : {L5=EFE R ML - IR
CR Complete response : NEM:-FE24H] (NEHEMEFS 70 U, filrkaLE 7z L)
CTZ Chemoreceptor trigger zone
EMA European Medicines Agency : PR [Z 35T
FAS Full analysis set
FDA Food and Drug Administration : > [E £ i [ 3800 7
HEC Highly emetogenic chemotherapy : 151 B e M- H 55 A4
MEC Moderately emetogenic chemotherapy : H 45 B {4 Fi B 5% A1)
NK; Neurokinin 1
PALO Palonosetron hydrochloride : /Nv& /& k7 U HEEELE
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QOL Quality of life : AEIHFDHE
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1.5.1 ERX(TFEROERE

B RRER IR « ErE (CINV) O FERFEBA T =X 2%, FUEMESANC X 24 =
T L KA D enterochromaffin Aifid 2> SRR EME £ o F = B0 S, HEE S-
hydroxytryptamine; (5-HT3;) 522K %I L CTROMED R EMIR D> & EHE T Chemoreceptor trigger
zone (CTZ) %% CHRM-HAXITIREE S LD RRIESC, HUBMERESAIY CTZ 2 BERIR L, = DRl
28 5-HT3 AR Z ST L TP ARZE SN ORI HmE S Tnsd L

T effE 075 mg T B X Ve HERE/ Ny 7 0.75 mg (PALO, /v /& ko R,
VIR, AAD 1%, BIEELY bRV PIE B (K40 BFFfH) 2635 5-HT: ARSI
TH Y, SyntexInc. CKE) (2L v Al X4, 1998 4T Helsinn Healthcare SA (Helsinn £, A
) ~IEME, EDOBROBARES TN TE 2. AT D EERBITIE, KRB S TS
Fhi LT\ 5.

AANE, 5-HT3 Z IR L CEIRIDDB ) et HiER 279 2 & ¢, HHAEREZRET 2
LOLEEZLNLD.
1.5.2 INREEIIZH (5D CINV DEF EAREE
1.5.2.1 CINV DERRBY/fRRE A 2RI

AN SR B 5 BRI O 2 < VXML~ DIZNENE <, Z OIRRITERYFRIEN EIK
Lo TS, NRBATH LT SN FRIEICIE, AT TF o0 7 miRkA7 7 IR
EWV o TEHUBMIEEAIN G E, ZHLOFEANLCINV 25| XTIV AT BENI ERAMLIR
TW5. HHEN TS EL OFEESFIL, CINV U227 & U CEEREIEGTENEEEHA]
(mm)m%¢£§@%ﬁﬁ%¢@%ﬁ(Mmﬁ:%iémfwé F 72, CINV L% DFE B
HNZ L0, ALFRIER LA 24 ReIDAN (BMEE) (238 2 Ak CINV, 24 RefH LIRS (XS
) ICHEBLT BN CINV, ROMEFPRIELZ T 72, BOREM 20 IKLRRT 555
2, EBEOFREEZ T HRNCERT 2 2 & CRIT 5 THIM CINV IZHEEIN S 2

K%®ﬂ%%ﬁ£ﬁ%ﬁ4%74/ Wi, ANEDSATBIRICEBW T, HlSR o g 2l 23
FHOEEDOE (QOL) & BAFIZHERF LoD, WRIRIGRTEEDIZOICHALFLEH SN TN D

1.5.2.2 CINV 29 5 BXFABRERUMER

AN BEICHESE S D HIMEELE, S-HT: BB HUEIE L OV T 4 2 & 2 0 2 FIDFH % il
& LT, Neurokinin 1 (NK;) ZRMEFEGEEIMEMPEY 2 7105 UBNEE S5 74 KL/
R IABIROBRKREY CliE, AR S-HT 2B BRSO T T/ I = br o kb A S
NTWBR, NNEUEERENS OB FEEICLS &, RAT+SOHAICITBMES LT
LERNH 0, BAED CINV IZxHT DIEEEAEIILT LR TED LD TIIRVWEDERANRD
S72. BT, EIME CINV I, SR TRk e 50T 2 BECIBFRG O BFIC L RBT 5560
HY, LIZLIXCINVIEROTZO DREEZ RIERLS SND T —ANH D L ORERHER > T
5. FTo, BEET, AOA% 28 ALLEOAIRITK LMD L L TV 2 3EANIT /2.

PLEXY, RE/pRESEATHHIEANZRESTEREY, ERLET Ay AT 4 HL
== RN TR HIRERIUE N E EN T D,
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PALO-99-07  |MEAME I
%535 140 |[FHEBR

PALO-10-20  |¥g#h3s 111
% 53.5.1.31H |fHEER

9 10

10037050 EWNE 1
% 5352110 |fERER
TRBRFH R

1.5.3-1 FRFEDEER

1.5.3.1 INRFERICE T HERIRBAFEDER

AFNL, CINV ZRISAE & U2 #lRA G-8HI & LT, 2003 45 7 HIZHI TOKETRR S 1L
TLIRE, BUEE TITAA, KE, HNzZGTHR 80 » EHLL L THAR I TN,

AFN ORI T OBRIE, WAARIAT LD HALTE 72, 200280, A% 28 HiEld 17 %
LN o/NREE 2550z, KAl 3 pgkg (EBR025mg) KO0 ugkg (LR 0.75mg) Z/MaHd 5
55 MLAHRRER  (MESh/ R PALO-99-07 fER) 25PHkd Sz, To%O/NEHFE T 7 77 LB 5
KERMERGF (FDA) & OWia &<, 2011 FELD, FAERDE 17 sl o/ T BE % xt
GUIARFN 10 pgkg (EBR 0.75 mg), AFHI20 pgkg (ER 1.50mg) M ONA &t bo & bbigd
%55 I AHRRER  (HESh/ N2 PALO-10-20 #BR) 23BRAR S iz, iESh/ N2 PALO-10-20 ARBREGHREIC &
SDUNT, AANL 2014 4 5 AL FDA 7»5 TALOXI is indicated in pediatric patients aged 1 month to
less than 17 years for: Prevention of acute nausea and vomiting associated with initial and repeat courses of
emetogenic cancer chemotherapy, including highly emetogenic cancer chemotherapy. | D& T, 2015
2 HIZERINEZE ST (EMA) 2>5 [Aloxi is indicated in pediatric patients 1 month of age and older
for: the prevention of acute nausea and vomiting associated with highly emetogenic cancer chemotherapy
and prevention of nausea and vomiting associated with moderately emetogenic cancer chemotherapy.| @
WIS TENENAGRZIIG LTS, AT, AT 2HERH &Y 0.25 mg Th 5 DIk
L, /METHE T20 pg/kg (EBR1.50mg) | 72> Tn5.

AHTIE, 7 e % UFRE 0.75 mg OIRGES T 2010 4 1 A THEMEEEAR] (VA7 T F
) G HLAVER CEuL, WErL) (EREMzETe) | 24 - AR L LTUKRSh, 2012
R HITIET B VAR Ny 7075 mg AR SN, L - HEE, L@, moAcizos
n/tEbhkarrELT075mg % 1 H 1 REEIIAHEEET D] EhoTnd. s, AEY
e, NEREEA~OERGERERN 20T 2 L s, IMICEIIMEMN LodE e LT, /NEFE~D
FeG0%, MERHAMER, BrAER, 2R, SR AT/NRISHT 222V L Tunpu. ) LR
HMAEE AT > TV 5.

71X UERE 0.75 mg #IEIKEERE, ARG E (P21 410 A 6 H) IZF# Sz B3 M E
PR SRR O/ NS (69 2 g, TCINV IZVNEICE W TH R RPASBE L ST D
I TH Y, REPGERIT/NRITH LT S GE8I12iE, 2oFRaimiET 2 & L big, /M
AT DG DBAFEIZ DN T S ATREZR IR D LM D DFEMRAY IG5 Z EWEE LV, |
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Tholo. MEF, S TlE Helsinn fHI2 X 5/ NEEBHE 255 & LR SETL TRBY, H
s - . oo S R R R %
BIDHZEEFHE L.
|
ENEFRRABRGTE (52) OMEtZENA, 2016 £X 0, 44 28 HLLE 18 sl T /N EE 2%t
G U= 20 pg/kg (EFR 1.50 mg) O I FHRRER (EIN/NE 10037050 7ER) & BHAA L7
TP ) G il CRESalE $Z800 00909092 TN TE

B -0 - I i < 5 L7 b 0T 5.

1.5.3.1.1 ERIZHE T HERKREBRDOEE
EM/ME 10037050 EXER

HEC XX MEC %5 T ED A% 28 UL E 18 UL FO/NRBE 23RS, 7% A% U ff
AT, Az BE KO R UG UTeBR 0GR, 22t K OBl 8 2 R 3~ 2 2 fi s 2L (A
FEEMIECIRES T FEFRBR &2 320 L 7. AANE 20 pgkg (EBR 1.50 mg) OFAET, EMRNE S X
AR FRIRIN G- S 7o, ARRBRIC 60 4 DB DGR SN, ZD 55 S8 ADBAKRAOE G %51}
7-.

AHNMEIX, Full analysis set (FAS) 58 4 % %F I fEHT S Uiz,

FEFMER & L2 1 2—A® HEC X3 MEC B G-BEA 0~120 FREfE (HIR) omgitsE4
i (RS 7 U, HIELEZ L) (CR) (X 58.6% (95%IEHFIXH @ 44.9%~71.4%) THh
D, 95%EHHXMO FIRAEE CR F (30%) % ko7 (p<0.0001) Z &35, AFNXEN/N
WEFIIK LA TH DL Z LMLz, F2, BUIRLEERFICBWTHLAFICEL D —ED
BB mEAHERF STV D E B X T

LRVENE, TRBRIERE 541 58 44 & K GUTHRHT S 7.

AR CHRIL LA FEFROL Y, PUBMEEAE GRFCRBT 2 2 N L <mbhTtn
LELThHol. BWERIX241C40 (TARTX VBT I ) N7 A7 27 —EHMN, 77 =
VTR NTUAT =TV, y-IVEIN T AT =T — BN ORI B
=B, WTNOFER LRI FICAR—RA T4 o FETHIE L, 240 BICRILEWERIZA D
Nigholo, BEIEGFIICES>TEAFEFRIIAOGNT, BELLZHEHERAHFEFRITIAA L
DR EBERNEE Shiz. AH 20 pgkg O/NRBFIZBIT 2 ZEMITRIFChH o2

FEEREOBLE TIX, /NEBEEFICBT 530 /& ha v OEYBIRIZFRIC L 28 5 ek
BIIH SN0 T.

1.5.3.1.2 BB T HERAROME
#B5INE PALO-10-20 SHER

HEC X% MEC #5-T & OB AL B 17 okl o/ N RS 2 %1502, KA 10 pgkg (R
0.75mg), 20 pgkg (PR 1.50mg) KA > & & b 0.15 mg/kg/(al (4 FEf Z & 12F 3 (A
EIR32mg) OFERME, et g K OB BN E 4 FH T 2 S sk kR 7 o 4 ML HE R
IIT AR AR 2 520 L 7-.

TEIMEER & L7-2MES CR 21X, PALO 10 ug/kg BET 54.2% (90/166 4), PALO 20 pg/kg
FET59.4% (98/1654), A Xt haBET58.6% (95/1624) TH VY, PALO 20 pg/kg BED
Fr ok ba R 2 IELHEAREES LT (p=0.0022). —J7, PALO 10 pg/kg fEI%, A
Yo ha URECRT ISR R T N TE R T

6
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RIVEH OFBLEIG 1, PALO 10 ng/kg #f 5.4% (9/167 44), PALO 20 pg/kg #£ 4.9% (8/163 4)
L2 ha it 6.1% (10/1644) THY, KEETHEE TH-T-.

EYENREIC OWT, FEROEEIFEE CIIhVnE EX . NRICRIT 2R 58E, EHiEM
TIXR < KREICL AN HEY TH D 2 L3RS,
By NVE PALO-99-07 ERER

HEC XX MEC &5 TED 4% 28 Bl 17 sl FO/NREE 25512, AH) 3 pgkg (LR
0.25mg) KOV 10 ugkg (EFR 0.75 mg) D24, IEWEHEE K OV 2hit: 2 FEAl 3 2 2 sk 216 &
VA AME T EE R AR 2 FE0E L7

F AT LSO T - 7.

AEFZORBIEIGIL, PALO 3 png/kg . (80.0%, 28/354) XV & PALO 10 pg/kg #f
(97.3%, 36/374) DI BEVMER TH 7228, EIFERIZ 2V Tid PALO 3 png/kg BET 5.7%
(2/3544), PALO 10 pg/kg BET 2.7% (1/3744) ToHH, WTFNOR S HBBEIG T - 7.

F7o, KWENREMATOAER, BB RSN 5 2 &, KBRS X DB
IR SN o T 2 L DR ST,

BIRB R L 72202 T, Akl CR 3Ri% PALO 3 pg/kg Bf 37.1% (13/354), PALO
10 ug/kg B 54.1% (20/374) ThH-o7-.

1.5.3.2 ARICH T HEZBHREFDRER

HEC XX MEC O #5213 F7E S5 4% 28 HUL I 18 mbA F /N & %t G2 Feki L 7= [H
/IR 10037050 BREBRIC ISV T, AHI 20 pg/kg (EFR 1.50 mg) D FRARPY 4 G- 33 A F R 4 5-
FEWNNREEICH LA TH D Z EBMGESh, BgREZEMEPERINT. £, BN/
10037050 FER DA NEIL, WS NRBEE 2 RITA o F o' ha b g U7z iEgh N PALO-
10-20 RER KL OCE N A I 77 =% b r o & il LZE WA 10037030 508k O Rl &
NEEZ T BRI, RAIOEBREINCIIT 2HMEL, BRATRINTO D ERIRARHEZ /N T
HLRIET S HDTHh o7z,

EIN/IE 10037050 788k M OWESR/INE PALO-10-20 5B CHER S =2 ethl, KERZERT
RWEEZT. Filo, BONREEIKT 2 ARFOZENY 2 71%, EWNEABEZ B2
WEEZ LI, NREETHTERER ERERMEE Db DT nEB 7.

PLEXY, RENE, FEECTITRZEMEDRHENL STV 0WAR 28 HEL EOAN 25 D 7o/ i
NEBFITHRIT D CINV FREOH 1= 72 1B EGRIRIIC 2 0 15D L B 2, BN & [REEDZIRE SUIRh R,
Bl MESOIHE () CRRFH LA EARRFEEITIZ L L L.
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2 HIMEEESEHTA FT A2 2015 45 10 A5 2 —MUGThR ver 2.2, HATEIRI 2.
http://www.jsco-cpg.jp/guideline/29.html. Updated Oct 2018. Accessed 10 Mar 2020. (55 5.4.2 1H)

3 ANTIEMETIC GUIDELINES: MASCC/ESMO.
https://www.mascc.org/assets/Guidelines-Tools/mascc_antiemetic_guidelines_english v.1.5SEPT29.2
019.pdf. Updated July 2019. Accessed 11 Mar 2020. (5 5.4.3 IH)

4  Hesketh PJ, Kris MG, Basch E, Bohlke K, Barbour SY, Clark-Snow RA, et.al. Antiemetics: American
Society of Clinical Oncology clinical practice guideline update. J Clin Oncol. 2017;35:3240-3261.
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

ALOXI® (palonosetron HCI) injection, for intravenous use
Initial U.S. Approval: 2003

wmmmmmmmmmmmnmeeee - - INDICATIONS AND USAGE-----------me e
ALOXT is a serotonin-3 (5-HT;) receptor antagonist indicated in:
Adults for prevention of:
e acute and delayed nausea and vomiting associated with initial and repeat
courses of moderately emetogenic cancer chemotherapy (MEC). (1)
e acute nausea and vomiting associated with initial and repeat courses of
highly emetogenic cancer chemotherapy (HEC). (1)
e postoperative nausea and vomiting (PONV) for up to 24 hours following
surgery. Efficacy beyond 24 hours has not been demonstrated (1)
Pediatric patients aged 1 month to less than 17 years for prevention of:
e acute nausea and vomiting associated with initial and repeat courses of
emetogenic cancer chemotherapy, including highly emetogenic cancer
chemotherapy (HEC). (1)

e DOSAGE AND ADMINISTRATION----mmmrmmmmmmemmeev
Chemotherapy-Induced Nausea and Vomiting (2.1)

Age Dose* Infusion Time

Adults 0.25 mg as a single dose | Infuse over 30
seconds beginning
approximately 30
minutes before the start
of chemotherapy

Pediatrics 20 micrograms per Infuse over 15

(1 month to less | kilogram (maximum 1.5| minutes beginning

than 17 years) mg) as a single dose approximately 30
minutes before the start
of chemotherapy

*Note different dosing units in pediatrics

Postoperative Nausea and Vomiting (2.1)
e The recommended adult dosage is 0.075 mg as a single intravenous dose
administered over 10 seconds immediately before the induction of
anesthesia.

------------------- DOSAGE FORMS AND STRENGTHS--------mnmmemmeee
Injection:

e (.25 mg palonosetron in 5 mL (0.05 mg/mL) in a single-dose vial (3)

e 0.075 mg palonosetron in 1.5 mL (0.05 mg/mL) single-dose vial (3)

CONTRAINDICATIONS
Hypersensitivity to palonosetron or any of its components (4)

--------------------- WARNINGS AND PRECAUTIONS-----—----meemeemeee

o Hypersensitivity reactions, including anaphylaxis and anaphylactic shock:
reported in patients with or without known hypersensitivity to other
selective 5-HTj; receptor antagonists. If symptoms occur, discontinue
ALOXI and initiate appropriate medical treatment. (5.1)

o Serotonin syndrome: reported with 5-HTj; receptor antagonists alone, but
particularly with concomitant use of serotonergic drugs. (5.2, 7.1)

ADVERSE REACTIONS

Most common adverse reactions in

e chemotherapy-induced nausea and vomiting in adults (>5%) are: headache
and constipation (6.1)

e postoperative nausea and vomiting (> 2%) are: QT prolongation,
bradycardia, headache, and constipation. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact HELSINN at
1-844-357-4668 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS
Serotonergic Drugs: Monitor for serotonin syndrome; if symptoms occur,
discontinue ALOXI and initiate supportive treatment. (7.1)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.
Revised: 04/2020
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FULL PRESCRIBING INFORMATION

1. INDICATIONS AND USAGE
ALOXI injection is indicated in adults for prevention of:

e acute and delayed nausea and vomiting associated with initial and repeat courses of moderately
emetogenic cancer chemotherapy (MEC).

e acute nausea and vomiting associated with initial and repeat courses highly emetogenic cancer
chemotherapy (HEC).

e postoperative nausea and vomiting (PONV) for up to 24 hours following surgery. Efficacy beyond 24
hours has not been demonstrated.

As with other antiemetics, routine prophylaxis is not recommended in patients in whom there is little
expectation that nausea and/or vomiting will occur postoperatively. In patients where nausea and vomiting
must be avoided during the postoperative period, ALOXI is recommended even where the incidence of
postoperative nausea and/or vomiting is low.
ALOXI injection is indicated in pediatric patients 1 month to less than 17 years of age for prevention of:
e acute nausea and vomiting associated with initial and repeat courses of emetogenic cancer
chemotherapy, including highly emetogenic cancer chemotherapy.
2.  DOSAGE AND ADMINISTRATION
2.1 Recommended Dosage

Prevention of Chemotherapy-Induced Nausea and Vomiting

The recommended dosage of ALOXI injection for prevention of nausea and vomiting associated with
HEC and MEC in adults and associated with emetogenic chemotherapy, including HEC in pediatric
patients 1 month to less than 17 years of age is shown in Table 1.

Table 1: Recommended Dosage of ALOXI Injection for the Prevention of Nausea and Vomiting
Associated with Chemotherapy in Adults and Pediatric Patients 1 Month to Less than 17 Years

Age Dose* Infusion Time

Infuse over 30 seconds beginning approximately 30 minutes

Adults 0.25 mg as a single dose before the start of chemotherapy

Pediatrics (1 20 micrograms per
month to less | kilogram (max 1.5 mg)
than 17 years) | as a single dose

Infuse over 15 minutes beginning approximately 30 minutes
before the start of chemotherapy

*Note different dosing units in pediatrics

Postoperative Nausea and Vomiting

The recommended dosage of ALOXI injection in adults for PONV is 0.075 mg administered as a single
intravenous dose over 10 seconds immediately before the induction of anesthesia.

Reference ID: 4584815




2.2 Instructions for Intravenous Administration

e ALOXI injection is supplied ready for intravenous administration at a concentration of 0.05 mg/mL
(50 mcg/mL).

Do not mix ALOXI injection with other drugs.

Flush the infusion line with normal saline before and after administration of ALOXI injection.
Inspect ALOXI injection visually for particulate matter and discoloration before administration.
Discard unused portion.

3.  DOSAGE FORM AND STRENGTHS
ALOXI injection is sterile, clear, and colorless solution:

e (.25 mg palonosetron in 5 mL (0.05 mg/mL) in a single-dose vial
e (0.075 mg palonosetron in 1.5 mL (0.05 mg/mL) in a single-dose vial

4. CONTRAINDICATIONS

ALOXI is contraindicated in patients known to have hypersensitivity to palonosetron [see Warnings and
Precautions (5.1)].

5. WARNINGS AND PRECAUTIONS
5.1 Hypersensitivity Reactions

Hypersensitivity reactions, including anaphylaxis and anaphylactic shock, have been reported with
administration of ALOXI injection /see Adverse Reactions (6.2)]. These reactions occurred in patients
with or without known hypersensitivity to other 5-HT3 receptor antagonists. If hypersensitivity reactions
occur, discontinue ALOXI injection and initiate appropriate medical treatment. Do not reinitiate ALOXI
injection in patients who have previously experienced symptoms of hypersensitivity /see
Contraindications (4)].

5.2 Serotonin Syndrome

The development of serotonin syndrome has been reported with 5-HT3 receptor antagonists. Most reports
have been associated with concomitant use of serotonergic drugs (e.g., selective serotonin reuptake
inhibitors (SSRIs), serotonin and norepinephrine reuptake inhibitors (SNRIs), monoamine oxidase
inhibitors, mirtazapine, fentanyl, lithium, tramadol, and intravenous methylene blue). Some of the
reported cases were fatal. Serotonin syndrome occurring with overdose of another 5-HT3 receptor
antagonist alone has also been reported. The majority of reports of serotonin syndrome related to 5-HT3
receptor antagonist use occurred in a post-anesthesia care unit or an infusion center.

Symptoms associated with serotonin syndrome may include the following combination of signs and
symptoms: mental status changes (e.g. agitation, hallucinations, delirium, and coma), autonomic
instability (e.g., tachycardia, labile blood pressure, dizziness, diaphoresis, flushing, hyperthermia),
neuromuscular symptoms (e.g., tremor, rigidity, myoclonus, hyperreflexia, incoordination), seizures, with
or without gastrointestinal symptoms (e.g., nausea, vomiting, diarrhea). Patients should be monitored for
the emergence of serotonin syndrome, especially with concomitant use of ALOXI and other serotonergic
drugs. If symptoms of serotonin syndrome occur, discontinue ALOXI and initiate supportive treatment.
Patients should be informed of the increased risk of serotonin syndrome, especially if ALOXI is used
concomitantly with other serotonergic drugs [see Drug Interactions (7.1)].
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6. ADVERSE REACTIONS
Serious or otherwise clinically significant adverse reactions reported in other sections of labeling:

e Hypersensitivity Reactions [see Warnings and Precautions (5.1)]
e Serotonin Syndrome [see Warnings and Precautions (5.2)]

6.1 Clinical Trials 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.

Chemotherapy-Induced Nausea and Vomiting
Adults

In double-blind randomized clinical trials for the prevention of nausea and vomiting induced by MEC or
HEC, 1374 adult patients received a single dose of ALOXI injection, ondansetron (Studies 1 and 3) or
dolasetron (Study 2) administered 30 minutes prior to chemotherapy [see Clinical Studies (14.1).
Adverse reactions were similar in frequency and severity in all 3 treatment groups. Common adverse
reactions reported in at least 2% of patients in these trials are shown in Table 2.

Table 2: Common Adverse Reactions* in Adults with Receiving MEC (Studies 1 and 2) or HEC

(Study 3)
ALOXI injection Ondansetron Dolasetron
0.25 mg 32 mg 100 mg
Adverse Reaction intravenously intravenously intravenously

(N=633) (N=410) (N=194)
Headache 9% 8% 16%
Constipation 5% 2% 6%
Diarrhea 1% 2% 2%
Dizziness 1% 2% 2%
Fatigue <1% 1% 2%
Abdominal Pain <1% <1% 2%
Insomnia <1% 1% 2%

* Reported in at least 2% of patients in any treatment group

Less common adverse reactions, reported in 1% or less of patients, in Studies 1, 2 and 3 were:

e (ardiovascular: non-sustained tachycardia, bradycardia, hypotension, hypertension, myocardial
ischemia, extrasystoles, sinus tachycardia, sinus arrhythmia, supraventricular extrasystoles and QT
prolongation.

e Dermatological: allergic dermatitis, rash

e Hearing and Vision: motion sickness, tinnitus, eye irritation and amblyopia

e Qastrointestinal System: diarrhea, dyspepsia, abdominal pain, dry mouth, hiccups and flatulence

e General: weakness, fatigue, fever, hot flash, flu-like syndrome

e Liver: transient, asymptomatic increases in AST and/or ALT and bilirubin. These changes occurred
predominantly in patients receiving highly emetogenic chemotherapy

e Metabolic: hyperkalemia, electrolyte fluctuations, hyperglycemia, metabolic acidosis, glycosuria,
appetite decrease, anorexia

e Musculoskeletal: arthralgia

e Nervous System: dizziness, somnolence, insomnia, hypersomnia, paresthesia

e Psychiatric: anxiety, euphoric mood

e Urinary System: urinary retention

e Vascular: vein discoloration, vein distention
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In other studies, 2 subjects experienced severe constipation following a single ALOXI injection dose of
approximately 0.75 mg (three times the recommended dose).

Pediatrics Aged 2 Months to 17 Years

In a pediatric clinical trial, 163 pediatric cancer patients with a mean age of 8 years received a single 20
mcg/kg (maximum 1.5 mg) intravenous infusion of ALOXI injection 30 minutes before beginning the
first cycle of emetogenic chemotherapy /see Clinical Studies (14.2)]. Adverse reactions were evaluated in
pediatric patients receiving ALOXI injection for up to 4 chemotherapy cycles. The following adverse
reactions were reported in less than 1% of patients:

e Nervous System: headache, dizziness, dyskinesia.
e General: infusion site pain.
e Dermatological: allergic dermatitis, skin disorder.

Postoperative Nausea and Vomiting

The most common adverse reactions reported in at least 2% of adults receiving ALOXI injection 0.075
mg intravenously immediately before induction of anesthesia in 3 randomized placebo-controlled trials
[see Clinical Studies (14.3)] are shown in Table 3. Rates of adverse reactions between ALOXI injection
and placebo groups were similar. Some events are known to be associated with, or may be exacerbated
by, concomitant perioperative and intraoperative medications administered in this surgical population. A
thorough QT/QTc study demonstrated ALOXI injection does not prolong the QT interval to any clinically
relevant extent /see Clinical Pharmacology (12.2)].

Table 3: Common Adverse Reactions* in Trials of Adults with Postoperative Nausea and Vomiting

ALOXI injection
. 0.075 m Placebo
Adverse Reaction intravenougsly (N=369)
(N=336)
Electrocardiogram QT prolongation 5% 3%
Bradycardia 4% 4%
Headache 3% 4%
Constipation 2% 3%

* Reported in at least 2% of patients in any treatment group

Less common adverse reactions, reported in 1% of less of patients, in these PONV clinical trials were:

e (ardiovascular: QTc prolongation, sinus bradycardia, tachycardia, blood pressure decreased,
hypotension, hypertension, arrhythmia, ventricular extrasystoles, generalized edema, ECG T wave
amplitude decreased, platelet count decreased. The frequency of these adverse effects did not appear to
be different from placebo.

e Dermatological: pruritus

Gastrointestinal System: flatulence, dry mouth, upper abdominal pain, salivary hypersecretion,

dyspepsia, diarrhea, intestinal hypomotility, anorexia

General: chills

Liver: increases in AST and/or ALT, hepatic enzyme increased

Metabolic: hypokalemia, anorexia

Nervous System: dizziness

Respiratory: hypoventilation, laryngospasm

Urinary System: urinary retention

n
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6.2 Postmarketing Experience

The following adverse reactions have been identified during postapproval use of palonosetron HCI.
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.

e Hypersensitivity reactions: including dyspnea, bronchospasm, swelling/edema, erythema, pruritus,
rash, urticaria, anaphylaxis and anaphylactic shock [see Warnings and Precautions (5.1)]
e Injection site reactions: including burning, induration, discomfort and pain

7.  DRUG INTERACTIONS
7.1 Serotonergic Drugs

Serotonin syndrome (including altered mental status, autonomic instability, and neuromuscular
symptoms) has been described following the concomitant use of 5-HT3 receptor antagonists and other
serotonergic drugs, including selective serotonin reuptake inhibitors (SSRIs) and serotonin and
noradrenaline reuptake inhibitors (SNRIs). Monitor for the emergence of serotonin syndrome. If
symptoms occur, discontinue ALOXI and initiate supportive treatment /see Warnings and Precautions

(5.2)].

8.  USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

There are no available data on palonosetron HCI use in pregnant women to inform a drug-associated risk.

In animal reproduction studies, no effects on embryo-fetal development were observed with the
administration of oral palonosetron HCI during the period of organogenesis at doses up to 1,894 and 3,789
times the recommended human intravenous dose in rats and rabbits, respectively (see Data).

The estimated background risk of major birth defects and miscarriage for the indicated population is
unknown. All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the
U.S. general population, the estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2 to 4% and 15 to 20%, respectively.

Data
Animal Data

In animal reproduction studies, no effects on embryo-fetal development were observed in pregnant rats
given oral palonosetron HCI at doses up to 60 mg/kg/day (1,894 times the recommended human
intravenous dose based on body surface area) or pregnant rabbits given oral doses up to 60 mg/kg/day
(3,789 times the recommended human intravenous dose based on body surface area) during the period of
organogenesis.

6
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8.2 Lactation

Risk Summary

There are no data on the presence of palonosetron in human milk, the effects of palonosetron on the
breastfed infant, or the effects of palonosetron on milk production. The developmental and health benefits
of breastfeeding should be considered along with the mother’s clinical need for ALOXI and any potential
adverse effect on the breastfed infant from palonosetron or from the underlying maternal condition.

8.4 Pediatric Use

Chemotherapy-Induced Nausea and Vomiting

Safety and effectiveness of ALOXI injection have been established in pediatric patients aged 1 month to
less than 17 years for the prevention of acute nausea and vomiting associated with initial and repeat
courses of emetogenic cancer chemotherapy, including HEC. Use is supported by a clinical trial where
165 pediatric patients aged 2 months to less than 17 years were randomized to receive a single dose of
ALOXI injection 20 mcg/kg (maximum 1.5 mg) administered as an intravenous infusion 30 minutes prior
to the start of emetogenic chemotherapy /[see Clinical Studies (14.2)]. While this study demonstrated that
pediatric patients require a higher palonosetron dose than adults to prevent chemotherapy-induced nausea
and vomiting, the safety profile is consistent with the established profile in adults /see Adverse Reactions

(6.1)].

Safety and effectiveness of ALOXI in neonates (less than 1 month of age) have not been established.

Postoperative Nausea and Vomiting Studies

Safety and effectiveness have not been established in pediatric patients for prevention of postoperative
nausea and vomiting. Two pediatric trials were performed.

Pediatric Study 1, a dose finding study was conducted to compare two doses of palonosetron, 1 mcg/kg
(maximum 0.075 mg) versus 3 mcg/kg (maximum 0.25 mg). A total of 150 pediatric surgical patients
participated, age range 1 month to less than 17 years. No dose response was observed.

Pediatric Study 2, a multicenter, double-blind, double-dummy, randomized, parallel group, active control,
single-dose non-inferiority study, compared intravenous palonosetron HCI (1 mcg/kg, maximum 0.075
mg) versus intravenous ondansetron. A total of 670 pediatric surgical patients participated, age 30 days to
less than 17 years. The primary efficacy endpoint, Complete Response (CR: no vomiting, no retching, and
no antiemetic rescue medication) during the first 24 hours postoperatively was achieved in 78.2% of
patients in the palonosetron group and 82.7% in the ondansetron group. Given the pre-specified non-
inferiority margin of -10%, the stratum adjusted Mantel-Haenszel statistical non-inferiority confidence
interval for the difference in the primary endpoint, complete response (CR), was [-10.5, 1.7%], therefore
non-inferiority was not demonstrated. Adverse reactions to palonosetron were similar to those reported in
adults.

8.5 Geriatric Use

Of the 1374 adult cancer patients in clinical studies of intravenously administered palonosetron HCI, 316
(23%) were 65 years and over, while 71 (5%) were at least 75 years and over. Of the 1520 adult patients
in clinical studies of intravenously administered palonosetron HCI, 73 (5%) were at least 65 years old /see
Clinical Studies (14.1, 14.3)]. No overall differences in safety or effectiveness were observed between
these subjects and younger subjects, but greater sensitivity in some older individuals cannot be ruled out.
Population pharmacokinetics analysis did not reveal any differences in palonosetron pharmacokinetics
between cancer patients 65 years of age and older compared to younger patients [see Clinical
Pharmacology (12.3)]. No dose adjustment is required for geriatric patients.
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10. OVERDOSAGE
There is no known antidote to palonosetron. Overdose should be managed with supportive care.

Dialysis studies have not been performed, however, due to the large volume of distribution, dialysis is
unlikely to be an effective treatment for palonosetron overdose. A single intravenous dose of
palonosetron HCI at 30 mg/kg (947 and 474 times the human dose for rats and mice, respectively, based
on body surface area) was lethal to rats and mice. The major signs of toxicity were convulsions, gasping,
pallor, cyanosis and collapse.

11. DESCRIPTION

ALOXI (palonosetron hydrochloride) injection contains palonosetron as palonosetron HCI, an antiemetic
and antinauseant agent. It is a serotonin-3 (5-HT3) receptor antagonist with a strong binding affinity for
this receptor. Chemically, palonosetron hydrochloride is: (3aS)-2-[(S)-1-Azabicyclo [2.2.2]oct-3-yl]-
2,3,3a,4,5,6-hexahydro-1-oxo-1Hbenz[de]isoquinoline hydrochloride. The empirical formula is
Ci19H24N20.HCI, with a molecular weight of 332.87. Palonosetron hydrochloride exists as a single isomer

and has the following structural formula:
H
o]
@d !
11
5
HCT

Palonosetron hydrochloride is a white to off-white crystalline powder. It is freely soluble in water,
soluble in propylene glycol, and slightly soluble in ethanol and 2-propanol.

ALOXI injection is a sterile, clear, colorless, non-pyrogenic, isotonic, buffered solution for intravenous
administration. ALOXI injection is available as a 5 mL or 1.5 mL single-dose vial.

Each 5 mL vial contains: 0.25 mg palonosetron (equivalent to 0.28 mg palonosetron HCl), 207.5 mg
mannitol, disodium edetate and citrate buffer in water for intravenous administration.

Each 1.5 mL vial contains: 0.075 mg palonosetron (equivalent to 0.084 mg palonosetron HCI), 62.25 mg
mannitol, disodium edetate and citrate buffer in water for intravenous administration.

The pH of the solution in the 5 mL and 1.5 mL vials is 4.5 to 5.5.

12. CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Palonosetron is a 5-HT3 receptor antagonist with a strong binding affinity for this receptor and little or no
affinity for other receptors.

Cancer chemotherapy may be associated with a high incidence of nausea and vomiting, particularly when
certain agents, such as cisplatin, are used. 5-HTs3 receptors are located on the nerve terminals of the vagus
in the periphery and centrally in the chemoreceptor trigger zone of the area postrema. It is thought that
chemotherapeutic agents produce nausea and vomiting by releasing serotonin from the enterochromaffin
cells of the small intestine and that the released serotonin then activates 5-HT3 receptors located on vagal
afferents to initiate the vomiting reflex.

Postoperative nausea and vomiting is influenced by multiple patient, surgical and anesthesia related
factors and is triggered by release of 5-HT in a cascade of neuronal events involving both the central
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nervous system and the gastrointestinal tract. The 5-HT3 receptor has been demonstrated to selectively
participate in the emetic response.

12.2 Pharmacodynamics

Cardiac Electrophysiology

The effect of intravenous palonosetron on blood pressure, heart rate, and ECG parameters including QTc
were comparable to intravenous ondansetron and dolasetron in CINV clinical trials. In PONV clinical
trials the effect of palonosetron on the QTc interval was no different from placebo. In non-clinical studies
palonosetron possesses the ability to block ion channels involved in ventricular de- and re-polarization
and to prolong action potential duration.

At a dose of 9 times the maximum recommended adult dose, ALOXI injection does not prolong the QT
interval to any clinically relevant extent.

12.3 Pharmacokinetics

After intravenous dosing of palonosetron HCI in healthy subjects and cancer patients, an initial decline in
palonosetron plasma concentrations is followed by a slow elimination from the body. Mean maximum
plasma concentration (Cmax) and area under the concentration-time curve (AUCo-») are generally dose-
proportional over the dose range of 0.3 to 90 mcg/kg in healthy subjects and in cancer patients. Following
a single intravenous dose of palonosetron HCI at 3 mcg/kg (or 0.21 mg/70 kg) to six cancer patients, mean
(£SD) maximum plasma concentration was estimated to be 5630 + 5480 ng/L and mean AUC was 35.8 £+
20.9 hemcg/L.

Following intravenous administration of ALOXI injection 0.25 mg once every other day for 3 doses in 11
cancer patients, the mean increase in plasma palonosetron concentration from Day 1 to Day 5 was
42+34%. Following intravenous administration of ALOXI injection 0.25 mg once daily for 3 days in 12
healthy subjects, the mean (+=SD) increase in plasma palonosetron concentration from Day 1 to Day 3 was
110+45%.

After intravenous dosing of ALOXI injection in patients undergoing surgery (abdominal surgery or
vaginal hysterectomy), the pharmacokinetic characteristics of palonosetron were similar to those observed
in cancer patients.

Distribution

Palonosetron has a volume of distribution of approximately 8.3 + 2.5 L/kg. Approximately 62% of
palonosetron is bound to plasma proteins.

Elimination

After a single intravenous dose of 10 mcg/kg ['*C]-palonosetron, approximately 80% of the dose was
recovered within 144 hours in the urine with palonosetron representing approximately 40% of the
administered dose. In healthy subjects, the total body clearance of palonosetron was 0.160 + 0.035 L/h/kg
and renal clearance was 0.067+ 0.018 L/h/kg. Mean terminal elimination half-life is approximately 40
hours.

Metabolism

Palonosetron is eliminated by multiple routes with approximately 50% metabolized to form two primary
metabolites: N-oxide-palonosetron and 6-S-hydroxy-palonosetron. These metabolites each have less than
1% of the 5-HT3 receptor antagonist activity of palonosetron. /n vitro metabolism studies have suggested
that CYP2D6 and to a lesser extent, CYP3A4 and CYP1A2 are involved in the metabolism of
palonosetron. However, clinical pharmacokinetic parameters are not significantly different between poor
and extensive metabolizers of CYP2D6 substrates.
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Specific Populations

Pediatric Patients

Pharmacokinetic data was obtained from a subset of pediatric cancer patients that received 10 mcg/kg or
20 mcg/kg as a single intravenous dose of ALOXI injection. When the dose was increased from 10
mcg/kg to 20 meg/kg a dose-proportional increase in mean AUC was observed. Peak plasma

concentrations (CT) reported at the end of the 15-minute infusion of 20 mcg/kg were highly variable in all
age groups and tended to be lower in patients less than 6 years than in older patients as shown in Table 4.
The median half-life was 30 hours in overall age groups and ranged from about 20 to 30 hours across age
groups after administration of 20 meg/kg.

The total body clearance (L/h/kg) in patients 12 to 17 years old was similar to that in healthy adults. There
are no apparent differences in volume of distribution when expressed as L/kg.

Table 4: Pharmacokinetics Parameters in Pediatric Cancer Patients following Intravenous Infusion
of 20 mcg/kg ALOXI Injection Over 15 minutes

Pediatric Age Group
2 years 6 years 12 years
a
PK Parameter L2e ssetal:‘z;n to less than to less than to less than
y 6 years 12 years 17 years
N=12 N=42 N=38 N=44
Crb, ng/L 9025 (197) 9414 (252) 16275 (203) 11831 (176)
N=5 N=7 N=10
AUCO—O@,
h-meg/L 103.5 (40.4) 98.7 (47.7) 124.5 (19.1)
N=6 N=14 N=13 N=19
Clearance ©,
Lih/ke 0.31(34.7) 0.23 (51.3) 0.19 (46.8) 0.16 (27.8)
Vss ¢, L/kg 6.08 (36.5) 5.29 (57.8) 6.26 (40.0) 6.20 (29.0)

2 Geometric Mean (CV) except for t1/2 which is median values
b Cris the plasma palonosetron concentration at the end of the 15-minute infusion
¢ Clearance and Vss calculated from 10 and 20 mcg/kg and are weight adjusted

Racial or Ethnic Groups

The pharmacokinetics of palonosetron were characterized in 24 healthy Japanese subjects over an intravenous
dose range of 3 to 90 mcg/kg. Total body clearance was 25% higher in Japanese subjects compared to Whites,
however, this increase is not considered to be clinically meaningful.

Patients with Renal Impairment

Mild to moderate renal impairment does not significantly affect palonosetron pharmacokinetic parameters.
Total systemic exposure increased by approximately 28% in patients with severe renal impairment relative to
healthy subjects. This increase is not considered clinically meaningful.

Patients with Hepatic Impairment

Hepatic impairment does not significantly affect total body clearance of palonosetron compared to the healthy
subjects.

Drug Interaction Studies

In vitro studies indicated that palonosetron is not an inhibitor of CYP1A2, CYP2A6, CYP2B6, CYP2C9,
CYP2D6, CYP2E1 and CYP3A4/5 (CYP2C19 was not investigated) nor does it induce the activity of
CYP1A2, CYP2D6, or CYP3A4/5. Therefore, the potential for clinically significant drug interactions with
palonosetron appears to be low.
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Dexamethasone

Coadministration of 0.25 mg ALOXI injection and 20 mg dexamethasone administered intravenously in
healthy subjects revealed no pharmacokinetic drug-interactions between palonosetron and dexamethasone.

Oral Aprepitant

In an interaction study in healthy subjects where a single 0.25 mg intravenous dose of ALOXI injection was
administered on day 1 and oral aprepitant for 3 days (125 mg/80 mg/80 mg), the pharmacokinetics of
palonosetron were not significantly altered (AUC: no change, Cmax: 15% increase).

Metoclopramide

A study in healthy subjects involving a single 0.75 mg intravenous dose of ALOXI injection and steady state
oral metoclopramide (10 mg four times daily) demonstrated no significant pharmacokinetic interaction.

Corticosteroids, Analgesics, Antiemetics/Antinauseants, Antispasmodics and Anticholinergic Agents

In controlled clinical trials, ALOXI injection has been safely administered with corticosteroids, analgesics,
antiemetics/antinauseants, antispasmodics and anticholinergic agents.

13.  NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

In a 104-week carcinogenicity study in CD-1 mice, animals were treated with oral doses of palonosetron
HClI at 10, 30 and 60 mg/kg/day. Treatment with palonosetron was not tumorigenic. The highest tested
dose produced a systemic exposure to palonosetron (Plasma AUC) of about 150 to 289 times the human
exposure (AUC= 29.8 hemcg/L) at the recommended intravenous dose of 0.25 mg. In a 104-week
carcinogenicity study in Sprague-Dawley rats, male and female rats were treated with oral doses of 15, 30
and 60 mg/kg/day and 15, 45 and 90 mg/kg/day, respectively. The highest doses produced a systemic
exposure to palonosetron (Plasma AUC) of 137 and 308 times the human exposure at the recommended
dose. Treatment with palonosetron produced increased incidences of adrenal benign pheochromocytoma
and combined benign and malignant pheochromocytoma, increased incidences of pancreatic Islet cell
adenoma and combined adenoma and carcinoma and pituitary adenoma in male rats. In female rats, it
produced hepatocellular adenoma and carcinoma and increased the incidences of thyroid C-cell adenoma
and combined adenoma and carcinoma.

Palonosetron was not genotoxic in the Ames test, the Chinese hamster ovarian cell (CHO/HGPRT)
forward mutation test, the ex vivo hepatocyte unscheduled DNA synthesis (UDS) test or the mouse
micronucleus test. It was, however, positive for clastogenic effects in the Chinese hamster ovarian (CHO)
cell chromosomal aberration test.

Palonosetron HCl at oral doses up to 60 mg/kg/day (about 1894 times the recommended human
intravenous dose based on body surface area) was found to have no effect on fertility and reproductive
performance of male and female rats.

14. CLINICAL STUDIES
14.1 Prevention of Nausea and Vomiting Associated with MEC and HEC in Adults

Efficacy of a single intravenous dose of ALOXI injection in preventing acute and delayed nausea and
vomiting associated with MEC or HEC were studied in 4 trials. In these double-blind studies, complete
response rates (no emetic episodes and no rescue medication) and other efficacy parameters were assessed
through at least 120 hours after administration of chemotherapy. The safety and efficacy of ALOXI
injection in repeated courses of chemotherapy was also assessed.
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Moderately Emetogenic Chemotherapy

Two double-blind trials (Study 1 and Study 2) involving 1132 patients compared a single dose of ALOXI
injection with either a single-dose of ondansetron (Study 1) or dolasetron (Study 2) given 30 minutes prior
to MEC, including carboplatin, cisplatin < 50 mg/m?, cyclophosphamide < 1500 mg/m?, doxorubicin > 25
mg/m?, epirubicin, irinotecan, and methotrexate > 250 mg/m?. Concomitant corticosteroids were not
administered prophylactically in Study 1 and were only used by 4 to 6% of patients in Study 2. The
majority of patients in these studies were women (77%), White (65%) and naive to previous
chemotherapy (54%). The mean age was 55 years.

Highly Emetogenic Chemotherapy

A double-blind, dose-ranging trial evaluated the efficacy of a single intravenous dose of ALOXI injection
from 0.3 to 90 mcg/kg (equivalent to < 0.1 mg to 6 mg fixed dose) in 161 chemotherapy-naive adult
cancer patients receiving HEC, either cisplatin > 70 mg/m? or cyclophosphamide > 1100 mg/m?.
Concomitant corticosteroids were not administered prophylactically. Analysis of data from this trial
indicates that 0.25 mg is the lowest effective dose in preventing acute nausea and vomiting associated
with HEC.

A double-blind trial involving 667 patients compared a single intravenous dose of ALOXI injection with a
single intravenous dose of ondansetron (Study 3) given 30 minutes prior to HEC, including cisplatin > 60
mg/m?, cyclophosphamide > 1500 mg/m?, and dacarbazine. Corticosteroids were co-administered
prophylactically before chemotherapy in 67% of patients. Of the 667 patients, 51% were women, 60%
White, and 59% naive to previous chemotherapy. The mean age was 52 years.

Efficacy Results

Studies 1, 2 and 3 show that ALOXI injection was effective in the prevention of nausea and vomiting
associated with initial and repeat courses of MEC and HEC in the acute phase (0 to 24 hours) [Table 5].
Clinical superiority over other 5-HT3 receptor antagonists has not been adequately demonstrated in the
acute phase. In Study 3, efficacy was greater when prophylactic corticosteroids were administered
concomitantly.

Studies 1 and 2 show that ALOXI injection was effective in the prevention of nausea and vomiting

associated with initial and repeat course of MEC in the delayed phase (24 to 120 hours) [Table 6] and
overall phase (0 to 120 hours) [Table 7].
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Table 5: Prevention of Acute Nausea and Vomiting (0 to 24 Hours) in Adults with Nausea and
Vomiting Associated with MEC or HEC in Studies 1, 2 and 3: Complete Response Rates

Chemotherapy

Study

Treatment
Group

% with Complete

Response

p-value ®

Moderately
Emetogenic

ALOXI injection
0.25 mg
intravenously

189

2]
[u—

Ondansetron 32 mg
intravenously

185

69

0.009

ALOXI injection
0.25 mg
intravenously

189

63

Dolasetron 100 mg
intravenously

191

53

NS

Highly

Emetogenic

ALOXI injection
0.25 mg
intravenously

223

59

Ondansetron 32 mg
intravenously

221

57

NS

97.5% Confidence Interval
ALOXI injection minus

Comparator ¢

[2%,23%]
]

[-2%,22% ]
. ——

[-9%, 13% ]
e

21050 5101520253035
Difference in Complete Response Rates

2 Intent-to-treat cohort
b 2-sided Fisher’s exact test. Significance level at 0=0.025.

¢ These studies were designed to show non-inferiority. A lower bound greater than —15% demonstrates non-inferiority between ALOXI
injection and comparator.

Table 6: Prevention of Delayed Nausea and Vomiting (24 to 120 Hours) Associated with MEC in

Adults in Studies 1 and 2: Complete Response Rates

. S
L) @9
3 E Tzl -
= -? E g a e 5 E
8 2 - z |92 %
£ 2 AT £2| 1L
) -4 =
= = =
> S
ALOXI ny ection 189 74
0.25 mg intravenously
1 <0.001
g)zndans.eiron o 185 55
Moderately mg intravenously
Emetogenic injecti
g ALOXI ] ection 189 54
0.25 mg intravenously
2 | Dolasetron 191 39 0.004
100 mg intravenously

97.5% Confidence Interval
ALOXI injection minus

Comparator ¢

[ 8%, 30% ]
f——

[3%,27% ]
|

T T T T T

™
1050 5101520253035
Difference in Complete Response Rates

2 Intent-to-treat cohort

b 2-sided Fisher’s exact test. Significance level at a=0.025.

¢ These studies were designed to show non-inferiority. A lower bound greater than —15% demonstrates non-inferiority between ALOXI

injection and comparator.
4 Ondansetron 32 mg intravenous was used in the clinical trial. Although this dose was used in the trial, it is no longer the currently

recommended dose. Refer to the ondansetron prescribing information for the current recommended dose.
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Table 7: Prevention of Overall Nausea and Vomiting (0 to 120 Hours) Associated with MEC in
Adults in Studies 1 and 2: Complete Response Rates

. z 97.5% Confidence Interval
= - -4 ALOXI injection minus
5 > S a =8| % Comparator
= = £ g = = -4 =
=] 2 = = Z. & =
E 2 e 0 N T
2 = =l =
o )
QO
ALOXI injection i’
. 189 69
0.25 mg intravenously
1 <0.001
Ondanspu on ) 185 50
32 mg intravenously
Moderately . [0%, 24% ]
Enletogenic ALO)(I m_]eCtlon 189 46 ——
0.25 mg intravenously
P
2 0.021 105 0 5 101520253035
Dolasetron ) .
Difference in Complete Response Rates
100 mg intravenously 191 34

2 Intent-to-treat cohort
Y 2-sided Fisher’s exact test. Significance level at 0=0.025.
¢ These studies were designed to show non-inferiority. A lower bound greater than —15% demonstrates non-inferiority between ALOXI and

comparator.
4 Ondansetron 32 mg intravenously was used in the clinical trial. Although this dose was used in the trial, it is no longer the currently

recommended dose. Refer to the ondansetron prescribing information for the current recommended dose.

14.2 Prevention of Nausea and Vomiting Associated with Emetogenic Chemotherapy, Including HEC in
Pediatric Patients

One double-blind, active-controlled clinical trial was conducted in pediatric cancer patients. The total
population (N = 327) had a mean age of 8.3 years (range 2 months to 16.9 years) and were 53% male; and
96% white. Patients were randomized and received a 20 mcg/kg (maximum 1.5 mg) intravenous infusion
of ALOXI injection 30 minutes prior to the start of emetogenic chemotherapy (followed by placebo
infusions 4 and 8 hours after the dose of ALOXI injection) or 0.15 mg/kg of intravenous ondansetron 30
minutes prior to the start of emetogenic chemotherapy (followed by ondansetron 0.15 mg/kg infusions 4
and 8 hours after the first dose of ondansetron, with a maximum total dose of 32 mg). Emetogenic
chemotherapies administered included doxorubicin, cyclophosphamide (<1500 mg/m?), ifosfamide,
cisplatin, dactinomycin, carboplatin, and daunorubicin. Adjuvant corticosteroids, including
dexamethasone, were administered with chemotherapy in 55% of patients.

Complete Response in the acute phase of the first cycle of chemotherapy was defined as no vomiting, no
retching, and no rescue medication in the first 24 hours after starting chemotherapy. Efficacy was based
on demonstrating non-inferiority of intravenous ALOXI injection compared to intravenous ondansetron.
Non-inferiority criteria were met if the lower bound of the 97.5% confidence interval for the difference in
Complete Response rates of intravenous ALOXI injection minus intravenous ondansetron was larger than
-15%. The non-inferiority margin was 15%.
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Efficacy Results

As shown in Table 8, intravenous ALOXI 20 mcg/kg (maximum 1.5 mg) demonstrated non-inferiority to
the active comparator during the 0 to 24-hour time interval.

Table 8: Prevention of Acute Nausea and Vomiting (0 to 24 Hours) Associated with Emetogenic
Chemotherapy in Pediatric Patients: Complete Response Rates

ALOXI injection Ondansetron
20 meg/kg 0.15 mg/kg for 3 Difference [97.5% Confidence Interval]*: ALOXI
intravenously intravenous doses injection minus intravenous Ondansetron Comparator
(N=165) (N=162)
59.4% 58.6% 0.36% [-11.7%, 12.4%)]

2 To adjust for multiplicity of treatment groups, a lower-bound of a 97.5% confidence interval was used to compare to -15%, the

negative value of the non-inferiority margin.

In patients that received ALOXI injection at a lower dose than the recommended dose of 20 mcg/kg, non-
inferiority criteria were not met.

14.3 Prevention of Postoperative Nausea and Vomiting in Adults

In a multicenter, randomized, stratified, double-blind, parallel-group, clinical trial, ALOXI injection was
compared to placebo for PONV in 546 patients undergoing abdominal and gynecological surgery. All
patients received general anesthesia. The trial was conducted predominantly in the US in the out-patient
setting for patients undergoing elective gynecologic or abdominal laparoscopic surgery and stratified at
randomization for the following risk factors: gender, non-smoking status, history of PONV and/or motion
sickness.

Patients were randomized to receive a single dose of ALOXI injection 0.025 mg, 0.050 mg or 0.075 mg or
placebo, each given intravenously immediately prior to induction of anesthesia. Antiemetic activity of was
evaluated during the 0 to 72-hour time period after surgery.

Of the 138 patients treated with ALOXI injection 0.075 mg and evaluated for efficacy, 96% were women;
66% had a history of PONV or motion sickness; 85% were non-smokers. As for race, 63% were White,
20% were Black, 15% were Hispanic, and 1% were Asian. The age of patients ranged from 21 to 74
years, with a mean age of 38years. Three patients were greater than 65 years of age.

Co-primary efficacy measures were Complete Response (CR) defined as no emetic episode and no use of
rescue medication in 0 to 24 hours and 24 to 72 hours postoperatively.

Secondary efficacy endpoints included:

e Complete Response (CR) 0 to 48 hours and 0 to 72 hours
e Complete Control (CC) defined as CR and no more than mild nausea
e Severity of nausea (none, mild, moderate, severe)

The primary hypothesis was that at least one of the three palonosetron doses were superior to placebo.

Complete Response Rates for ALOXI injection 0.075 mg and placebo in this trial are described in the
Table 9.
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Table 9: Prevention of Postoperative Nausea and Vomiting in Adults: Complete Response Rates

ALOXI injection vs Placebo
A | p-value ?
Co-primary Endpoints
Complete Response Rate (0 to 24 hours)

Treatment n/N (%)

ALOXImyection 0.075 | 5,1 3¢ (45 o4 16.8% 0.004
mg intravenously
Placebo 35/135 (25.9%)

Complete Response Rate (24 to 72 hours)
ALOXImjection 0.075 | )1 3¢ (48 6oy 7.8% 0.188
mg intravenously

Placebo 55/135 (40.7%)

2 To reach statistical significance for each co-primary endpoint, the required significance limit for the lowest p-value was p<0.017.
A Difference (%): palonosetron 0.075 mg minus placebo

ALOXI injection as a single dose of 0.075 mg reduced the severity of nausea compared to placebo.
Analyses of other secondary endpoints indicate that ALOXI injection 0.075 mg was numerically better
than placebo, however, statistical significance was not formally demonstrated.

A randomized, double-blind, multicenter, placebo-controlled, dose ranging study was performed to
evaluate ALOXI injection for PONV following abdominal or vaginal hysterectomy. Five intravenous
doses (0.1, 0.3, 1.0, 3.0 and 30 mcg/kg) were evaluated in a total of 381 intent-to-treat patients. The
primary efficacy measure was the proportion of patients with CR in the first 24 hours after recovery from
surgery. The lowest effective dose was ALOXI injection 1 mcg/kg (approximately 0.075 mg) which had
a CR rate of 44% versus 19% for placebo, p=0.004 and significantly reduced the severity of nausea versus
placebo, p=0.009.

16. HOW SUPPLIED/STORAGE AND HANDLING
ALOXIT (palonosetron HCI) injection is supplied as a sterile, clear and colorless solution:

e (.25 mg palonosetron in 5 mL (0.05 mg/mL) in a single-dose vial individually packaged in a carton
(NDC # 69639-103-01).

e 0.075 mg palonosetron in 1.5 mL (0.05 mg/mL) in a s single-dose vial packaged in a carton containing
5 vials (NDC # 69639-103-05).

Storage

e Store at controlled temperature of 20-25°C (68°F—77°F).Excursions permitted to 15-30°C (59-86°F).
e Protect from freezing.
e Protect from light.

17. PATIENT COUNSELING INFORMATION
Advise the patient or caregiver to read the FDA-approved patient labeling (Patient Information).

Hypersensitivity Reactions

Advise patients that hypersensitivity reactions, including anaphylaxis and anaphylactic shock, have been
reported in patients with or without known hypersensitivity to other 5-HT3 receptor antagonists. Advise
patients to seek immediate medical attention if any signs or symptoms of a hypersensitivity reaction occur
with administration of ALOXI injection [see Warnings and Precautions (5.1)].

16
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Serotonin Syndrome

Advise patients of the possibility of serotonin syndrome, especially with concomitant use of ALOXI
injection and another serotonergic agent such as medications to treat depression and migraines. Advise
patients to seek immediate medical attention if the following symptoms occur: changes in mental status,
autonomic instability, neuromuscular symptoms with or without gastrointestinal symptoms /[see Warnings
and Precautions (5.2)].

Manufactured by OSO Biopharmaceuticals, LLC, Albuquerque, NM, USA or Pierre Fabre, Médicament
Production, Idron, Aquitaine, France and Helsinn Birex Pharmaceuticals, Dublin, Ireland

Manufactured for Helsinn Healthcare SA, Switzerland

Distributed by Helsinn Therapeutics (U.S.), Inc. Iselin, NJ 08830 under license of Helsinn Healthcare SA,
Switzerland
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PATIENT INFORMATION
ALOXIle (Ah-lock-see)
(palonosetron HCI)
injection, for intravenous use

Read this Patient Information before you receive ALOXI and each time you receive ALOXI. There may be new
information. This information does not take the place of talking with your doctor about your medical condition or your
treatment.

What is ALOXI?

ALOXIl is a prescription medicine called an “antiemetic.”

ALOXI is used in adults to help prevent the nausea and vomiting that happens:

e right away or later with certain anti-cancer medicines (chemotherapy)

e up to 24 hours while recovering from anesthesia after surgery

ALOXI is used in children 1 month old to less than 17 years of age to help prevent the nausea and vomiting that

happens right away with certain anti-cancer medicines (chemotherapy).

o ltis not known if ALOXI is safe and effective in children less than 1 month old to help prevent nausea and vomiting
after chemotherapy.

¢ ltis not known if ALOXI is safe and effective in children for the prevention of nausea and vomiting while recovering from
anesthesia after surgery.

Who should not receive ALOXI?
Do not receive ALOXI if you are allergic to palonosetron hydrochloride or any of the ingredients in ALOXI. See the end
of this leaflet for a complete list of ingredients in ALOXI.

What should I tell my doctor before receiving ALOXI?

Before receiving ALOXI, tell your doctor about all of your medical conditions, including if you:

¢ have had an allergic reaction to another medicine for nausea or vomiting

e are pregnant or plan to become pregnant. It is not known if ALOXI will harm your unborn baby.

« are breastfeeding or plan to breastfeed. It is not known if ALOXI passes into your breast milk or if it will affect your
baby or your breast mi k. Talk to your doctor about the best way to feed your baby if you will receive ALOXI.

Tell your doctor about all of the medicines you take, including prescription and over-the-counter medicines,

vitamins and herbal supplements.

ALOXI and certain other medicines can affect each other, causing serious side effects.

How will | receive ALOXI?

e ALOXI will be given to you in your vein by intravenous (1.V.) injection.

e ALOXI is usually given about 30 minutes before you receive your anti-cancer medicine (chemotherapy) or right before
anesthesia for surgery.

What are the possible side effects of ALOXI?
ALOXI may cause serious side effects, including:
o Serious allergic reactions, such as anaphylaxis. Get emergency medical help right away if you get any of the
following symptoms.
o hives o swollen face o breathing trouble o chest pain
e Serotonin Syndrome. A possible life threatening problem called serotonin syndrome can happen with medicines
called 5-HT3 receptor antagonists, including ALOXI, especially when used with medicines used to treat
depression and migraine headaches called serotonin reuptake inhibitors (SSRIs), serotonin and norepinephrine
reuptake inhibitors (SNRIs), monoamine oxidase inhibitors (MAQIs) and certain other medicines. Tell your doctor
or nurse right away if you have any of the following symptoms of serotonin syndrome:

o agitation, seeing things that are not there o fast heartbeat or unusual and frequent changes in
(hallucinations), confusion, or coma your blood pressure
o dizziness, sweating, flushing, or fever o tremors, stiff muscles, muscle twitching, overactive
reflexes, or loss of coordination
o seizures o nhausea, vomiting, or diarrhea

The most common side effects in adults who receive ALOXI to help prevent nausea and vomiting that happens with
certain anti-cancer medicine (chemotherapy) include: headache and constipation.

The most common side effects in adults who receive ALOXI to help prevent nausea and vomiting that happens while
recovering from anesthesia after surgery include: serious or life-threatening heart rhythm changes (QT prolongation),
slow heartbeat, headache, and constipation.

These are not all the possible side effects from ALOXI.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.
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General information about the safe and effective use of ALOXI.

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information leaflet. You
can ask your doctor or pharmacist for information about ALOXI that is written for health professionals.

What are the ingredients in ALOXI?
Active ingredient: palonosetron hydrochloride
Inactive ingredients: mannitol, disodium edetate, and citrate buffer in water

Mfd by OSO Biopharmaceuticals, LLC, A buquerque, NM, USA or Pierre Fabre, Médicament Production, Idron, Aquitaine, France and Helsinn Birex
Pharmaceuticals, Dublin, Ireland Mfd for Helsinn Healthcare SA, Switzerland

Distributed by Helsinn Therapeutics (U.S.), Inc. Iselin, NJ 08830 under license of Helsinn Healthcare SA, Switzerland

ALOXI® is a registered trademark of Helsinn Healthcare, SA, Lugano, Switzerland
For more information, go to www.ALOXI.com or call 1-844-357-4668.

This Patient Information has been approved by the U.S. Food and Drug Administration Revised: 04/2020
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o Ly HIE

o T : AST KON/ X% ALT @ 5., AFEes# L5

o RE RSV Y AIMIE, BRI,

o HREHR : REMED F .

o IPLERR : RHUR, MEREEERE

o WRHRR : IREA.

TR O FiR 5

KRB Oa & b u UHEERE SR SN EWERA 2 L FIRT. 2D OEIRE HRBICHE SH - BE ORBR R0, &
T L b OFRBURRE & eI CHENT 2 2 &0, RAIE ORRBEMRZ M5 2 LIX T 70,
o IBWUERE ¢ ML IREE, SUE SO, JEIRVEIE, RLBE, % O5FEEE, BB, FHE, 7T 747X —ROTF I TF v —va vy
R [BER N EoE (5.1) 2] .
o TEHHAISUS ¢ ABUR, BEEE, RPN QYRR L

M EER

e h=EEE

T b= UEGERE REHORREZ L, BAMRR R E K ORRIER 2 &) 23, S-HT ZA MRS & I v b = 2 B A Z P 5
(SSRI) KOt wm k=« /L7 KLF VU U HRVIALMRER (SNRD) ZZLHETHMotr = FE##EE Ot AZICRES LTS,
tr F = UEREBORBIUCOWTE=X U 735, JERDEE LG, ALOXI O G2 Rk U, SCRREIEEZ AT 2 [ ZA4R O F
DR (5.2) 2] .

REREREETHRE~OHRSE

YR

U A7 DI

I A%t e Liz8m /& b a UIERIER SIS+ 57— 2 138 o n Tk b9, HAREDO Y A7 ZRHTH 5.

e MO AGRBR T, SERIICT v RO DY RI2ET 5 b RN G OHESE &0 2 2k 1894 15 K U 3789 5D & T
Sm /b R A R O RG LTSRR, IR - IRIRIE AT DB bR o T [T F S

YRR DX RBHFNR D BEERLEREHE R OMEOHEEE ) A7 3AHATH S, TNTOEIRICENT, SEREE, MR UIZ O
BEREROEFY 27 BAAAET 5. KEO—fREF THRICRE SN ERICH T 2 BER S RRFE R OREOHEE =Y 2 71%, Zn
I 2%~4% R 15%~20% T 5.

F—4

oy — 5

TP AR T, SEEEOICIER T v MoSe & b e UIEBE A ROK 60 mgkg/ H (RRHAHEE Tt MR 5 OHEREH 0 1894
%) ORETROEE LZEA, H50IRMMHEY Ik 60 mgke/H (KR EEHE T MFIRNE G- OHESE & o 3789 %) O R TR
5 L7856, I BIERAEICKHT2EETRD N7,

B

U 22 DEXY

E hOFRE~OR ) T h R OB, Sr e U SLRICRIETRE, ROVSE )t ke U LA RIET B T 5 T —
LT, BRI L TE, ZOREROERE EORRXT v b e &b, #AMICBT 5 ALOXI ORI, Wic e 2
T kR OB SERER RS ELIR I RIS B FTRENE 2 B 2 &

NE~DFEE-

BRI AL 5 L - WEM:

HEC % & T O 28 AL FFRIE ORI E e OB 512 L 2 2 oL - g0 TR & LT, £k 1 4 AL E 17 RO/ NN B I3
% ALOXI FEHHE DLV e OB BIPENHESL STV A, ZOfIE, 4% 2 » AL E 17 RmO/NEBE 1654 % 7 2k L, ek
SEREBR AR 304X AT ALOXT P 20 pg/kg (el 1.5 mg) & BRI & U CIG- T D BRRERIC X - CTHRAAT T2 [k

Reference ID : 458815 4



(14.2) 247 . ZORBRTIE, DAREEIS U BSABRIEICHE D B - g2 T 570 A LV @mOHED e /& Fo U3
ThdDIEWNREINTZD, BRET a7 7 A MIBACBONTHNLIN WD T a7 7 A VE—F LTS LAIEH 6.1) 2/ .

AW (£ 1 » ARG 1I2B81F 5 ALOXI D22 M OVERWEITREST L Tuvgun

e DEL - NEIEEER
NEBFITI T Dt DEL - RO PRI 2 2R O IMEIEHESL LT, ANE &5 s Uiz 2 508e 320 L7z,

NEEER 1T, Se kb 1pgkg (K 0.075mg) & 3pgkg (K 025mg) @2 2O M &% T 5 HERERRAIThi. 4
# 1 AU E 1T EREO/NAAEEE 150 0350 Lic. AEKGHIZERS bhviehroT-.

NEERBR 21%, S /b b o CHERBEOBEIRNE S (1 pgkg, &K 0.075mg) A2 F ot b o s OFIRNES & el L= Sl dtE,
TEER, WATEERHLEE, F7VE—, Traab, FEHER, HERGIESMHERRE Uz, E% 30 HLLE 17 @A o/ NEAMVRHEST 670 44
MBI LT, AN FEIFHE H Th 514 24 RN OS2 &M= (CR : g2 L, Teho&72 L, flHa@Es L) 1%, Se/ kb
o UEEOBED 782%, A F e hua U HOBED 82.7% Th otz FANIHE LToIELME~—T 0 %2-10%E Lz L &, ZEFMEA CH
5 5ERMEE (CR) DZEDEFFEF 7 Mantel-Haenszel #FHFHIIELMEEXENIL [-10.5,1.7%] Tholoio®, FFELHMETRINRNoT.

Sa /Y ha AT L HEWERE, A THAE SNZEITER S IFIER L Th o 7.

85 mEBE~ORE
v/ b a R OFIRNE G- OBRRRBRICSIN LR AR ARE 1374405 5, 3164 (23%) 265l l, 714 (5%) #% 75 mkLh
EThotz. Nm ' b o UERBEOBIRN S OB RERIZI T 2 ANBE 1520609 5, 734 (5%) 28 65 kbl ECTh o7 [
(14.1, 14.3) M) . 2N HORBRTIX, mEHERE & FEWRE & ORI TREME K OF IS RN EITRO LR T20, —Eo
RS TR R F D PRI E CE Ao, RHEMSEMEhREMRNT T, 65kl LOM AR & 65 I8RO N ABE & ORIZ, e
V& b a v OIRWEEO ER TR ot [EZERE (12.3) 247 . EEnBE kT 2 HEREIEIAETH B,

10 EERL
S|/ ha AR . R IR L > CTEELT S 2 L.

BRI EM S TORVD, SRR KR E W, B/ a /& o v OB Gk U CERIEIE L 72 5 ATy, <a
7 b R 30 mgkg (T PEROW D ACK LT, RERHEHRE CE NHEOZNEN 947 (5RO 474 (%) OHEEFRIRNE S, 7 v
MR O~ D ATk UCTEBEE CTh o 72, FEREEMEEL, &8, Hx X, BH, 77/ —BRMEMTH-o 7.

11 AERE - R
ALOXI (/Rm /& b UHEme) ESHsE, #En - SIESEAIch L\ n s e dSn e b UHREE L LTEATS. ke h=r
DY T H AT 3 (5-HT3) ZHEMBITH L THRWESBRIMEZ RO TH L. Sr /& b e IR OLF415(328)-2-[(S)-1-Azabicyclo
[2.2.2]oct-3-y1]-2,3,3a,4,5,6-hexahydro-1-oxo-1 Hbenz[de]isoquinoline hydrochloride, {b2%: % CoHuN,O.HCl, 73 7 H1% 332.87 THhD. "1 /&
b R ITE O BERTH Y, FEEIILUITO LB THS.

R b R A~ K ORI OB TH S, AICETRTL, TRELY 7Y a—MIRRRETRT <, T8 ARG
2-F R ) = TERIFIZ .

ALOXI VEIHEIE, #ARN G- OWEE S 407z B O EEDE % & £ 7o WERMEOREE IR T 5. ALOXIIERKEIE S mL X% 1.5 mL O
BRGNS T A TH 5.

S mLNA TOViE, FRIRNESHRE LT, 2hEhvie /E haer 025 mg (Na /& b UHEEEE 0.28 mg (2FY) , ~ > = h—/L 207.5 mg,
TF METT N Y AR R E R G AT .

LS mL /3o 7, BIRNERKE LT, ThEhie /& her0075mg (e /& bua U 0.084 mg I2f1Y) |, ~>=k—
6225mg, =7 ME_TF U U LROY = UBRRERE GRS D

5mL RN 1.5 mL /3o 7L OO pHAEIL 45~55 Th 5.

12 3KZh3EE

12.1 fEFFF
N at bR R S-HT ZBERETEETH Y, ZOZFRICH L CTRWVEEBIRMEZ R L, thoZHERICH L AT BEFENT E A & XUT
EXG/A

WAALFEIRIEL, FRCY AT T F 0 7p EOREDHF 2 EMN LicGh, Bl - IRz L CHRE T D RN H 2. S-HT ZAEMIT, KA
DREMROMFERIZ, T L TEE LTHRETFOITFZER N VT Y — U AAHET D ALFFRIESNT NGO 7 v A8 i, 5t a b
=UEBIL, BihShiotm b= ATRODHERGEMRED S-HT, Z AR A TSV L S QIR 2 2R S5 2 LT K 0D - IErE 2758
THEEZLNTND.

firte OEL « WRHEDFEHL, (8% DB, Tk OWEM B LI ORF OB A 52T, TR & HLE O ORI 2 75— K
1B 5 5-HT OIEHAG &4 L 78> TV D, S-HT Z A RITIRIRICIRIL LSS 5972 Z LR &N TN D,

Reference ID : 458815 5



12.2

12.3

- YAk

PN [ 1K e e

MNAACEREEICEE D L - EME (CINV) OEEKRRBRICB W T, ME, LK, QTe 2 EDLER/ T A —F T+ 55a /& b U #lke
BHORBY, Ao Z o bar BRI o UBIIRNES SIRIER L TH - 72, I OELL - it (PONV) FEERER T, QTc @I
R BT ) hurOEBICT TR E DOEITRO SRRz, FEERERBRICE VLT, fa /b e D E OB KL Oy R B -
FTHAA T v R L, FOEMEHCN A TR SED 2 LIRS,

BRAITE U THESE S 2 I KR D 9 R D T ALOXT PRSI 2 5 5- LT, BRIRRVICEMO & D% £ T QT B ER Shd 2 &1
AN

B LYY

TR AR O A BT~ Sa /& b a R A SRR 5 U 7o o i ARG I RE 2 TR L. Bem iR (Cpw)
ROV BT AR iR (AUC.) O PHMEIE, RN & B ABRE T Y 03~90 ngkg O A EHIAIZHS W TBBLeRABELIMEEZ R L
7o DA 64012 3 pgkg (BUE 0.21 mg/70 kg) D31 /& b v L HgEetE & BRIERIRN A 5 L 72 # 0 fe i S h P o 44 (+SD) 1%
5630 + 5480 ng/L & HEE 41, AUC O F-HfE1% 35.8 +20.9 hepg/L Th o7z,

75%,@% 11 412 ALOXI 7EH 025 mg Z [ H C 3 [k G- L7 24, THEAS S HA S TomEd Su /& b o VoY L5
RITA2+34% TH o 7=, A 12412 ALOXIVEFHE 025 mg 2 1 B 18], 3 HREFEIRNESG L& 24, 1 HEMS 3 HH £ TomiEd
SRa /e ha UREOFY (#SD) BRI, 110+£45% Th o7z,

FT (P SO E RN 2% 0 72 8E I ALOXUESHR 2§k G- Lic k. 25, "r /& e roIRyhiefertkix, »ABRE
THROLNEZLD LIFIERLE THHoT-.

gaxiiil
Sa % bur OSTERITRS3 2.5 LkgTH D, 230 /¥ b u L ORIC2%ANMEEE A ICHEAT 5.

Pttt

[Cl-/%m /& b1 10 pg/kg BHEFFIRNIE 5%, 70 EOFI80% 23 44T LANIC IR FRICHEIE S =, e /& b a o i3 5 R o 140%
NENL S L7, R IR A8 b o277 U 7 5 2 Z130.160 £ 0.035 Lihvkg, B2 U7 J 2 2130.067 +0.018 L/h/kg T - 7-.
SEHE AR S B A0 T 5

R

s ba i, F50% AR ENT, N-AFH A Roto /whrrbeS-b Rufxin /v haro2o0 B2 REMmE AR L, Hi
ORBENSHEESLD . 2 OB OS-HTyZ A EEFIEMIT L In 2 s DI%RETH 5. invirofHEERTIE, So /& b
2 2 DORHNTIICYP2D6 G- L TV, IRV ACYP3A4L CYPIAZ B L TWA Z LRSS TWS. LvL, CYP2D6IEE D
HHEDMENFE & @O E OM CRKRIEMEINE T A — X ICHEEITRBD bNen o7,

EElEANc il

IR EE

ALOXI &%ﬂﬁ 10 pg/kg X I3 20 pg/kg % HAFRIRN G- S Lz — 3 O/NERABE NS, EyBifeT — 2 8 G607, HE%Z 10 pgkg 75
20 pg/kg ITHIRT 5 &, S AUC 2SI RELBIIIC 5 Uiz, 2 410RT K918, 20 pglkg O 15 S RIEASE T IRFIZ G2 & 7o e o HUfE i
(Cn) 13, a“ATODEwAEMj:% RELOEIRHY, 6 FHAIMOEE T 6 A LO/NREE LY bIRWEIAH -7, 20 ug/kgé&fﬂfzmﬁ
T OO P AE IR AR IR 2R C 30 I Td v, AR IR TH 20 I 22 5 30 IR OGN Cd > 7.

2L E 17 LA FOBFIZBITH2H 27 VT 7 A (Uhke) IFEEERA L IRIER CTH o7z, Lkg TRLEZGA, AT HoRE
X720,

£ 4 DEBABEIC ALOXI R 20 pg/kg & 15 530 CTHRIRNER S LIc Bt OXEWBIE T X —#

AN
2 IR 2R 6 WLl E 12U E
6 FRATH 12 AR 17 IR

PK/RT A =5 *

124 924 384 4 4

Cr° (ng/L) 9025 (197) 9414 (252) 16275 (203) 11831 (176)

54 74 10 4

AUC,., (h-pg/L) 103.5(40.4) | 98.7(47.7) | 124.5(19.1)

64 144 134 194

IIVT TR

(Lihke) 0.31(34.7) 0.23 (51.3) 0.19 (46.8) 0.16 (27.8)

Vss® (L/kg) 6.08 (36.5) 5.29 (57.8) 6.26 (40.0) | 6.20(29.0)

b Crl i 15 43 F’ﬂm&%%& rammaﬁw\m /Jz FRURETHD
c  ZUTTUAKNVss L 10 LO20 pgkg M HHEH L, ﬂgifnﬂ%‘bfc.

NFEXR 13 IR
H AN DR A 24412 %F L T3~90 pg/kg D M EHPH CHARNE G- 21T\, Sa /& ha v OERpEREORMEEZ A L. 257 V77
ANXHARNDFNRHEHANL D 25%FEm D o720, BRNIEBITS 2 VT 7 AEANCERRP 722 BWRILFRO S/,

Reference ID : 458815 6
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13.1

14
14.1

B REE 2
FERE D B PEEIE D BRERERTE N N1 ) & b o OAYENEE T A — X ICEEREEE NITT I L. EEOBEERE RS I, @R
N & Bl U TR A S B SI28% I L 7=, 7272 L, Z OREHIRE B OBINCERR R ERIZRD Hiv/au.,

NFHERE I 2
TRERERR A & s U C, HEREEEN A /  ha v D2E 7 VT 5 ACHB B KFT 2 Liden

Y AE HAEH RER

invitrodBR 5, 281 /& b, CYPIA2, CYP2A6, CYP2B6, CYP2C9, CYP2D6, CYP2E1X UNCYP3A4/5% R4 (CYP2C19I34
FEN TV RY) |, CYPIA2, CYP2D6IFCYP3A4/SOIEMELFHE La 2 RSN, LER- T, e/t by ClliEg EE%RO H
% M E AR o AR & B b,

TG A
TEEERE T 1 A 2 2 20 mg JFFH T T ALOXI FESFHK 0.25 mg & HlRINE 5 U7 Cid, A1 KB AR =AM AERITRRD b
oo,

AEOT LB

TREEERZ ALOXT SN 025 mg & 1 H HICH[EIF RN S L, O77ve2 0 b2 3 HRS (1HH : 125mg, 2HH :80mg, 3 H
H :80mg) L7HEMMHAIERORBRKTIE, ~n /& e OEYEBICH LRI bhvehno7z (AUC : Z{E72 L, Cuu : 15%5
my .

AP FZ IR
BERER IS, ALOXI TESHR 0.75 mg DHFEFFIRN K 5K OEFRETOA P27 77 IR (10mg, 1 H 4[A) #O8E217 723 Cix
BRI RE IR EIZER D SR h o7z,

INFIART R, PR LTI, PR O Y R
R LLEGABR T, ALOXIESHKIZ = VT 3 A7 mA K, SUEHK, $Ek JhinkgE, SRR Oia ) e Rl 5 2 et

FEME R MERBR

DA, BRI, AREEAEENE

CD-1 v U 2% W7z 104 BRIO N AJEIERER TIE, Sm /& b e M4 10, 30 L0060 mgkeg/H DA METROKSG L. ~u /& |k
0O CIRIEREMEZ RS Ao, kEHEICB T \r / hrrofegigEE (EF AUC) 1%, b N OHESEH & 025 mg %
FRIRA G L7 RF OBRFE R (AUC =29.8 hepg/L) DF) 150~289 {51232 L 7=. Sprague-Dawley 7 » k% AV 7= 104 O AR R TIE, 7
v N OREE MEIZZI TR 15, 30 KT 60 mg/kg/H KNS5, 45 K ON90 mgkg/ H O & TRIEL L-., k@fElcBWwW T n /b ros
g (P AUC) (F, b FOHEEM & TR L2 BEa 0 137K U308 5Lz, NSu /& e 05T, o7 v MIEIED
B (o NN oD 8 ARSI B - SRR IR O DR, MRS MR I 0D 8 A S IN-CRRIE LRI D O %6, FIRAEBYEN RO Sz, Mo Z
v O, TR MERRIERCRE RS A U, BRI C M - I - ARG 3 L 7.

AR, Ty == AL =GR (CHO) He( RS IR TR ORRHFHERIERDIETH T dy, =— A X,
F ¥ A == ANLAZ—PIEHHN (CHO/HGPRT) IEZSSRASNER, ex vivo T A EH DNA A% (UDS) #BE, ~ v A/MZRBRO VT
BN ThlEEE 2R &R oTe

v/ ba R E R 60 mg/kg/ B (RREFEHLF Tt MR GRFOHELEA RO 1894 %) OB TRA#ELLTYH, 7y b
e - MEIEITZ IR RE R OVERRE I BN IGR D e o 7z,

23295 =

AT B MEC RO HEC (24 5 Bols - IRHD TB5

43 BRI\ T, MEC X% HEC (5 Qe S OB FEME DL « MR F 55125892 ALOXIT FE4HE O B [BIEFHRN £ 5- O 7 904 2 fist L 7=
LD TEERARBRICENT, sEeflER (EEOREIR UL OHINALEZ L) L ZDMOBNE T A —5 &, (LFRRESRDS 120 R
DRSO EHE L7, k72, EPREDRER 523 5 ALOXI EHHE O 722 Ve R O 2P ST b 3l L 7-.

e L e | ) R

BE 124G E Uiz —EHERRBRO 238k G 1 KO 2) TlX, MEC (WAVRTTF v, VAT TF 0 50mgm’LAF, V7 ok
Z7 7 2 K 1500 mg/m2 A, ¥V 25mgmiil, TEAEY Y, AU T KROA R R LFH— k250 mg/m> BEETe) D 3045
ANCES LC, ALOXILIESHROHEER G- LA 2o hry GBI IRt by @ Br2) ol Lkl arFaxs
oA ROPEERIOHEBGE, 3R 1 T ThP, B2 TIEHRED 4% ~6%M1T- 7. FRBROBEORNL, Ltk (77%) oA AN
(65%) T, WEIALEFERIGHE (54%) Thol-. FHERITSSHTH o7z,

T fE P SR R

CHEER, AERCRR T, (LBREREITTTHEC (AT TF U T0mg/m? UL E(TY 7 vk AT 7 2 N 1100 mg/m?* #8) &3 TV DK
AT 161 4 ZXF51Z, ALOXITEHHK 0.3~90 pug/kg (0.1 mg Aiii~6 mg O E M &ITHY) O HEFHIRNE G- O A2 L7-. =
NFaATaA FOFHOGHRAE GI3Th2R oz, ARBROFER, HECICHE S BRI - iHZ2 PRI T& 58 /& b a v OFARAa %0
X 025mg THDHZ ERRINTZ.

BE 667 & xtG e L THEMRBRTIE, HEC (A7 FF 2 60mg/m?* Ll L, o7 aRAx7 7 3 R 1500 mg/m’ 8 NF NN D &ty
i) @30 ENCHES LT, ALOXIESHE O BEIFIRNTEE G- & A4 & ot b a v OHEEFIRNE S & 2z Lz GRBR3) . BEO 67%I2%)

Reference ID : 458815 7



L, BHRIEORNZaVFaZAT a4 Ra PHEICHRER S Lz, 66740 9 5, 51% et 60%A AN, 59%3iEE AL FRERIEHE T
btz EHERIL 2 ThH o7z,

AR D i

B 1, 2 KO3 005, MEC K ONHEC OP)E & O£ fE 5 Bl - WRECx U, ALOXIIESHE A APER (0~24 B5[E) ([ PRz 2 H
THZEARENT [F5] . o 5S-HT, ZAEEIGHUEKIS T 2 BRAEA T, BV T+ & hie o 7=, Bk 3 <1, LT
I RT A ROTRENOFRRRCA ZMER @ o 7z,

B 1 ROV 205, MEC OWE K OSSR G2 FE S Tl « W23k U, ALOXT ESHE 2 2 (24~120 HERD) [ 6] KR OVEMIRT (0~
120 W5R) [ 7] ICTPHisREAT L2 LR Eniz.

#5: MEC XiX HEC ([Z£E 5 BED - IRHICEIT 5, BB 1, 2 RO 3 ORABEICBIT 28%EFED - IBHOFEL (0~24 ) : s22imf=

s 97.5% 5 H X
2 ¥ T — ¢
‘ﬂﬁq_ . - ?a}ﬁﬁ%‘ mlE | pfE ALOXI VEHHK — %t FRIE
PRIk % (%)
ALOXI EHH# 0.25 mg [ 2%, 23% |
DEIRN RS- 189 81 —
' [erreray 0.009
s 32 mg ORI | 18 o
TR ALOXI {4 0.25 mg [-2%,22% |
DEMRAIE S 189 63 _— —
5 e
FZ& k> 100 mg 7L
DEIRPIEE 5 191 33
ALOXI AR 025 mg | s 9% 1%l
e DR G- iy |
1 3 ’ _ FEZE | os 0 5 101520253035
TR N I Cl N = 2L
32 mg ORI - 221 57 SEEMFIRDE

a Intent-to-treat 2 75— h
b Fisher DEHEMeRME (M) . AEKEEL 0=0.025.
¢ T ORBIIEBIEORIT A BN Lo, FIRA-15%% 2 72454, ALOXI MK & HRSE & ORICIEE MR 5D = L 2R LTINS,

Reference ID : 458815 8



K 6: MEC (ZfES Bl - IRHICEES 5, R 1R T 2 ORABE BT 2 BRERL - IBHO TS (24~120 B5ff) : SE2EHIR

\ = 97.5% 54X H
1% . R A P~ pfE® ALOXI -} FR 3 ©
ik % (%)

ALOXI {E4Fif% 0.25 mg 8%, 30% |
DOHRAIE 5 189 I
1 <0.001
EEVEE S N = B
32mg ORS¢ | 1P 5
ik
fren ALOXI 7S 0.25 mg [3%27%1
DRI S 189 >
2 0.004 -'1:5_0 5 101520253035
K7+ hma> 100 mg - .
DR 5 191 39 SERMHENE

a  Intent-to-treat = 45— b

b Fisher O EHeRME (M) . AEKET a=0.025.

¢ THDORBITIEBHEORIES HIL LT, FIER-15%% 48 2 77454, ALOXI MG & IR L OBOEEMRH 5 = LB LTV,
d  ERRBRCIIA X ot br 32 mg ZEIRNE G Lc, ARBRCHM L7z FA R, BUE TIIAEIA Tl . S OHfEDE i
SNWTIE, A F ot b OUFERESRO - L.

R7: AR 1KV 2 ORABE KT SEHMOREL - IBHOFES (0~120 BFRE) : seLdphs

- . sa 97 5%1%1@[2!%1
,ﬁ;}; -, s ER o R | pfE® ALOXI-3} 8 3%
(%)
ALOXI {:4H#% 0.25 mg 189 0 [ 7%, 31% |
DOFRIRM % 5- e
1 <0.001
I S Cal Nl = SN
32 mg OFMRAEE S | 15 %0
%R
etk ALOXI 5% 0.25 mg 189 46 [ 0%, 24% |
DEARN G- —
2 0.021 —_
]\—7—12 ]\ =2 100 mg 191 34 -10-5 0 5 101520253035
PRI SELIHEDE

Intent-to-treat =1 75— k

Fisher O EHEMEERE (FM) . AEKMEIL a=0.025.

NS ORBITIELTEORIEE HAE Lz, FRA-15%% B 7284, ALOXI LRI E ORICIELENRH D Z L 2R L TIN5,
FEREBR TldA > Z ot b r 32 mg A HRINEE S L7z, ABR O Lz RM R, BUE TR & IRV, kFOHEENEIC
DNWTIE, v F ot e sl EEREBRO - L.

a0 o e

Reference ID : 458815 9



14.2

14.3

INRBEITRBT B bEREE (HEC 28T) 1265 Bl « IR0

INRRABE G E Ui CHEER, FEIRHREARRBR B  FE M S s, B (32740) OFEAEImIES 3k (%2, A ~16.9i%) T,
S3%MBYETH Y, 96%PHANTH-T-. BFEET X 2MEL, [EHEMEL2RIE O BIA305 il ALOXTTER 1220 pgkg (e k1.5 mg) % ik
NG GRS (Z20O%, ALOXUESHERO# G2 HARF L OSRI#%IC 7 7 v R 28 5) UMMM LZFRE O B30 R A 2 v
b e 015 mgkg & RN L (2 D%, At a0 15 mg/kgZ a7 5 ARFE L OSRFRIZIZE G- L, HoRkRE b 81332 me)
L7z, (P b2z e LT, REY ALY Y, Y7 ukRA77 3R (1500 mg/m*A&iili) , A RAT77IR, YATIF, ¥UF /)~
VU, ANVKRTTFUROE T I Ve R LT BEDSS%IIXI L, T RAY YRGB a LT axT a A RELRERE L R
L7-.

(EZRFEDORA O A 7 )V OR2MEINZ BT 252 2miilg, (LRPRERAHR2AHLUNICIELZ2 L, Te2&E 2L, HHAER L ER L.
HohElx, A&t e ORI G: & g U CALOXTEFHR OFFIRNE G- N IEL M TH D 2 & OFERRICE D& HE Lz, ALOXIVES
WROFRIRNSR G- & A 2 o' b a v OFIRNE S & ORI O DT S%EFEX B O FIRBS-15%% B2 2856, HELMHERECHEET 5 &
HE LTz, HBPE~— U E15%E LTz,

HEEDKER
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ANNEXI

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

Aloxi 250 micrograms solution for injection.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each ml of solution contains 50 micrograms palonosetron (as hydrochloride).
Each vial of 5 ml of solution contains 250 micrograms palonosetron (as hydrochloride).

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Solution for injection.
Clear, colourless solution.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Aloxi is indicated in adults for:

e the prevention of acute nausea and vomiting associated with highly emetogenic cancer
chemotherapy,

e the prevention of nausea and vomiting associated with moderately emetogenic cancer
chemotherapy.

Aloxi is indicated in paediatric patients 1 month of age and older for:

e the prevention of acute nausea and vomiting associated with highly emetogenic cancer
chemotherapy and prevention of nausea and vomiting associated with moderately emetogenic
cancer chemotherapy.

4.2 Posology and method of administration

Aloxi should be used only before chemotherapy administration. This medicinal product should be
administered by a healthcare professional under appropriate medical supervision.

Posology
Adults

250 micrograms palonosetron administered as a single intravenous bolus approximately 30 minutes
before the start of chemotherapy. Aloxi should be injected over 30 seconds.

The efficacy of Aloxi in the prevention of nausea and vomiting induced by highly emetogenic
chemotherapy may be enhanced by the addition of a corticosteroid administered prior to
chemotherapy.

Elderly people

No dose adjustment is necessary for the elderly.



Paediatric population

Children and Adolescents (aged 1 month to 17 years):

20 micrograms/kg (the maximum total dose should not exceed 1500 micrograms) palonosetron
administered as a single 15 minute intravenous infusion beginning approximately 30 minutes before
the start of chemotherapy.

The safety and efficacy of Aloxi in children aged less than 1 month have not been established. No
data are available. There are limited data on the use of Aloxi in the prevention of nausea and vomiting
in children under 2 years of age.

Hepatic impairment
No dose adjustment is necessary for patients with impaired hepatic function.
Renal impairment

No dose adjustment is necessary for patients with impaired renal function.
No data are available for patients with end stage renal disease undergoing haemodialysis.

Method of administration
For intravenous use.

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

As palonosetron may increase large bowel transit time, patients with a history of constipation or signs
of subacute intestinal obstruction should be monitored following administration. Two cases of
constipation with faecal impaction requiring hospitalisation have been reported in association with
palonosetron 750 micrograms.

At all dose levels tested, palonosetron did not induce clinically relevant prolongation of the QTc
interval. A specific thorough QT/QTc study was conducted in healthy volunteers for definitive data
demonstrating the effect of palonosetron on QT/QTc (see section 5.1).

However, as for other 5-HT; antagonists, caution should be exercised in the use of palonosetron in
patients who have or are likely to develop prolongation of the QT interval. These conditions include
patients with a personal or family history of QT prolongation, electrolyte abnormalities, congestive
heart failure, bradyarrhythmias, conduction disturbances and in patients taking anti-arrhythmic agents
or other medicinal products that lead to QT prolongation or electrolyte abnormalities. Hypokalemia
and hypomagnesemia should be corrected prior to 5-HTs-antagonist administration.

There have been reports of serotonin syndrome with the use of 5-HT; antagonists either alone or in
combination with other serotonergic drugs (including selective serotonin reuptake inhibitors (SSRI)
and serotonin noradrenaline reuptake inhibitors (SNRIs). Appropriate observation of patients for
serotonin syndrome-like symptoms is advised.

Aloxi should not be used to prevent or treat nausea and vomiting in the days following chemotherapy
if not associated with another chemotherapy administration.



This medicinal product contains less than 1 mmol sodium (23 mg) per vial, i.e. essentially ‘sodium-
free’.

4.5 Interaction with other medicinal products and other forms of interaction

Palonosetron is mainly metabolised by CYP2D6, with minor contribution by CYP3A4 and CYP1A2
isoenzymes. Based on in vitro studies, palonosetron does not inhibit or induce cytochrome P450
isoenzyme at clinically relevant concentrations.

Chemotherapeutic agents
In preclinical studies, palonosetron did not inhibit the antitumour activity of the five chemotherapeutic
agents tested (cisplatin, cyclophosphamide, cytarabine, doxorubicin and mitomycin C).

Metoclopramide

In a clinical study, no significant pharmacokinetic interaction was shown between a single
intravenous dose of palonosetron and steady state concentration of oral metoclopramide, which is a
CYP2D6 inhibitor.

CYP2D6 inducers and inhibitors

In a population pharmacokinetic analysis, it has been shown that there was no significant effect on
palonosetron clearance when co-administered with CYP2D6 inducers (dexamethasone and
rifampicin) and inhibitors (including amiodarone, celecoxib, chlorpromazine, cimetidine, doxorubicin,
fluoxetine, haloperidol, paroxetine, quinidine, ranitidine, ritonavir, sertraline or terbinafine).

Corticosteroids
Palonosetron has been administered safely with corticosteroids.

Serotonergic Drugs (e.g. SSRIs and SNRIs)
There have been reports of serotonin syndrome following concomitant use of 5-HT;
antagonists and other serotonergic drugs (including SSRIs and SNRIs).

Other medicinal products
Palonosetron has been administered safely with analgesics, antiemetic/antinauseants, antispasmodics
and anticholinergic medicinal products.

4.6 Fertility, pregnancy and lactation

Pregnancy

For Palonosetron no clinical data on exposed pregnancies are available. Animal studies do not
indicate direct or indirect harmful effects with respect to pregnancy, embryonal/foetal development,
parturition or postnatal development. Only limited data from animal studies are available regarding
the placental transfer (see section 5.3).

There is no experience of palonosetron in human pregnancy. Therefore, palonosetron should not be
used in pregnant women unless it is considered essential by the physician.

Breast-feeding
As there are no data concerning palonosetron excretion in breast milk, breast-feeding should be

discontinued during therapy.

Fertility
There are no data concerning the effect of palonosetron on fertility.



4.7 Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed.
Since palonosetron may induce dizziness, somnolence or fatigue, patients should be cautioned when
driving or operating machines.

4.8 Undesirable effects

In clinical studies in adults at a dose of 250 micrograms (total 633 patients) the most frequently
observed adverse reactions, at least possibly related to Aloxi, were headache (9 %) and constipation
(5 %).

In the clinical studies the following adverse reactions (ARs) were observed as possibly or probably
related to Aloxi. These were classified as common (>1/100 to <1/10) or uncommon (>1/1,000 to
<1/100). Very rare (<1/10,000) adverse reactions were reported post-marketing.

Within each frequency grouping, adverse reactions are presented below in order of decreasing
seriousness.



System organ class Common ARs Uncommon ARs Very rare ARs°®
(=1/100 to<1/10) | (=1/1,000 to <1/100) (<1/10,000)
Immune system disorders Hypersensitivity,
anaphylaxis,
anaphylactic/
anaphylactoid reactions
and shock
Metabolism and nutrition Hyperkalaemia, metabolic
disorders disorders, hypocalcaemia,
hypokalaemia, anorexia,
hyperglycaemia, appetite
decreased
Psychiatric disorders Anxiety, euphoric mood
Nervous system disorders Hgad@che Somnolence, insomnia,
Dizziness paraesthesia, hypersomnia,
peripheral sensory
neuropathy
Eye disorders Eye irritation, amblyopia
Ear and labyrinth disorders Motion sickness, tinnitus
Cardiac disorders Tachycardia, bradycardia,
extrasystoles, myocardial
ischaemia, sinus
tachycardia, sinus
arrhythmia,
supraventricular
extrasystoles
Vascular disorders Hypotension, hypertension,
vein discolouration, vein
distended
Respiratory, thoracic and Hiccups
mediastinal disorders
Gastrointestinal disorders Constipation Dyspepsia, abdominal pain,
Diarrhoea

abdominal pain upper, dry
mouth, flatulence

Hepatobiliary disorders

Hyperbilirubinaemia

Skin and subcutaneous
tissue disorders

Dermatitis allergic, pruritic
rash

Musculoskeletal and
connective tissue disorders

Arthralgia

Renal and urinary disorders

Urinary retention,
glycosuria

General disorders and
administration site
conditions

Asthenia, pyrexia, fatigue,
feeling hot, influenza like
illness

Injection site reaction*

Investigations

Elevated transaminases-,
electrocardiogram QT
prolonged

° From post-marketing experience




* Includes the following: burning, induration, discomfort and pain

Paediatric population

In paediatric clinical trials for the prevention of nausea and vomiting induced by moderately or highly
emetogenic chemotherapy, 402 patients received a single dose of palonosetron (3, 10 or 20 mcg/kg).
The following common or uncommon adverse reactions were reported for palonosetron, none were
reported at a frequency of >1%.

System organ class Common ARs Uncommon ARs
(=1/100 to<1/10) (=1/1,000 to <1/100)
Nervous system disorders Headache Dizziness, dyskinesia
Cardiac disorders Electrocardiogram QT
prolonged
conduction disorder, sinus
tachycardia
Respiratory, thoracic and Cough, dyspnoea, epistaxis
mediastinal disorders
Skin and subcutaneous tissue Dermatitis allergic, pruritus,
disorders skin disorder, urticaria
General disorders and Pyrexia, infusion site pain,
administration site conditions infusion site reaction, pain

Adverse reactions were evaluated in paediatric patients receiving palonosetron for up to 4
chemotherapy cycles.

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.

Doses of up to 6 mg have been used in adult clinical studies. The highest dose group showed a similar
incidence of adverse reactions compared to the other dose groups and no dose response effects were
observed. In the unlikely event of overdose with Aloxi, this should be managed with supportive care.
Dialysis studies have not been performed, however, due to the large volume of distribution, dialysis is
unlikely to be an effective treatment for Aloxi overdose.

Paediatric population

No case of overdose has been reported in paediatric clinical studies.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antiemetics and antinauseants, serotonin (SHT;) antagonists. ATC code:
A04AA05

Palonosetron is a selective high-affinity receptor antagonist of the SHT}; receptor.




In two randomised, double-blind studies with a total of 1,132 patients receiving moderately
emetogenic chemotherapy that included cisplatin <50 mg/m’, carboplatin, cyclophosphamide

<1,500 mg/m* and doxorubicin >25 mg/m’, palonosetron 250 micrograms and 750 micrograms were
compared with ondansetron 32 mg (half-life 4 hours) or dolasetron 100 mg (half-life 7.3 hours)
administered intravenously on Day 1, without dexamethasone.

In a randomised, double-blind study with a total of 667 patients receiving highly emetogenic
chemotherapy that included cisplatin > 60 mg/m*, cyclophosphamide > 1,500 mg/m” and dacarbazine,
palonosetron 250 micrograms and 750 micrograms were compared with ondansetron 32 mg
administered intravenously on Day 1. Dexamethasone was administered prophylactically before
chemotherapy in 67 % of patients.

The pivotal studies were not designed to assess efficacy of palonosetron in delayed onset nausea and
vomiting. The antiemetic activity was observed during 0-24 hours, 24-120 hours and 0-120 hours.
Results for the studies on moderately emetogenic chemotherapy and for the study on highly
emetogenic chemotherapy are summarised in the following tables.

Palonosetron was non-inferior versus the comparators in the acute phase of emesis both in moderately
and highly emetogenic setting.

Although comparative efficacy of palonosetron in multiple cycles has not been demonstrated in
controlled clinical studies, 875 patients enrolled in the three phase 3 trials continued in an open label
safety study and were treated with palonosetron 750 micrograms for up to 9 additional cycles of
chemotherapy. The overall safety was maintained during all cycles.

Table 1: Percentage of patients * responding by treatment group and phase in the Moderately
Emetogenic Chemotherapy study versus ondansetron

Aloxi Ondansetron
250 micrograms 32 milligrams
(n=189) (n=185) Delta
% % %
Complete Response (No Emesis and No Rescue Medication) 97.5 % CI"

0 — 24 hours 81.0 68.6 12.4 [1.8 %, 22.8 %]
24 — 120 hours 74.1 55.1 19.0 [7.5 %, 30.3 %]
0 — 120 hours 69.3 50.3 19.0 [7.4 %, 30.7 %]

Complete Control (Complete Response and No More Than Mild Nausea) p-value®

0 — 24 hours 76.2 65.4 10.8 NS
24 — 120 hours 66.7 50.3 16.4 0.001
0 — 120 hours 63.0 44.9 18.1 0.001

No Nausea (Likert Scale) p-value®

0 — 24 hours 60.3 56.8 3.5 NS
24 — 120 hours 51.9 39.5 12.4 NS
0 — 120 hours 45.0 36.2 8.8 NS

Intent-to-treat cohort.

The study was designed to show non-inferiority. A lower bound greater than —15 % demonstrates
non-inferiority between Aloxi and comparator.

Chi-square test. Significance level at 0=0.05.



Table 2: Percentage of patients* responding by treatment group and phase in the Moderately
Emetogenic Chemotherapy study versus dolasetron
Aloxi Dolasetron
250 micrograms 100 milligrams
(n=185) (n=191) Delta
% % %
Complete Response (No Emesis and No Rescue Medication) 97.5 % CI"
0 — 24 hours 63.0 52.9 10.1 [-1.7 %, 21.9 %]
24 — 120 hours 54.0 38.7 153 [3.4 %, 27.1 %]
0 — 120 hours 46.0 34.0 12.0 [0.3 %, 23.7 %]
Complete Control (Complete Response and No More Than Mild Nausea) p-value®
0 — 24 hours 57.1 47.6 9.5 NS
24 — 120 hours 48.1 36.1 12.0 0.018
0 — 120 hours 41.8 30.9 10.9 0.027
No Nausea (Likert Scale) p-value®
0 — 24 hours 48.7 414 7.3 NS
24 — 120 hours 41.8 26.2 15.6 0.001
0 — 120 hours 339 22.5 11.4 0.014

a

b

Intent-to-treat cohort.

non-inferiority between Aloxi and comparator.
Chi-square test. Significance level at 0=0.05.

The study was designed to show non-inferiority. A lower bound greater than —15 % demonstrates



Table 3:  Percentage of patients * responding by treatment group and phase in the Highly
Emetogenic Chemotherapy study versus ondansetron
Aloxi Ondansetron
250 micrograms 32 milligrams
(n=223) (n=221) Delta
% % %
Complete Response (No Emesis and No Rescue Medication) 97.5 % CI"

0 — 24 hours 59.2 57.0 2.2 [-8.8 %, 13.1 %]
24 — 120 hours 45.3 38.9 6.4 [4.6 %, 17.3 %]
0 — 120 hours 40.8 33.0 7.8 [-2.9 %, 18.5 %]

Complete Control (Complete Response and No More Than Mild Nausea) p-value*

0 — 24 hours 56.5 51.6 4.9 NS
24 — 120 hours 40.8 353 5.5 NS
0 — 120 hours 37.7 29.0 8.7 NS

No Nausea (Likert Scale) p-value®

0 — 24 hours 53.8 49.3 4.5 NS
24 — 120 hours 354 32.1 33 NS
0 — 120 hours 33.6 32.1 1.5 NS

Intent-to-treat cohort.

The study was designed to show non-inferiority. A lower bound greater than —15 % demonstrates
non-inferiority between Aloxi and comparator.

Chi-square test. Significance level at a=0.05.

The effect of palonosetron on blood pressure, heart rate, and ECG parameters including QTc¢ were
comparable to ondansetron and dolasetron in CINV clinical studies. In non-clinical studies
palonosetron possesses the ability to block ion channels involved in ventricular de- and re-polarisation
and to prolong action potential duration.

The effect of palonosetron on QTc interval was evaluated in a double blind, randomised, parallel,
placebo and positive (moxifloxacin) controlled trial in adult men and women. The objective was to
evaluate the ECG effects of [V administered palonosetron at single doses of 0.25, 0.75 or 2.25 mg in
221 healthy subjects. The study demonstrated no effect on QT/QTc interval duration as well as any
other ECG interval at doses up to 2.25 mg. No clinically significant changes were shown on heart
rate, atrioventricular (AV) conduction and cardiac repolarisation.

Paediatric population

Prevention of Chemotherapy Induced Nausea and Vomiting (CINV):

The safety and efficacy of Palonosetron i.v at single doses of 3 pg/kg and 10 pg/kg was investigated
in the first clinical study in 72 patients in the following age groups, >28 days to 23 months (12
patients), 2 to 11 years (31 patients), and 12 to 17 years of age (29 patients), receiving highly or
moderately emetogenic chemotherapy. No safety concerns were raised at either dose level. The
primary efficacy variable was the proportion of patients with a complete response (CR, defined as no
emetic episode and no rescue medication) during the first 24 hours after the start of chemotherapy
administration. Efficacy after palonosetron 10 pug/kg compared to palonosetron 3ug/kg was 54.1%
and 37.1% respectively.

The efficacy of Aloxi for the prevention of chemotherapy-induced nausea and vomiting in paediatric
cancer patients was demonstrated in a second non-inferiority pivotal trial comparing a single
intravenous infusion of palonosetron versus an i.v. ondansetron regimen. A total of 493 paediatric
patients, aged 64 days to 16.9 years, receiving moderately (69.2%) or highly emetogenic
chemotherapy (30.8%) were treated with palonosetron 10 pg/kg (maximum 0.75 mg), palonosetron
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20 pg/kg (maximum 1.5 mg) or ondansetron (3 x 0.15 mg/kg , maximum total dose 32 mg) 30
minutes prior to the start of emetogenic chemotherapy during Cycle 1. Most patients were non-naive
to chemotherapy (78.5%) across all treatment groups. Emetogenic chemotherapies administered
included doxorubicin, cyclophosphamide (<1500 mg/m?), ifosfamide, cisplatin, dactinomycin,
carboplatin, and daunorubicin. Adjuvant corticosteroids, including dexamethasone, were administered
with chemotherapy in 55% of patients. The primary efficacy endpoint was Complete Response in the
acute phase of the first cycle of chemotherapy, defined as no vomiting, no retching, and no rescue
medication in the first 24 hours after starting chemotherapy. Efficacy was based on demonstrating
non-inferiority of intravenous palonosetron compared to intravenous ondansetron. Non-inferiority
criteria were met if the lower bound of the 97.5% confidence interval for the difference in Complete
Response rates of intravenous palonosetron minus intravenous ondansetron was larger than -15%. In
the palonosetron 10 pug/kg, 20 ng/kg and ondansetron groups, the proportion of patients with CRg 41,
was 54.2%, 59.4% and 58.6%. Since the 97.5% confidence interval (stratum adjusted Mantel-
Haenszel test) of the difference in CRy.,4, between palonosetron 20 pg/kg and ondansetron was [-
11.7%, 12.4%], the 20 pg/kg palonosetron dose demonstrated non-inferiority to ondansetron.

While this study demonstrated that paediatric patients require a higher palonosetron dose than adults
to prevent chemotherapy-induced nausea and vomiting, the safety profile is consistent with the
established profile in adults (see section 4.8). Pharmacokinetic information is provided in section 5.2.

Prevention of Post Operative Nausea and Vomiting (PONV):

Two paediatric trials were performed. The safety and efficacy of Palonosetron i.v at single doses of
1ng/kg and 3pg/kg was compared in the first clinical study in 150 patients in the following age
groups, >28 days to 23 months (7 patients), 2 to 11 years (96 patients), and 12 to 16 years of age (47
patients) undergoing elective surgery. No safety concerns were raised in either treatment group. The
proportion of patients without emesis during 0-72 hours post-operatively was similar after
palonosetron 1 pg/kg or 3 pug/kg (88% vs 84%).

The second paediatric,trial was a multicenter, double-blind, double-dummy, randomised, parallel
group, active control, single-dose non-inferiority study, comparing i.v. palonosetron (1 pg/kg, max
0.075 mg) versus 1.V. ondansetron. A total of 670 paediatric surgical patients participated, age 30
days to 16.9 years. The primary efficacy endpoint, Complete Response (CR: no vomiting, no retching,
and no antiemetic rescue medication) during the first 24 hours postoperatively was achieved in 78.2%
of patients in the palonosetron group and 82.7% in the ondansetron group. Given the pre-specified
non-inferiority margin of -10%, the stratum adjusted Mantel-Haenszel statistical non-inferiority
confidence interval for the difference in the primary endpoint, complete response (CR), was [-10.5,
1.7%], therefore non-inferiority was not demonstrated. No new safety concerns were raised in either
treatment group.

Please see section 4.2 for information on paediatric use.

5.2 Pharmacokinetic properties

Absorption
Following intravenous administration, an initial decline in plasma concentrations is followed by slow

elimination from the body with a mean terminal elimination half-life of approximately 40 hours.
Mean maximum plasma concentration (Cy,.x) and area under the concentration-time curve (AUC0-0)
are generally dose-proportional over the dose range of 0.3—90 ng/kg in healthy subjects and in cancer
patients.

Following intravenous administration of palonosetron 0.25 mg once every other day for 3 doses in 11
testicular cancer patients, the mean (= SD) increase in plasma concentration from Day 1 to Day 5 was
42 + 34 %. After intravenous administration of palonosetron 0.25 mg once daily for 3 days in 12
healthy subjects, the mean (+ SD) increase in plasma palonosetron concentration from Day 1 to Day 3
was 110 + 45 %.
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Pharmacokinetic simulations indicate that the overall exposure (AUCO0-) of 0.25 mg intravenous
palonosetron administered once daily for 3 consecutive days was similar to a single intravenous dose
of 0.75 mg, although C,,,, of the 0.75 mg single dose was higher.

Distribution
Palonosetron at the recommended dose is widely distributed in the body with a volume of distribution
of approximately 6.9 to 7.9 I/kg. Approximately 62 % of palonosetron is bound to plasma proteins.

Biotransformation

Palonosetron is eliminated by dual route, about 40 % eliminated through the kidney and with
approximately 50 % metabolised to form two primary metabolites, which have less than 1 % of the
5HT; receptor antagonist activity of palonosetron. /n vitro metabolism studies have shown that
CYP2D6 and to a lesser extent, CYP3A4 and CYP1A2 isoenzymes are involved in the metabolism of
palonosetron. However, clinical pharmacokinetic parameters are not significantly different between
poor and extensive metabolisers of CYP2D6 substrates. Palonosetron does not inhibit or induce
cytochrome P450 isoenzymes at clinically relevant concentrations.

Elimination

After a single intravenous dose of 10 micrograms/kg ['*C]-palonosetron, approximately 80 % of the
dose was recovered within 144 hours in the urine with palonosetron representing approximately 40 %
of the administered dose, as unchanged active substance. After a single intravenous bolus
administration in healthy subjects the total body clearance of palonosetron was 173 + 73 ml/min and
renal clearance was 53 £ 29 ml/min. The low total body clearance and large volume of distribution
resulted in a terminal elimination half-life in plasma of approximately 40 hours. Ten percent of
patients have a mean terminal elimination half-life greater than 100 hours.

Pharmacokinetics in special populations

Elderly people
Age does not affect the pharmacokinetics of palonosetron. No dosage adjustment is necessary in
elderly patients.

Gender
Gender does not affect the pharmacokinetics of palonosetron. No dosage adjustment is necessary
based on gender.

Paediatric population

Single-dose i.v. Aloxi pharmacokinetic data was obtained from a subset of paediatric cancer patients
(n=280) that received 10 pg/kg or 20 pug/kg. When the dose was increased from10 pg/kg to 20 ug/kg
a dose-proportional increase in mean AUC was observed. Following single dose intravenous infusion
of Aloxi 20 pg/kg, peak plasma concentrations (Cr) reported at the end of the 15 minute infusion were
highly variable in all age groups and tended to be lower in patients < 6 years than in older paediatric
patients. Median half-life was 29.5 hours in overall age groups and ranged from about 20 to 30 hours
across age groups after administration of 20 pg/kg.

The total body clearance (L/h/kg) in patients 12 to 17 years old was similar to that in healthy adults.
There are no apparent differences in volume of distribution when expressed as L/kg.
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Table 4: Pharmacokinetic Parameters in Paediatric Cancer Patients following intravenous
infusion of Aloxi at 20 pg/kg over 15 min and in Adult Cancer Patients receiving 3 and 10 ug/kg
palonosetron doses via intravenous bolus.

Adults Cancer

Paediatric Cancer Patients” . b
Patients

<2y |2to<6y [6to<12 |12to<17 3.0 10 pg/kg

y y pg/kg
N= N=5 N=7 | N=10 | N=6 N=5
AUC,..., h-ug/L 69.0 1035 | 98.7 1245 358 818
49.5) | 40.4) | @717 | (19.1) | 209) | (23.9
b hours 24.0 28 233 305 >6.4 49.8

(5.81) | (14.4)

N=6 N=14 N=13 N=19 N=6 N=5

Clearance °, L/h/kg 0.31 0.23 0.19 0.16 0.10 0.13
(34.7) (51.3) (46.8) (27.8) (0.04) (0.05)
Volume of distribution “ ¢, L/kg 6.08 5.29 6.26 6.20 7.91 9.56

(36.5) | (57.8) | (40.0) | (29.0) | (2.53) | (4.21)

*PK parameters expressed as Geometric Mean (CV) except for Ty, which is median.
°PK parameters expressed as Arithmetic mean (SD)
¢ Clearance and Volume of distribution in paediatric patients were calculated weight-adjusted from both 10 ug
/kg and 20 pg /kg dose groups combined. In adults, different dose levels are indicated in column title.
Vss is reported for paediatric cancer patients, whereas Vz is reported for adult cancer patients.

Renal impairment

Mild to moderate renal impairment does not significantly affect palonosetron pharmacokinetic
parameters. Severe renal impairment reduces renal clearance, however total body clearance in these
patients is similar to healthy subjects. No dosage adjustment is necessary in patients with renal
insufficiency. No pharmacokinetic data in haemodialysis patients are available.

Hepatic impairment

Hepatic impairment does not significantly affect total body clearance of palonosetron compared to the
healthy subjects. While the terminal elimination half-life and mean systemic exposure of palonosetron
is increased in the subjects with severe hepatic impairment, this does not warrant dose reduction.

5.3 Preclinical safety data

Effects in non-clinical studies were observed only at exposures considered sufficiently in excess of
the maximum human exposure indicating little relevance to clinical use.

Non-clinical studies indicate that palonosetron, only at very high concentrations, may block ion
channels involved in ventricular de- and re-polarisation and prolong action potential duration.

Animal studies do not indicate direct or indirect harmful effects with respect to pregnancy,

embryonal/foetal development, parturition or postnatal development. Only limited data from animal
studies are available regarding the placental transfer (see section 4.6).
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Palonosetron is not mutagenic. High doses of palonosetron (each dose causing at least 30 times the
human therapeutic exposure) applied daily for two years caused an increased rate of liver tumours,
endocrine neoplasms (in thyroid, pituitary, pancreas, adrenal medulla) and skin tumours in rats but not
in mice. The underlying mechanisms are not fully understood, but because of the high doses
employed and since Aloxi is intended for single application in humans, these findings are not
considered relevant for clinical use.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Mannitol

Disodium edetate

Sodium citrate

Citric acid monohydrate

Sodium hydroxide (for pH adjustment)
Hydrochloric acid (for pH adjustment)

Water for injections

6.2 Incompatibilities

This medicinal product must not be mixed with other medicinal products.

6.3 Shelf life

5 years.
Upon opening of the vial, use immediately and discard any unused solution.

6.4  Special precautions for storage
This medicinal product does not require any special storage conditions.
6.5 Nature and contents of container

Type I glass vial with chlorobutyl siliconised rubber stopper and aluminium cap.
Available in packs of 1 vial containing 5 ml of solution.

6.6  Special precautions for disposal

Single use only, any unused solution should be discarded.
Any unused product or waste material should be disposed of in accordance with local requirements.

7. MARKETING AUTHORISATION HOLDER

Helsinn Birex Pharmaceuticals Ltd.
Damastown

Mulhuddart

Dublin 15

Ireland
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8. MARKETING AUTHORISATION NUMBER

EU/1/04/306/001

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 22 March 2005

Date of latest renewal: 23 March 2010

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.eu
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ANNEX II
A. MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

B. CONDITIONS OR RETRICTIONS REGARDING SUPPLY
AND USE

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETNG
AUTHORISATION

D. CONDITIONS OR RETRICTIONS WITH REGARD TO 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

Helsinn Birex Pharmaceuticals Ltd.
Damastown, Mulhuddart, Dublin 15
Ireland

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

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

Aloxi soft capsules: Medicinal product subject to medical prescription.

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 RESTRICTIONSWITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

. Risk Management Plan (RMP)

The MAH shall perform the required 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 submission of a PSUR and the update of a RMP coincide, they can be submitted at the same
time.
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ANNEX IIT

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON

| 1. NAME OF THE MEDICINAL PRODUCT

Aloxi 250 micrograms solution for injection
Palonosetron (as hydrochloride)

| 2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each ml of solution contains 50 micrograms palonosetron (as hydrochloride).
Each vial of 5 ml of solution contains 250 micrograms palonosetron (as hydrochloride).

| 3. LIST OF EXCIPIENTS

Also contains mannitol, disodium edetate, sodium citrate, citric acid monohydrate, water for
injections, sodium hydroxide and hydrochloric acid.

| 4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
1 x 5 ml vial

| 5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use
Intravenous use
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

Helsinn Birex Pharmaceuticals Ltd.
Damastown

Mulhuddart

Dublin 15

Ireland

| 12. MARKETING AUTHORISATION NUMBER(S)

EU/1/04/306/001

| 13. BATCH NUMBER

Lot

| 14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

| 17. UNIQUE IDENTIFIER - 2D BARCODE

<2D barcode carrying the unique identifier included>

| 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC:
SN:
NN:
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL

| 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Aloxi 250 micrograms solution for injection
Palonosetron
IV use

| 2. METHOD OF ADMINISTRATION

Read the package leaflet before use

| 3.  EXPIRY DATE

EXP

| 4. BATCH NUMBER

Lot

| 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

5ml
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B. PACKAGE LEAFLET
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Package leaflet: Information for the user

Aloxi 250 micrograms solution for injection
Palonosetron

Read all of this leaflet carefully before you are given this medicine because it contains important

information for you.

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

e If you have any further questions, ask your doctor or nurse.

e This medicine has been prescribed for you only. Do not pass it on to others.

e Ifyou 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

What Aloxi is and what it is used for

What you need to know before you are given Aloxi
How you are given Aloxi

Possible side effects

How to store Aloxi

Contents of the pack and other information

AN S e

1. What Aloxi is and what it is used for

Aloxi contains the active substance palonosetron. This belongs to a group of medicines called
‘serotonin (5HT3) antagonists’.

Aloxi is used in adults, adolescents and children over one month of age to help stop you feeling or
being sick (nausea and vomiting) when having cancer treatments called chemotherapy.

It works by blocking the action of a chemical called serotonin, which can cause you to feel sick or to
vomit.

2. What you need to know before you are given Aloxi

Do not take Aloxi if:

e you are allergic to palonosetron or any of the other ingredients of this medicine (listed in
section 6).

You will not be given Aloxi if any of the above apply to you. If you are not sure, talk to your doctor

or nurse before you are given this medicine.

Warnings and precautions

Talk to your doctor or nurse before you are given Aloxi if:

e you have a blocked bowel or have had repeated constipation in the past

e you have had heart problems or heart problems run in your family, such as changes in your heart
beat (‘QT prolongation’)

e you have an imbalance of certain minerals in your blood which has not been treated - such as
potassium and magnesium.

If any of the above applies to you (or you are not sure), talk to your doctor or nurse before you are
given Aloxi.
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Other medicines and Aloxi
Tell your doctor or nurse if you are taking, have recently taken or might take any other medicines. In
particular, tell them if you are taking the following medicines:

Medicines for depression or anxiety
Tell your doctor or nurse if you are taking any medicines for depression or anxiety, including:
e medicines called SSRIs (‘selective serotonin reuptake inhibitors’) — such as fluoxetine,
paroxetine, sertraline, fluvoxamine, citalopram, escitalopram
e medicines called SNRIs (‘serotonin noradrenaline reuptake inhibitors’) — such as venlafaxine,
duloxetine (can lead to the development of serotonin syndrome and should be used with caution).

Medicines that can affect your heart beat

Tell your doctor or nurse if you are taking any medicines that affect your heart beat — this is because

they could cause a heart beat problem when taken with Aloxi. This includes:

e medicines for heart problems such as amiodarone, nicardipine, quinidine

e medicines for infections such as moxifloxacin, erythromycin

e medicines for serious mental health problems such as haloperidol, chlorpromazine, quetiapine,
thioridazine

e amedicine for feeling or being sick (nausea and vomiting) called domperidone.

If any of the above applies to you (or you are not sure), talk to your doctor or nurse before taking

Aloxi — this is because these medicines could cause a heart beat problem when taken with Aloxi.

Pregnancy
If you are pregnant or think you might be pregnant, your doctor will not give you Aloxi unless it is
clearly necessary. This is because we do not know if Aloxi may harm the baby.

Ask your doctor or nurse for advice before being given this medicine if you are pregnant or think you
might be.

Breast-feeding
It is not known if Aloxi is found in breast milk.

Ask your doctor or nurse for advice before being given this medicine if you are breast-feeding.

Driving and using machines
You may feel dizzy or tired after being given this medicine. If this happens, do not drive or use any
tools or machines.

Aloxi contains sodium
This medicine contains less than 1 mmol sodium (23 mg) per vial, that is to say essentially ‘sodium-
free’.

3. How you are given Aloxi

Aloxi is normally given by a doctor or nurse.
e You will be given the medicine about 30 minutes before the start of chemotherapy.

Adults
e The recommended dose of Aloxi is 250 micrograms.
e Itis given as an injection into a vein.

Children and young people (aged 1 month to 17 years)
e The doctor will work out the right dose based on bodyweight.

e The maximum dose is 1500 micrograms.
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e Aloxi will be given as a drip (a slow infusion into a vein).

It is not recommended you are given Aloxi in the days following chemotherapy unless you are going
to have another chemotherapy cycle.

If you have any further questions on the use of this medicine, ask your doctor or nurse.

4. Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them.
The following side effects may happen with this medicine:

Serious side effects

Tell your doctor straight away if you notice any of the following serious side effects:

e allergic reaction - the signs may include swelling of the lips, face, tongue or throat, having
difficulty breathing or collapsing, an itchy, lumpy rash (hives). This is very rare: may affect up to
1 in 10,000 people.

Tell your doctor straight away if you notice any of the serious side effects listed above.

Other side effects
Tell your doctor if you notice any of the following side effects:

Adults

Common: may affect up to 1 in 10 people
e headache, feeling dizzy,
e constipation, diarrhoea.

Uncommon: may affect up to 1 in 100 people

change in the colour of the vein and veins becoming larger
feeling happier than usual or feeling anxious

feeling sleepy or trouble sleeping

decrease or loss of appetite

weakness, feeling tired, fever or flu like symptoms
numbness, burning, prickling or tingling sensations on the skin
itchy skin rash

impaired vision or eye irritation

motion sickness

ringing in the ear

hiccups, passing wind (flatulence), dry mouth or indigestion
abdominal (stomach) pain

difficulty passing water (urinating)

joint pain.

Tell your doctor if you notice any of the side effects listed above.

Uncommon side effects shown in tests: may affect up to 1 in 100 people
e high or low blood pressure

abnormal heart rate or lack of blood flow to the heart

abnormally high or low levels of potassium in the blood

high levels of sugar in the blood or sugar in the urine

low levels of calcium in the blood
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e high levels of the pigment bilirubin in the blood
e high levels of certain liver enzymes
e ECG (electrocardiogram) abnormalities (‘QT prolongation’).

Very rare: may affect up to 1 in 10,000 people

e Burning, pain or redness at the injection site

Children and young people

Common: may affect up to 1 in 10 people
e headache.

Uncommon: may affect up to 1 in 100 people
dizziness

jerky body movements

abnormal heart rate

coughing or shortness of breath
nosebleed

itchy skin rash or hives

fever

pain at the site of infusion.

Tell your doctor if you notice any of the side effects listed above.

Reporting of side effects

If you get any side effects, talk to your doctor. 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.

S.

How to store Aloxi

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 vial and carton after ‘EXP’.
The expiry date refers to the last day of that month.

This medicine does not require any special storage conditions.

Single use only, any unused solution should be disposed of.

6.

Contents of the pack and other information

What Aloxi contains

The active substance is palonosetron (as hydrochloride). Each ml of solution contains

50 micrograms palonosetron. Each vial of 5 ml of solution contains 250 micrograms of
palonosetron.

The other ingredients are mannitol, disodium edetate, sodium citrate, citric acid monohydrate,
water for injections, sodium hydroxide and hydrochloric acid.

What Aloxi looks like and contents of the pack

Aloxi solution for injection is a clear, colourless solution and is supplied in a pack of one Type I glass
vial with chlorobutyl siliconised rubber stopper and aluminium cap, which contains 5 ml of the
solution. Each vial contains one dose.

Available in packs of 1 vial containing 5 ml of solution.
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Marketing Authorisation Holder and Manufacturer

Helsinn Birex Pharmaceuticals Ltd.,
Damastown,

Mulhuddart,

Dublin 15,

Ireland.

This leaflet was last revised in

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu
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DIZ, RN Z X5 & U 7285 B ThoroughQT/QTeakf & Fhii L 7= (5.1TEHSMR)

L)L, o5-HT 53K & FERIC, QTHRBIER AR Z L7z 2 L O dh 5 Tk 2§ rlaetto
bDEBRE~DODEREIIZEENLETH D, ZHHDORMICIE, QTHEE, EMERY. 2 -
MDA A, RIRVEARIENR, (s o BRI ST KR 2 473 5 BE I ONCQTIER it
G RE 20 & 2T REIRE IO ERLAZRA L TWABEENREENS, KD
U o AE K MK~ 7% > 7 AfJEIE, S-HT:HEE OG- MiES 5,

S-HT 3Pk B 53U 3thot v b= AEEhEE GRIRPEr =2 FE A A HESK
(SSRI) Kkt w b=y /7 KLU IR AALER (SNRD %] oS
2k btr b= IEERARE I TV, B b= UEEREE R OF BIZ oW TR
ZHUNCBIET D ENEE LV,

DDA IRER G- 2 0 L7 WIGE . 3 AABFRIER 0% A LD « RO TR X
FTEIR DT DIZ Aloxil I S 5~ & TRV,



AFNDOF B U LAEEEIZINA TS0 I mmol (23mg) K ThHV ., FEHEMIZT MY D
AFEEN TR,

4.5 fOERKS L OMEIERRTE OMOHEAEIEH

Am/kkn/iikuuwmmsibﬁﬁém CYP3A4 )}, OCYPIA2T A V¥ A AT &
LTINS NBD HLD . invitroikBRIZ I, e bk, BRLEE®ROH S
BRI kmf/hamAmmA%@%m%%ﬁﬁ%L@mo

(b REVEAl

ATEERARBRIC BN T, 231 /& b o ERERKRT G & 72 o T ST OLFHRIEA] (AT FF
V. VIRRAT IR, VETEY RXIYAET UKDV A A0 OHUEETE
PRI Lo T2,

A hr7uarI3IFR
R ICEBWT, e /' he VHEEFRNESG- & A 87 a7 2 K (CYP2D6FHEA)
BOREDOTHEIREDIEE L OMICEWRD H 2 HyEREAM E/ERIXRD b/ ho 7z,

CYP2D6% H A & BHE Al

Rzl —gy s 77 —<aAX31T 4 7 AFENTICBWT, CYP2D6BEA| (T FH A X
YRV Ty Y) RUMER (TI4Fur, Braxyr, zarravwdy vA
FOU. KR, IAFFEFL, N F—L, NaxkFr, F=Ur, 5
=Fvr U hFEn, ?WFﬁ)/X@?wE%74V@E)&ﬁ%ﬁ@ﬂu/ﬁ%my
DI VT T RTERD S HERITRD b oz,

alFaRrrTuaA R
N bkagk, arFarTad REZERZFHINA TS

tu h = {EBh3E (SSRI. SNRIZE)
S-HTFEHE L oot o = fFBH3K (SSRI, SNRIZE) % OFA L7=Bsic, & b= SRR
FHL LT L OWENRD B,

Z DD = H 5
S| be ok, SRS, AR SR E O Y s e Z eI STV D

4.6 ZhREE, EIRKR O
SRS

Nua /)t b AlBWnWTiE, E R~ OBREICET DR T — Z 13720, ek S 13,
R, MYRRIR DR, i AT AR ORBICE T 2 B UXREN 2/ EERIGED 5
TV, BEEBITICOWTITZEERBR L ONLBONTE-T—20Lnb 5 (531
B

e W)iz}ﬁ)&ﬂ# FTH8m % huarOFHERERIT D, Lo T, BRI S 2 A L
RO IRNR Y | i&ﬁﬁw@/\u e b o EIIVEZ HARETH D,

B3
Su ) ba O ASOBITICET 27 — 213730, 53Rl e i35
Z &,
IR RE

Nt e BRI TREICET T — X,




4.7 BEEEGR R OBEBRIECT T 5 &

B AR S OB RV E 69 2 3B B 2 Rl M S Ty,
v/t bu ATiREED Eu, IR G 2 FHFET DENN D D720, BEHERR L O
B DEAEZAT O BRICITBFITEE L ET 5,

4.8 ZF LLRWVWEIEHA

FiN & kE G & L 72250 pg# G- CORFIRER G EBEEGET63341) [T\ T, b HEICH
DOHNTEWERD S B 3H L omfEES » LLEORIERIE, 0 (9%) L (5%)
ThHoT-,

B EEARFRER ClrX, HA & OBENATREMED V T LR H Y B X 5D TRED X 9 72|
ERANED b=, 2 b %, common (1%~10%Aji) & uncommon (0.1%~1% A7) &
(23 7, Very rare (0.01%A0i) 72 BIVEH 23 iRz (TS STz,

HEEORWIEIC, SHEENORIERZLLTIZRT,



BERIS¥E CommonARs | UncommonARs Very rare ARs®
(>1/100 to < (>1/1,000 to <1/100) (<1/10,000)
1/10)

o R E WHBUE, 77 47
X— TFTT747
=TT
14 T F T —kRR K
(O

(VAT s mA U U AMAE, RS,

KAy siffE, KA Y
LIAE, BACRIR, s
HEX 5 BEES
i peh e N2, ik

SRR FrREhE
HEN

AR, ARE, $HIKGE.
HIRAE, R E= 2 —n
INF—

R P IRFRE, 554
H R VR s P O B
(AR SR, PRI, SIS
O, FEPESEAR, JRPEAR
FER, PRSI
1fi A R {[EM1IDEEN=E IWESN TSI 9
EURIS
WP g T e OMHIERR Leo< Y
H Wb fERh, T THIEARE. MR, EREERR.
NECIE, S
JIT LA 7 P B UV B UE
P& K OB ALk IR & T VR R, € DR
PR
B T M OV 5 LR P BEI iR

o OV [ et 7 PREA. HER
— % - BEFEE RO MEJRE, FEN, W7, BUE, | TSROSO
HAL DR RE A 2T NV O ARER
B R A A cZ AT IS —F EH, D
EXQTIE R
o Tt D FHRRER )N




* PRV, RS, PR OER A S T
Ay

R S FE A M L R L A D B < RO P RHIC BT 5 /N RERR R ER Tl B
402%1 e ' he o (3, 10X1320 pgkg) Z HAFES L=, LL T ®common X i
uncommonDEIEH 2331 /& b o THE I, 1% 2B 58E THsE Sn-b ok
o,

BRI commonARs uncommonARs
(>1/100 to <1/10) (>1/1,000 to<1/100)
PR T SHR FEED N, VAFRTT
Lo DEMQTIE K
(RS, SR
WP, M0 M OVHERR P MWK, PR DR S
BT B OV T ik b T VX —MRER, €D
SE, REREE. SRS
— i - BB EE K OGO FEEN FENEBACES S, AT
DARRE AN ST

A A 7 VL ERE LT AAbFEREIC e 2 ' ha e G U2/ CRIVEA % R
L7,

BEHERSE VO

G AGREOREAR N OREFEECTH D, ZOREICLY, ERLORT v 1
URT DNT 2 AT BIEE T 5, ERIEEE L. fERVIicEiicsh TV s EOHE
HEEZ I U CRIERBE VW EHMET 2 Lk b b,

49 BEES

MR E OHREFNL 720,

PR KPS L LT BRI TR RS meod RSN S4utz, Bk MR OB 6 Bl
oOREHLFEETHY , AEMGHEIZZRO N> 7-, b LAloxiz il ExRS LT7-5E
WX, ZEREIC LT 5 2 &, BRI EREI AT ARWnWEL o0, e/ koo
DTRERREZ WD, BT ITAloxi BB G2k AR IEEETIZRAWE E 2 Hh
o

i

INRZE X5 & LT R AR ER Tl B G OHREFNIL 20,

5. ZKphKEE

5.1  EF AR

SRTEWERE « SEESE N ONHIEA], Eu b= (5-HTs) $5hi#, ATC=— K : A04AA05

Su )/ bu ok, S-HTS AR ORI B O ARSI TH 5,




HEE AL RRE AT TFUS0mgm® Ll T, VKT TF 2 vk ATy

F1,500 mg/m* LA F RN R VL ey 25 mgm B a&te) &%) 5 BEH1,132061 %55 L
L7222 DIEAEZ L ZHEMMEGRICIB W T, 7% A XY 7 LTH 1 HIZHAIRNE S
LT, "e /& bha 250 ughk V750 pg A Z ot hro32mg CEBI4RER) UL KT
T e 100 mg (CEJEET7.30FM) 2 bl L7z,

R R (AT T F 60 mgm’ b, 7 mAR AT 7 I R1,500 mg/m’iE K& O
ERHNISY U Ete) & Qb BEF66TH 2 55 & Ui B{EA (L —H S R G
BWT, B 1 BICHIRNEL LT, Sa /& ha 250 gk V750 gt A 2ot b 32
mg# R LTz, T %% A XY UITEBHED6T%IIx LT, ALFHEIERNS PRI &S Lz,

ZNHOERZVEERIL, ERIOE.LD - mHCkT 581 2 & e oA RHME A B
L L2t DTIEZRV, &EL0~2485 ], 24~ 12005 ] & U0~ 12085 ] D [ 38 THill-
TEHRZBlE LT,

HR A R (R M bR T K O BE AR M B IR E OB OFE R 2 LU T ORICER T 5,

S|k e IR EE R OEEREEEDNTNUOGAEICE N TH ARz BV T, %f
FRERIZ R L CIEBMEE R LT,

B A 7 BT D38 & b a v ORGSR RERREUR TIERE S v Tunian
HLODO, EFLOIROEERFIFHFERIC B Gk S N2 BE 875X IE B R O L MR BRI ik 2
MU, ALFRREEZ ROV A 7 VATV, 23a & b e 750 ugD 5% %17, &2 TOHA
7 WAZB W TR Z DN HER ST,

#1: Fv ot bu RO P EEREEECFRIERBRICIS W TR 2R LIcBE
DEIE" REHKRORHI L)

Aloxi 250 pg N IV e
(n=189) k32 mg
(n=185) A
% % %
SEAMH (RS HIHAE S22 L) 97.5%EEXM (cn) °
0-24 5[] 81.0 68.6 12.4 [1.8 %, 22.8 %]
24-120/ [ 74.1 55.1 19.0 [7.5 %, 30.3 %]
0-120H[% 69.3 50.3 19.0 [7.4 %, 30.7 %]
SERHIE (GEEPHI OB USUTEREE D) pfE*
0-241H5 ] 76.2 65.4 10.8 BHEER L
24-1200F [ 66.7 50.3 16.4 0.001
0-120[ 63.0 44.9 18.1 0.001
B L (LikertREE) pfE°
0-245f] 60.3 56.8 3.5 HEERL
24-1200 [ 51.9 39.5 12.4 HEERL
0-120/ (] 45.0 36.2 8.8 ot L

Intent-to-treat = 74~ — b

b ARRBRIIIELEORGEE HgE LT, TIRAEA-15%% 2 728412, Aloxi & xR L
DOEDIELEEZ R L TN D,

¢ A TEFBE, AELULe=0.05



K2 RZ % b u it o fEEERE L ERIERBRICE W TR ZR LICRE OF
B (REHRURH I L)

Aloxi 250 g [N el N =V
(n=185) 100 mg
(n=191) A
% % %
SEeHE (EHbHIHABE LR L) 97.5% CI°
0~ 24 63.0 52.9 10.1 [-1.7 %, 21.9 %]
24~ 1200F [ 54.0 38.7 15.3 [3.4 %, 27.1 %]
0~ 120 [H] 46.0 34.0 12.0 [0.3 %, 23.7 %]
SERNHIE GEEMHINHOELR LXITBREDOEL) pfE®
0~ 24H [ 57.1 47.6 9.5 HEERL
24~ 1200 48.1 36.1 12.0 0.018
0~ 1208 41.8 30.9 10.9 0.027
LR L (LikertREE) pfE°
0~ 24 48.7 41.4 7.3 EoEp L
24~ 1200 41.8 26.2 15.6 0.001
0~ 1208 ] 33.9 22.5 11.4 0.014

Intent-to-treat = 7~ — b

b RIS IEORGEEEZ BRI L Lz, TERB-15%% 2 238412, Aloxi & HHRHK & d
IO EBEERLTVD,

¢ A RRE, A E/KHEL0=0.05,



#3: FrF o b RO EETECERERRICBW TR Z R LA
FEOEIE BEHEVREIL)

Aloxi250 pg PN
(n=223) k7232 mg
(n=221) A
% % %
SEaE (EHbHlHABE L2 L) 97.5% CI°
0~ 24 [H] 59.2 57.0 2.2 [-8.8 %, 13.1 %]
24~1200Hf] 453 38.9 6.4 [-4.6 %, 17.3 %)]
0~ 1204 40.8 33.0 7.8 [-2.9 %, 18.5 %]
SR GEEimEh-oELR LUIRE DOELD) pfE°
0~ 2415 [H] 56.5 51.6 4.9 AEERL
24~ 1205 40.8 353 5.5 BEZERL
0~ 120 37.7 29.0 8.7 HEER L
72 L (Likert R E) pfE®
0~ 24/ 53.8 493 4.5 BTl L
24~120M# 4] 35.4 32.1 3.3 L
0~ 120FH#] 33.6 32.1 1.5 BTl L

Intent-to-treat = 75— K

b OARRBIIIHESMEORGEEE AR L Le, FREA-15%2 B2 729 A1C, Aloxi & kFRIE L
DR DOIFELMEEZRL TV D,

¢ A ZRE, AELVUVTa=0.05,

DAALTFFEIEICER T 280 - g (CINV) 234t s LIZERRBRIZ BV T, mE, 040
. QTc/2 EDECG/NT A —XZxtT b0 /v ha OB, Aot bha KOV K
T b LIRER L Tholz, FEMKRBRIZEBWT, 2Sa /& o iD= O &
WEOMIZE G5 A4 4T v 128l U, {BEVEM R R A IR S 28N 0 H 5,
Nna )t be o REREOQTCHIRIZ LT T ELZMFT o2 2 N E LT, MERAR
LaEXNRE Ll —HERITIR R Z, 77 R RO (EXFv7axH )
SRR IC I W TR L7z, 20 BRI, R A22160IZ3e /& e 1025, 0.75X1%
225 mgDFAHE T/ N1 /& b u oA HEFIRNE G- L7c & & OECGIZ X4 5 528 2 517
HZEThHoT-, ARBRIZEY, 225 mgE TOHETIL, QT/QTcMME &L NZ DithdECG
MBIk 2 B o T2 Z ENFEIEE N, DL BEE (AV) B8 L OO E I
FEIR I BB 72 2 LIXRO bR o7z,

N

D AALFRIEIC R T 20 - EHE (CINV) O TR -

A DOEFRAER T, & ST M L SR L 2 52 T TV B A% 28 HlE~23 4 H
(1261 . 2~115% G KO12~17i% 29%1) DOBET2HZx58E LT, 3 ugkgh O
10 pg/kg D EEFARNZ G128 1T 580 & o roiett LG8t E2 et Lz, Wiho
HETHLLZEMEDOBRERITR O bV d o To, AOMEO EEFHEHE X, {LFRER 51%24
B AN O 522 H0HIR (CR @ IEM-DOFEE /2 L, 2»2ofL@E 2 L EER) & Lz, S/
¥ b 10 pgkg 5% O, Se sk b3 ugkgl b LI E &, ENTEN
54.1%K O37.1% T - 7=,

NS VBT DAL ISR IR T 2 L - RO TR & L TOAloxiOF I, /8
v/t e ORBEEIRNE G- &4 2ot b a ORI G- % el L7228 B OIELME
R A VRBRICB W TEIES N, PEE (69.2%) UIEE (30.8%) (M- @ik s
=T B AE%64 H~16.95% D/ EEFH93FICK LT, A 7 V1 OMEVEL S L5530

ENC/NE /& he 10 pgkg (g k0.75mg) LUV /& kw20 pgkg (FK1.5 mg)

XA HZ o hry (3x0.15mgkg, RRKBEEGE32mg) &5 LT,

10



EFREHAZB U T, EEALOWHERE (78.5%) ([TALFHERGEN B > 72, (M7
EELT, FERYLEY Y, v Z7akRA77 2 K (1500 mg/m*Kiifi) . A HFAT77 IR, &
ATSTGFo, BIFI~AT 0, IIVRTTFUROE T I Ve v a&kE LIz, BED
55%I2%F L ClE, ALFRIERRICT X A &2 Y v gtealFarTaf RegH Lz, A%
PO FEFHMIE B 1, ALFRE 1 A 7 AR GHOGMER OGRS U, L7 LR
BEL 24T LANICIEIM: 72 U, e & 22 L, Dofiltil@E e L EER Lz, AT, 4
AR P OFIRNBEE LB L CoNa & e ORISR IELETH D L0
FEEIZEE ST W, N & be UEIRNE S E Ao o' b a UERIRNE S & o5
MHIRDOZEDIT SY% G FAX I O FIRR-15% % B 2 26, FELHERBICEA Lz, e /&
k210 pg/kg, 20 pgkgk VA > # ot ha U BETIE, CRunZ R T EEOEIGIX, £
ZI54.2%, 59.4%}% 58.6% T -7z, /X /& ha20pgkgt A&t ha vt O
DCRomPFEDITS%IETEX [ (& FH% % Z~Mantel-Haenszell &) 1% [-11.7%, 12.4%] T&
Sl Z linn, a2 e 20 ugkgD HETIZ, A7t a1 S E R
L7,

ZORBRTIX, NERF I U CUIMEREICE S Bl - &2 BT 5 72O A LD
BWHEDO R )2 ha U BNUETHDL Z EDURSNEN, Bettr a7 7 A4 WIZ AT
BWTHY. SN TWA T a7 74 vE—H LTS A8HEBMR) , EKYEIREIZRT 2 15H
%5 2THIZ R T,

itz OEL - g (PONV) DB -

N ARG L LT ikl A2 i L7-, B ORRIRRER CTld, FERTFIT a2 T 54#%28H

~235 H (7)) | 2~11i% (96f51) K ON12~165% (4761) OBEIS0H 2% L LT, /S0

/Y ha R EEIERIRNEE G LTz & 2 OReME L B2 1 ngkg & 3 ng/kg® H & CH kR

Afl7ce WTFNOEGHETH ZEMOREITRRD b o o, R0~ 720F M IR 3 72

Mo T2 BEDOEIEIX, Nu /E ha 1 ugkgd3 ngkg TIRIER U TH 72 (88%%184%) .
INRZERGE LI2F B ORBRIX, Se /' b Uikn&E S (1 pgkg, 5 K0.075mg) &

FoZ o bu ok L i 5 2k kR, EER, WATHMLE, ¥
I, EAEA L, FEEEKIIR, WA 5 IELHERBR CTH 572, AEK30H ~16.95 D/ NEAMVE R
FOT0FINSM LT, A2hED EEFME B T b D% 24 LN O 52228 (CR : Mg
L, o0&/ L, 2oflHAEZR L) 1L, S/t hr U HOBFEDI82%, F L H
Y ha U HEOEBEDR.I%IRD Hiviz, FANIHE LT-IELE~—T 0 Z-10%E Liz Lk &,
FEFHBEE TH 5 72amifil=R (CR) DZEDJE 4 % 7»Mantel-Haenszel 7 - HIFEH VS

FEIXEIE [-10.5, 1.7%] Tholod, BT RENeholz, WTNOELGRETHHi272
RO EITRD Loz,

INRASOEGIZET D IFMIT42HZ SO Z L,
52 FMEHRRZEARE

WX

RN 5%, MR IO T L, Z OBERICENDNDIERT 5, EERMEOMHE
S IARI40BE R T H D,

e AR (Cpa) R OVREE-REFEIAR T HEFE (AUC,.,) (. MBS & A BE W
T H0.3~90 pg/kgd H EFEPH CHRERH ELFIMEE R LT,

B ORERIREE I a2 /& hr 025 mgx [ A3E, kNS L7z#%, 1HA2G5H8H
FCOMBEPREDTL (+SD) LHAFT42434% Th o7z, 124 OREFER A~ 7 /& |
7025 mgZ 1 H A3 H EE H RN 5%, 1HE22G3H B ETomEh <\mn /& ke
IRE DL (+SD) EH-RIE, 110+45% T > 7=,

11



FMBEO L I 2 L — 3 T, N/ bu 0 75mgHEBR G- D Cru i@ 723, /3
7/t he 025 mg4a 1 B 1E3 H ENERFIRN & 5 DAUC 1. 0.75 mgD HEIFFIRA 5
DAUC).. LR THHZ L &R LT,

oA
HEARET/Ne 2 ha i, (KNOREFIIC M L, O aEEK6.9~7.9 LikgTh - 7=,
R/t harOR62%NIEEE AT D,

AERNZEA

S 7t ba IR TR S 3, $940%23 B i A 1 U CHEIF S AU, K950%23MET S T2
SOFERBMIC 2D, DR OIEMIZ g /& b o v O5S-HTZ B EHTIEED 1%
WZHE LRV in virof SETERER NS . %2 & h e ofEHICIiX. CYP2D6BE- L T
BREXMENL DD, CYP3A4K OICYPIA2T A VWA LALE5T 25 Z ENHALNIZ2> T

%, LvL, CYP2DOEEE DAHEEDIRWEE L mWEH T, e /& ha r O3EYEhE X
TA—=RIE NIRRT, a2 v ho ik, BREAEMITORE CIXy b7 1 AP450

TAVYPA LEHELGHFEDS L2,

Pt

MCHERR-/ 1 /& b o 10 pg/kg A HRIFRIRNIR G- L7245, BG4 144050 % CloRk 5 &
DFIBO% MR T PR K. R LA L L TORTHEHFRITKI40% TH - 72, FEEERAICH
FEFRNAR—TF 2% 5%, o /v ooy 7 V7 70 AF3173+73 mL/ASy T, B2 Y
T T AESB29 ML/ TThoTe, B VT T U AMEL . HABEENIRKEWZD, o
/2 b OFEKFE O MFETE S I T R40E R & 7r o 72, SRR O WY I RN 0 SERS 8
100K ] 2 8 2 TV T2 FRE 23 10%\V M =,

S IAERANG B = I AT = MNP ST DAY 7L )=
e

Flnidosm /& hrrORYERRICEE L, mliO—BE KT HH
H 2,

Wi

F.PHJr

i

i

EITFEC

15
PERNIZ N\ & b OB REIC R L2, HRNCE T 2 &I A ETH 5,

I

10 pg/kg 1320 pg/kgZ # 5 S ic—E /NN VR (2806]) 725, Aloxi HL[RIFFIRIN
FAZBT 23 Eie T — 2 MG b ivlz, HEZ 10 ng/kgh» 520 ng/kgllig&+ 25 & )
AUCS I EEHFIEIZ EH L7z, Aloxi 20 pg/kgz HRIFFIRNTEAN (RiiEFd) L. 155
AFE T RRIZHAE SN iem T IRE (Cp) (X, TR TOFEMBETRERIEL2ERH |
Ork ATt D BB TlE6omk LA Eo/NEBE L0 HARVMEA 2 B o 7o, 20 pg/kgh 55 O 8 o
HUE I AR R R T29.5I ] Td 0 | AFEEE IR TRI20WEH 7> & 30K fH] O HiPH Tdo o 72,

12 L 1T L FORBEFICBIT 2257 VT 7 A (Lihkg) (XA L IZIER T TH-
7oo LkgTRLIZGE . MABTEICH] &R EITR N,

12



Fd : INRDABIE T Aloxi 20 pg/kgF 1553 B0 THARNEZ 5 L= OFRYERE T 2 — X
ERRARABEIZ T /& ba 3 pg/kgk U0 pg/kg & RN RS- L =% OEMEIRR T X

—
INRAS AR ER FRA2S A RS
AT | 2mUAE | LA | 125%EL 3.0 10
oA | E12s% | E17mk | me/ke ng/kg

AT FS

341 541 761 1041 64 541
AUCq., (h-pg/L) 69.0 103.5 98.7 124.5 35.8 81.8
(49.5) (40.4) (47.7) (19.1) (20.9) (23.9)
t, (FERT) 56.4 49.8
24.0 28 23.3 30.5 (5.81) (14.4)
[ 14451 1341 1951 [ 561
7 )75 A (Lihkg) 0.31 0.23 0.19 0.16 0.10 0.13
(34.7) (51.3) (46.8) (27.8) (0.04) (0.05)
AR ¢ (Lke) 6.08 5.29 6.26 6.20 791 9.56
(36.5) (57.8) (40.0) (29.0) (2.53) 4.21)

b PKRT A —F T EME (CV) TRy N, tldF g TH 5,

b REYE (SD) THELIZPK/ST A—4

¢ NRBEIZBTL7 VT T U AROGAMAEREIL, 10 pngkefk 57 £ 20 pg/kefk 54 G bW CRE
THIELTHRE L, AT, Z22HEL V250 R ULITRT,

CORNEBABEICONTssE, RABABEFICONTV2E IR T 5,

ERERENE &

B O P EEOBERERE L. Nn /& huOFEYEE AT A — 2 TR BREEE KT
SRV, HIEOBERERFIIEZ VT I AZETIEL OO0, ZOX 5 REFOERE Y
V77 RIIERERA LR TH D, BRERE R O 2 HEREIIRETH D, MK
BHTEE BT 2FEWEREDOT — X 135 TVRN,

HFBEpERE 2

RN Ll L7854, R EIin 2 a0 7 )75 0 ACHEE 25
ERIEShoTr, EIEOHFEERERFICE VT, Na /& ha > QKK -
S VPR 2 g @ BN N3 5 28, AEBEOZSHEEE T 5 H O Tidau,

53 FERRKRZENT—#

FHERRABRICB T 2T, £ PTORKBERELZ T O0ICEBADLBEORE TROLNTE
V. ERIREEM & OBIEMEITIE & A LTRSS L7200,

AR T, Sn /¥ budd, WO TEREROR, LEOB L OSBRI 5
TOA AT v AW L, EEEMFRRR 2R SEL 2 2R LT D,

BB ClE, AR, IR IR id 5 WIFHAER OFEFIT OV TEHE TR 72

BEERITRL TV, IBBBITICE L @B bS8 OB bNT=T — X O IN
H5H (46HSM) |

13



Ru )t huATEREMERD, SR ey (B FOFEKE CORER DD 7
< EBI0MEMY) Z2FEREB AR LR, 7y MTik. HIES., NWoWIES (FRER,

TR, . BIBHE) | REEEOBERNSHM LN, ~UATEER Lo T,
ZOIGERET I I S TW Ry, mHENMEH I TS Z & &, Aloxi2iE R
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ANNEX I

A, Ny FHEA ORKRE R il BUE AR EBSE

B. ftia R OME I B4 2 ZHESU 3N

C. EEGRFEAGRIEE ITHRE b T DD EEE KR VEH

D. AEREDOLZED ORI BT 2 ST



A. Ny FHFTOREREELRERKZBIGE
Ny FHAICEL 2 A 3 2 BIEER O P& OHTER
Helsinn Birex Pharmaceuticals Ltd.

Damastown, Mulhuddart, Dublin 15

Ireland

B. HE K% OME FIC B3 A B UE X 3515
Aloxi TEFNK : A58 AES (Annex 1 : S5 EL 4.2 THSIR)

C. BEIRFTEAGRICET 2 ZOM OS5 K OB

EHR R 2R RS
[ 3K S B FE AR GRIEAS 1, 54 2001/83/EC D 107c¢()ADIEIT X 0 2L SBR[ 34
DY =T HR—=FNETABRESNS EUREHERD YU A F (EURD U A ) (ZREH OB IZHE-S T
KA D B2 RIS A 1R 5 2 &

D. AREREOLZEPOERRAERICEET D SO

EIRm Y 27 EHEEE (RMP)
2 3R AR S I X TR FE T Y 2 — L .82 IR TAE SN RMP KOG E Sz
RMP D% D% D BN FEbR 9 2 PR A e PERE B 015 8h e ORI A & i3 % .

BT 472 RMP IZEL FOSGE IR SR e 5720,
- ONEFESTT (EMA) 02D OERR & - 256
CHRICBUTORRT 4w b« URT T 0T 7 A VIR E R EL RIZTAIREMED & 5 iz 7o fh
WA S AER, TEER (BELLEMEERUTY 27 F/ME) v A /LA h—2 23k
S NT-AER L LT RMP ICEENE U-5E.

EHR L VRS (PSUR) OFE A & O'RMP OB A N ER - 72581, RIS S
ZEIWTES.
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A, FTREIH



D TR R
.

1. EXL4

Aloxi 250 pg 3§k
Nua v bhry (EEEEE L)

2. B#ES OFaR

WiR 1mL Fiosm /' e UERRIE O\e /22 her & LTs50pg) 28H7T 5.
VIR SmL S TAca & b U (e 2k bhrr b LT250ug) A EETS.

3. WAAIY R B

mAlL LT~y ==, =7 MigFT I DL, 727 NI UL, 7 oi—KY, &
K, KEbT bV DL, WRkEGTe.

4.  FEERUAE

SR
1 x5mL /XA 7V

5. BEBERUCRGRERE

ERRNCIRMN SCEZ T Z L.
FRIRIN -
B[R FH oD .

6. BRILEE XKHE/NROFOREHIBRVETHIOE O WEFTICRE TS L

INROFDJRINIRNFT DD H O 2 WG RE 35 2 &

7. TOMOKRIRESE MBEREE

8.  FEAIHIR

EXP :

9.  BeRlZRRE SR

10.  REARGSUIAREROREFEY OBREFLEIE T 2B R ER, %4758
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1. JRFEABEGEE OH PR OERT

Helsinn Birex Pharmaceuticals Ltd.
Damastown

Mulhuddart

Dublin 15

Ireland

4

=

12. HRFEARREE

EU/1/04/306/001

13. RNyTFEE

=S

14. HHRICEAD D — D

LT AVESR
15. FERAFHE
16. HFHE#R

17. EHE#&EBIF — 2D X—a—FK

<2D barcode carrying the unique identifier included>

18. BEAEBAT — "B —4

PC:
SN:
NN:




/R DEECIRBEALDNA T IVITRARRFE T HHE

1. ERLHOLFHKROEREGER

Aloxi 250 pg 735k
V= A il N w N

AR 45 -

2. A

1
]

L.

(Y

AT IR SCE 2 it

3. FEAHIR

EXP:

4. NyFEF

=S

5. EHE, FEXIHEMNILOEE

5 mL




B. WASCGE



A SE  EREOTDOER

Aloxi 250 pg 5K
sa /& ha v

Aloxi DA Z BT ARNCZ DY —7 Ly hORBRDTRTE I BHRATE V. HERERE
FEE L TWVWET.
ZOUV—7Ly MIRELTEBOWT ISV, HEGRAETZ ENAMNEIZRDZEbH 0 7.
FIZZEMD & 50 FRESUIFE#EMICET AT I,
ZOIL, W ENTZBEOHRMEFATE 4. MEISEEL IV IT EEA.
BIEARRO O D, FIREXIIFEMITHERETIVW. 20U —7 by MIE#HINT
WRWVEERICR W56, THETIWL.  GHESR)

AWM SCEBIIXUTOZ EBFEH I TOET.
1. Aloxi &I Cd . HHBRIXTTT .
Aloxi Z ZHE T 72 DI
Aloxi O 5154

Y 5 2EINEN

Aloxi DR J71k

WEED N & ORI )

S

1. Aloxi &I T3 FH BN T,

Aloxi (ZTEMEME L LTAm /E hr 2B/ T 283 TT. Ziudte b= (5-HT;) i3
LLTHLNDBHIZBELET.

Aloxi 1%, AN, HEKLOEE 1 7 AL EO/NEEAEREE LI D B AREZZ T 5 & X2
Z DB R ONEEOIHENIC T S E .

Aloxi 1%, ELEOWEHZE -3t e h=2 bW OB EOERZET S 2 & TEALE .

2. Aloxi & ZfERIZ/2 BHEMNIZ

WOBEIZTI Aloxi ZEH LTIV T EHA.

S ha s UIESIST VL= H 554 (6 HiH) .
FROWTNMNICHEET 25X Aloxi ZHEHT 252 LI TEEEA. DL RWES, KHIO
RN EIRE X IIE#EMICHZE L T EE 0.

EEROEA EOREER

LUF D883 Aloxi 24 FH 92 BN V6 ITHEETHER L T Z &0,
W PAZE STk 0 IS ER OBAEIEN & 5 56
DY) XLAOEE) (QTIER) 72 ELEICRIED & 5 SUTFIE T CIED MEN & - 1254
NV T LR TR T LR ERFED IR T NVOMPREIZRERH Y, RIGFETHLIGE.



EROWTINTZE T 225G (TbrbR0Ea), Aloxi 23 2 A1 FI6E I FHEA
AR L T 720,

D DOIEA L Aloxi
L DOHHF] (FRZLL T OHEA) AL TWD, o Lz, XIHMEHT 2 MR H 538545,
EIEE IIEHEMICH ST &N,

D ORAREDIRFICEA S HE

D ORRELDIRIED T DR DA 2 H L TV DIGEE, FIREUIEEMIBZ T EE0.
SSRI GBIt v h=2FHEVIALHERK) —T7rtxkFr, SatwFr, gL T
Vo, FVRIFH Iy, YFurIh A ZarTh8RE.
SNRI (Emr h=r "+ A7 LU UHIRVIARER) — X7 77%2 0, Tamd
tFURE. (v F=UEBEENAEZ S ATRRERH Y, HEHTIGEIITEENLET
7.

DI EE 52 5RO D DI
DAL 5 2 23 EZRA L TV A5G, ERUIEE#MICELX TS EEW. Aloxi & —#4
(R L7z & SISO RIEN B AT 2 ATREMER B D £
TIFFOL, =NV, =D 8O LER RIS
EFXxvTaRHr, T RAawA U EORYSE IR
maXY R—)b, sarryavwyy, JZFTEY, T XU EOBEEREHEE
TRHHE
LOTDEN CELEOIEN) & XICERT L Rl R
FROWTNNTES T 255G CUIRIRES) 1%, Aloxi Z 4 2 Bl EAH U3 &R
IZHIRR L T 7280 Aloxi & —fBICEAT 2 & 2o 0PN LFICEE 25| & ki 2 3 alfetk
W ET

SEIR

Aloxi BBV B A T2 8 9 IR O T2, AT STAEIR DO FREVEDN & 2 35613, BHkE
IRILENEIRIRNR VI, FIREIXH 721 Aloxi 25 L EHA.

TERR T SUTHEAR D W RENED & 53561, Aloxi DH5-% 51T D AN FIRESUIF R IR L TL
2SN

B
Aloxi DNHHFIIBATT 508 9 TR T,
BRAFOLANE, Aloxi D525 5 HNIC FIRE X IIHB#RNIFHR L T 72 &0,

HENEER K BB EBEE T 5546
Aloxi ZHEA L72BICO T WNITRFEZEK L2 ENHD 3. 2NN EZ 728412k, BE)
HOEGS L OV T B O EE LT 72 &0,



Aloxi DF N U AEFE
Aloxi ®F U T AEGHEIZ T ANATAH72YD 1 mmol (23 mg) KT, FEMIZT MY 7 AL
SFNTVETA.

3. Aloxi D& EFHE

EERI ST ETERMDS Aloxi &5 L £
D AACTFIRIE 2 BAGET 549 30 43 ANC Aloxi Z 5L £

FRA
Aloxi OHEREH 513 250 pg T
FRRES TR G5- L ET.

INRO(E# 1 7 A~173%)
ERIMAEICIS U CHEZRELET.
B R 5B 1500 pg T
Aloxi IR THREINET (Wo< 0 & LIZFIRIES) .

ESFIRIEDORDY A 7 Va5 D TENIRODIRY , ALFFRIEZIT > 12RO HIZ Aloxi 2535
LTRSS LERA.

Aloxi DEFIZOWTARAZR AR HAVUE, FIREITFEEMI TR 7230,

4. EIY 5 HBEIEH

T RTOHA| &L [FEEIZ, Aloxi 12 BIVERNEE Z A ATREMENH Y 08, ¢ _ToOANICEZ Db
TTIEH Y AL
COMTIIROEERNEZ A5 Z L0350 £

7R RIE
/k@ﬁ%f;m' ERIL ’wow‘_;,m, T IZFHREITHEFZ L T ZI0.
TUAFX—L G B - FH - OEDNEND, FEREEE, Kt A EEIRE (CAE
Lm)kwotﬁﬁﬁﬁwiﬁ._Miimﬁﬂwmf%@,mmmk@lAuTué%n
HZERBHY ET.
FROBEEREWEAIKAF WSS, T CICEMICERKR L TS0,

Z OO EIER
ROBEWERNZ AR WG, EREI AT ZEWN

BRA

2L HbND (10 AF 1 ALTIZALBNDZERHDHHOD)
R, HFEWN
R, T



HEVHDBNRY (100 A 1T ALTICALND Z ERHDHEHD)
[ [ROENERE TN
K57 D B AT AR
AR S S 1 3 P e o
BHRPHE ST AR EE L
Wiy, ¥5r, FESUIA v 7 PRIER
LO%UE, BV, FEEORIT X5 A Uiy ) vy

NOIHD & 5 I %

H B SRR o0 il
T

H5 0

LoV, BRE (BRPVPED) , HNEESUIIERER
i (‘HM)

HEIR IR

BE iR

EREORWERANBIN 25T EIREIC DK < 72 E 0.

HEDHZLNR, RETOLVLIBEWEHR (100 AP 1 AL TFIZABNDZ ERHDHHD)
R A SR £
DA ST~ D I i A 2
M U 7 SRR S BRI @O SR
M S PRIE D3 i
MA BV T BPREE MKW
M E ) Ve S REEANRE
FIFAR D B S8 DB AR i
DERRE (QT ER)

WO TENIIZHELND (10,000 AT 1T ALLFICALNDZ ENHDHHD)
T U7 BB DB, JigFx, FER

INRROFE
£ HbND (10 AF 1AL FIZALNDZERHDLHD)
SHYR

HEVHLNR (100 AF 1 ALLTICALND ZERHDHHD)
HFE
TFWNAD XS kDB &
DA D B E
&, BOh



Nk
MPHDHHIRE, CAERE
TS U 72 EBAL DI 2

LFREORWERNE Z » 72583 ERIEIC TEE S 7S 0.

BIYER O#E

ZOYV—7 Ly MZE#HIN T 2WNEDLE DT, BIERDNEZ > 72568121F, EIREICHER
LTL 72 &V, Appendix V ICEH#EH SN TV D EORE S AT Lzl U CRIEH 2 EBERSET 5 2
ELTEET. BHEMAMRETHZLICLY, Aloxi DZEMEICETHERE LV 2 EMTEE
7.

5. Aloxi DIRFFEFE

INEROESLTOJRNRNE ZAITHEE LTS,

OB OVSA T VD TEXP] OZICEDPIL TV DHEHMIRZ1E E T 25513 Len e
EEV. HEHAMIRIZZE DA ORfEH T

FER 2R E RIFILH D £HA.

HiEMEAIZIREY £3 0T, REHOEFIRITFEIEL T ZE 0.

6. BEOAEH R OZ DM DOER

Aloxi DAY
B mE (e /& ha v G TT. AR IlmL Pl ie /e b 50ug 24 FH L, SmL
DIAALT AR e ) har 250 ug Z5A LTVWET.
ZOMDRGTE LT, v =b—), =T MEFT NI UL, J BT NI UL, U
—KFud, SR, KEEEF RY UL, HEBESAELTOET.

Aloxi . OVELEED/EL

Aloxi I(ZEAZH O T, FA T 1OHT AWML TS mLFBEIN, 7rraTFLryla
VALRET NI =T ATy T TEE SN TOET. K0 TUIE 1 S oREICERT S
ENRAS>TWVET.

SmL OERNBASTZ 1 31 TV Z L OadETT,



= 3 i T AR AR R S ) OBE 3
Damastown,

Mulhuddart,

Dublin 15,

Ireland.
DYV —T7 Ly bORKKETHIX

Aloxi OFEZRE IR =ESNTT (EMA) @7 =74 A K http://www.ema.europa.eu. CH % Al iHE
T



AR 1.6-3 EXPEREMEFHHR (CCSD)



PALONOSETRON IV FORMULATION: COMPANY CORE
SAFETY INFORMATION

: p2~1113HM%



B RAXE (R) IEEBREOLOTHY,
BRHOFMIXEEZSRTLL.

7OXIFE 0.75mg/
7OXTRmEFEE/NvY 0.75mg

F1E (FVa—IL1) : BEEETEHIEH
BRUHMAXEIZET 215

1.7 FERMR—ER

KEERTEHAEH



=]
[2]n]

Va=E DN 1.7 [RIFE[R%h

1.7 RERMR—ER

—REx

ARHN L ONFERERIZhL 27 =& b a AR (1A b U VS O%hRE - %A £ 1.7-1 IR LTz,

*1.7-1 RERDE—E
o BA RYAYE I mg/ A b ULSE3mg/
CE T EA iR A B US> 7 3 mgls0 mL/
AT 77 0 mg BA B YAV EES > 7 3 mg/100 mL

— %4 VAN =l N = I 1 37 77 =% b R

24 PN SRR KB~ 7 L~ R At
e | PVEHEIREA] (0 AT 55 %) BGITHSH | BUBHEIRGA] (2275 T %) BG RO
SRS (EBER GBL, M) GREREMA &) BRI PE 5 WL SR CED, &)

WA - 2020 4= 4 A
YT H




202044 ARZAT (55168

5-HT 2 F{AIE R B A
Jo =+ pOIEEIERA
B, LHEEELS

73Uz Tme
731 =V)Viz3me

B & ERRE
R : 3¢

BAEAFRIRES
872391
#1mg #3mg
HABES | 21700AMY00070 | 21700AMY 00071
AR5ERA 1A 2000498 1992451

N 7 3mg/50mL | 732 3mg/100mL
KEBES | 22200AMX00107 | 22100AMX02341
BR5ER 1R 20104E5R 20064£6 8

bfh')’b%ﬂiilf‘yd 3mg/ 50mL

1 =U)Vmmsizs ey 3me/ 100mL
KYTR' |.° for Injection, LV. Infusion

EDEE-E@FORA LW ATAZ L

@EXBI 7V

2. B2 (ROBEICIEIBELEVIE)
FHIOBS AN LIBEIEDCBRAEREDD 5 B

3. #Rk - MR
3.1 fErk

WR5E % # 4 1) ViElmg #14 B ViESmg

17> 7 (ImL) # 177 (3mL) #

VA A RN R 7o =t bu R
1.12mg 3.35mg
(F9=tbtariLTlmg) |(FF9=trar &L T3mg)

R

7 I BRI 2mg. | 7 T Bk 6mg,
wWALF P A 9mg, |HELF P T A 27mg.
pHIRHEI A (EER. KERML |pHREMI# (HEER. AKBER{L
FhUTL) F R L)

N

HA R IVEMERENSY 7| H A MYV EREE N S

BEE 3mg/50mL 3mg/100mL

18y 7 (50mL) # 3y 7 (100mL)
7=+t buo ik VA A= R s 1. 3
3.35mg 3.35mg
(Fo9=tbtar&LT3mg) |(F7=trar &L T3mg)

R )

7 IV BRAKAH 6mg. | 7 T~ B4 6mg.
E{kFr b4 450mg. |#EALF R A 900mg.

A pHIRHI# (EBR. KBRAL |pHIRET A (HEER. KER1{L
FrUTA) FrYTA)
3.2 WA DMK
W5t % # 4 1) ViElmg | A4 1) ViESmg
[ &AL TR O
H ESH (EEERT TV)
pH 5.0~7.0
REEH
(AN 1
hBH)
o HA ) IVEEERENY 7| h A M)V EIEERE S Y 7
3mg/50mL 3mg/100mL
EN EETHOWH
H ESHE ONv F)
pH 5.0—7.0
REEH
(EFREHN 91
T BH)
4. REENX IR

MEBMEEER (02T 7F %) BERUHFRRHCHSHIL
F|ER (b, EH)

5. REERIZWHRICBIET 2EE

5.1 FF * EEEER ORI S HLSER (BO, BH) 12
o LTHEAT 2HEE. BB, EHSE L 2ESEEER (¥
ATIF %) ORGIRYERTAZE,

5.2 ZFF| % U RS OB O THALSHER (B.L. MERE) 1L TR
BT 28813, M0EL, BRAE U225 BEC LIS R854
WERYWERT 2 L,

6. RERUHE

(BMEEBA (> 277 F %) 85 (Cf 5 HERER (B0 MER))
BA @%. BRACIEY 7 =% ba vk L T40ug/kg% 1 B 1E &
EXIAMEHET 2. 25, Fif, ERIC L) MERET 2 55,
SERDTE SN VAT, 40ug/kg® IEEENIR ST X %,
AR EEL ARICIRY T =k ba vk L T40ug/kg 2 1H1E I
WEHET 50 LB, 6. ERCX Y EEERT 255, ERIT
EINZVHE I, 40ug/keg® IEENHR ST & 5.

(HSHRERS (TP 5 HILRER (B0, WERD))
BH BRACE Y7 =% bo v & LTIE40ug/kg % FIBEHE T 50
LB ERIC L) WEMET 2.7 L 1H2ERS £ TET 5,

7. RERUVHABICEET 2EFRE

(BH35)

7.1 BOHEESHCE S WESHERICH L TERT 2561, BaHE
AR SEHE T 5. RB. SRR L B O BUR
45 EB4t (TBI: Total Body Irradiation) (Zf¥ 9 H{LEFAER AT
LTHERAT2HE1E, B5SHMZ4EMEERE T %,

sy 7)

7.2 BRIRPINC SIIESTS %0

9. FENDERZET2REICHET IR

9.1 AHHE - BEEZDH 3 8H

9.1.1 D, RREFREEREDOSH 2BE

Ny J) (EBBEKECET 3EE)
BROLFEXH T LH00MIBEE T, ERVEBALT 2B
FNhid b,

9.1.2 HLEEBEEDIERDH 5 BE
FHEIFE S BRBEE 510479 T ko BHOHEEIC L Y HLEEE
DETHEHLbhEZ b5,

9.2 BistRERE

Ny J) (EBBEKECET 3EE)
Ko, HALF b AOBEFRS MY 2T L ERSELT S
BENDDH B

9.5 14
BIR EOBERENEREE EE 2 LI SR BAIC0 5T
5 Z ko HiRATR CHIROEIES (9 v b, 0.1—6.0mg/kgF T ).
BIROBEFERIFS (5 v b, 0.3—9.0mg/kghHE, 74 ¥, 0.3
~3.0mg/kg@fiE) . FEMEURIRS (5 b, 0.1—6.0mg/
kg T) OEFRIIBVT, MEOLME. KERBORET - &£
FHEE\CHEII R (., BHE L AL orz, VP



9.6 WL
ERLEOARBERURFILEEOFREYZE L. BLOEH L
kAT AZ L, BIFOT Yy MIUCERS T = to v
BRiE3mg/kg X BRI S L. FLIB I S e/zBRo3L R0 (3
HE2ELCATY) FORSREEZIELZEZ S, F5E00.5%LL
TTHhoto ?

9.7 NR%

GRBMEER (2 275 F %) 85 (O 5 HIESEER (B0 8rm))

9.7.1 {RHAARE., FEE, LRZHERE LERFRIERL
TWizy,

(HESHREREHCHE S HERER (B0, RErE))

9.7.2 NS ARG E L ZEERFRBRITER L Twiv,

9.8 B
BIfEHOBBICEEL., ERIRS T L,

10. HEER
10.2 BFRIEE (BERICEBT L)
FH &% BEIER - EHE | Ry - ERET
THP SRR o s aeRcR
ERB Lo I»-/ﬁHZi . B 4
Y AHAEH (SSRI) ﬂ‘ %ﬂ‘ %PE‘ ﬁtn F=vEH
kO b=y LT Fm‘ﬁﬂ":#ﬁ‘n_ HRET B
V) vEBRY A T hhid %,
X 2%) HHbbh
%#| (SNRI) B BEIN DD
MAORHEH % °
1. BIfEA

ROBIERD DL E I ENRHEOT, BEETHIATY, B
PO S NIZHEIRG 2RI T2 EWY R REET) 2 &,
1.1 EXARER
A1 2av i, PF7147% 32— (WTFRHEERH)
Tavr . TFT74 7%y — (GREK. Bk, B &, P mEE,
MEETE%) BHbbinsd bt oRENH S,

1.2 2O DOREIERA
0. 1—2%ii HEARH
B EE E o
HEAER TR HE\, BEE
TES e HEAR
H{Las Rk, W D7k N
AST (GOT). ALT
i3 (GPT) LE% Ttk
REREERE
Z Db, E&, 2R B i AL
14. @A EDER
141 ZHBERHFOITE
I8y T)

1411 ROBECEERLENI &,
CHMEATER LTV B & X RN ABO b kX,
- RAEHSEEIIRBLTwD & X,
14.1.2 BidERL W &,
14.1.3 BZROWEE Y I BLXZF0ERE LTHERTAZ &,
14.2 FHBREEFOEE
(F>7W)
FHZBETAIHEEE. BRCRET L,
sy J)
BEOBKEICIAMELAEZEFTAI L,

15. ZOfOEFR

15.2 FEERPRERR (CE D  1##R

15.2.1 BAREM
<y AR v MZl, 5, 50mg/kg* 2EMBFEORS LAEBEER
B 7. % ATId50mg/ kg M CHMMAA. 50mg/ kgl
i CHERBRE OB A S 2. $72. T v b Tidbmg/kgbl b
B oER U50mg/kgHEOME CHAREEOBMSA SN, L
L. lmg/kg® (BERRFEDMEICHLT2) TR vV ARTT v
b & b FHEREEOMINIRED Sk ho 72,

(2)

16. EYEIRE

16.1 MiRE

16.1.1 BERAIC B 2R

(1) BEERASEREY
R ABTF6BICY T =t b a > & LT40ug/kg% 30517 Tl
MRS B3RS L 7o IMSFrRE R X AR TR RSB ER L. ML
BAMICHE L 72

B4 HEIEEIR s 5t oo M & v EE

(ng/mL)
100 -
i 101
3
th
-]
B L
mean+SD
i l0 6 1I2 1I8 2‘4(hr)
LS|
#E5E Cmax tef AUC vd
(ug/kg) | (ng/mL) (hr) (ng-hr/mL) | (L/kg)
40 19.48+6.05| 3.14+1.20 | 63.06+36.54 | 3.30+1.22
mean + SD

(2) HEFIRAERSY
MR ABFIPINC Y S =+t ba >k L T40ug/kg# 25 M AT
BRI S L7z, MSEREE SRS Hos TREMEICEL ., k2
MMEICHE L2,
Ed  HERR NS H o mEERgE

(ng/mL)
100
M 10+
it
il
i
1+ mean+SD
0. 10 é 1'2 1‘8 2'4 (hr)
Lo
&5& Cmax tue AUC vd
(ug/kg) (ng/mL) (hr) (ng-hr/mL) | (L/kg)
40 42.77+22.33| 3.18+1.57 | 64.99+39.60 | 2.18+0.60
mean * SD

16.1.2 #EAICH T 258 (3%)
Rk NNEFEEE (2—168, 36F1) 1279 =t o> & LT40
ug/kg% 305 AT THEIR P RIS L7z, MR @A I a7
BRCmEEE R L, LRSS, ICHEEL: (FREORMEEM A
B nizh, MABREEBIELs0BETLIRL., EYEREs
BINT A — 5 bhREL RN - R TRLZ).



B[ FRAR P R 4R 5 o ML S R B

24(br)

0 6 12 18
R M
w58 Cmax tiz AUC vd
(ug/kg) (ng/mL) (hr) (ng-hr/mL) [ (L/kg)
43.1 5.63 185 1.34
40 (14.3-276) | (0.9-21.1) | (43.7-781) | (0.541-2.71)
n=36 n=27 n=22 n=22
ROE (/b —&K)
16.4 X3
16.4.1 REBEBAL
i3
16.4.2 RBHFEE

FHNIABRIL R U A F VbR E2 %, ERBIIEEFRTA
DXEEL (REHD) THH., 77 =+ bu r40RU80ug/ kgt 5
BromFRREWDOREEE (Cmax) IXRE(LSF=E ba >
DCmax®1/6—1/8TH -7,
EMNFI a0V — Ak BHWTITR o720 vitroRBOEETIX, 7
J =+t b0 Y OFEFRTREOKBEILRON-B 2 F)vbo Rz
P450 (CYP3A) DES5H#HE STV A,

16.4.3 RpREH
RepREHHEEE X, WThoRSEICZBVT L REYDO#EE
BMRUIEEHMABETH Y, 0ug/kgk5HETETATLESED
14.5% R U6.4% TH o7 REWARTBHBD SNz, »T
NHBREGEDINUT THo /2o RPREWOFERLEEHRSEM
TEIEIBOOh b ol

H o G B
N\ H
N g
L e
N}.ll
i1

)
Hs
Y ! i H
(HF X (Lm"‘ X
NH \—f N\
a i

RmA

16.4.4 RBHHOEEOHE
ZHOREWIZOWT, 5-HTsREE AT A2 IEHOEE %D
vitro e Uin vivo TR L7222 A, REWDRUBIX, FH & 1T
ERBEOS-HTyZBEREAERZ R L. HENESHSREL
WA LT DB 2R L7zt tho R i@ bhiro
2o THHEOREWIE, E MG TOBRESRBENC EH5, FE
DHMERIIKII LA LERB LV EEL bR,
16.5 it
16.5.1 BEtHERAL

F 7 PR R X
16.5.2 HEittsR

(1) BEIRAR A SERSY
BERABF6MIZ, V=t Ok L T0ug/kg® 30501 T
BRI S L 2R o R gRE 2 I L 2. Fo&HR. REL
EOFIGHEERIIDT O L BY Tho .

R#WB

B (hr) | 0—2 2—4 4—6 6—12 | 12—24 | 24—48

HRER | 7.6% | 2.1% | 1.9% | 2.1% | 1.8% | 1.0%

(3)

(2) BEI#IRAERS
BMERABFUBNCY 5=+ b ¥ & L T40ug/kg®#25 M H
T CEIRARS L 7 BR 0488 M # F T o R RELEHEE R
11.04%TdH o 720

17. BRERRYAR

171 FHHRUORLMICET 255

17.1.1 HUEBA 5530 55 gt D |

(1) RADREH
—EHERERR RU—BEERFR Y OBMEIROL BY TH 5,
FEMEES (ELLTYATIFY) BEICIVERLAEL,
BHIIH LT = bu & LT40ug/kg® FIMEHEL 2L 2 A,
BHRE (FRL L) 1386.6% (71/8261) THhotz. 7=, HEH
BEH (ELLTYASIF V) &530FHICT = ba Lk
L T40ug/kg% JHAHE L 2 BEOFRHE (%L E) 1483.3%
(100/12081) TH -7,

(2) NRORE#
—REER R OBE RO LB TH 5,
REMEEX (FLLTYATIF V) &E53045HIZTI =+ b
0¥k L T40ug/kgh SBBHELZ LS, FHE (BHZAL)
1373.0% (119/163%1) THY., /2. AT (EH2ELIA) &
85.3% (139/163%1) Tdh -7z, BIfEHIE. GOTLH3M, GPTLR
2 FHREERE . C ) VE VM E LR BERUERIEE U TH o720

17.1.2 HEHE R BREH O
—RERFROOBEIROL B TH S,
BT £ SR 3058112 79 =+t b v & L CT40ug/kg# Hisk
EL2LZA, FEHFE (BrZR L) 1354.4% (37/68%1) THY.
T2, ARE (BH2EDA) 1377.9% (53/6861) THo7z. Bl
YERE, s by v AET. FERERINS., ) v 3FREd, HIR
WA, GOTER., GPTERARU YY) VE Y ELEENEIMETH- 72,

18. ZEh3EIg
18.1 AR
18.1.1 EEREE(CHT 284"

Sy PiFENVEY MgiEREZH VT, FEZEE T2
Fotb b EREOBMBEERE LA L 25, FHII5-HT=
BFHECH LTIEBO TH WML Z R LA (K7/E=0.26nM) .
5-HT: (5-HTia, 5-HTisc, 5-HTic), 5-HTz2. F/$3 Dz, 7 F
V) va. @RUf. XY IVTEEY, Er0 bR BTN
EZ% I VHL, A EF A Fu, cRFODEZEEIIRT 2B
EEAEBOLN o7 G-HTicZFHE U OZEE  KifE
>1000nM, 5-HTic%Z : ICsff>10000nM)
18.1.2 5-HTEER#AR (<X T 216"

5-HTIZ & A25-HT:Z A& L 72—BHEDENR (von Bezold-
Jarisch reflex) \Zxt4 21EHZREET v P TR L2EZA, 7
I =t b o R o RS BREERFS I L.
18.2 HUB RS REH O MH
18.2.1 ¥ 275 F L HREHOMF]

by M7=t burEBREREHEL. I55RICVATIF
10mg/kgZBHE L2 2A, 79 =+ b EREE0.5mg/kgll £ T
EHEEOF BB R VR O R B L EE RO Shiz,
18.2.2 ¥ A7 5 F L BHRBEH I T 2 HI1ER

71l y MIVATTF 2 10mg/kg®BHEL., BHZA& L 8T,
79 =+t borHEEEE0. Smg/kg R BHEL 2L 2 A, EHIZIREGH
608y LIV HIE] S iz,
18.2.3 RFVIEL »EDIOKRA7 73 FHAICK 2BREMH(C
T 31ER

Tzl y MIFFVIVEY Y6mg/kgk 27 0K A7 7 3 F80mg/
kg% BHET 230501 R U305 D2E., 7T =+ bo v HEERE
0.5mg/kgZBHEL 72 & 25, BHEHROFERE R CEHBR
BMOFELEENRD bhiz,
18.3 HSHRREIEREH O
18.3.1 HisHR£ S RFBREH(CH T 21EH

Zxly MVt bo v ERBRERREL. 155RICHHE S
Bt fTo/L 24, V9=t o ¥EEE0.05mg/ kgl b Tl
H BB DA E 2R R OB AR OF B L EESRD 5 iz,



19. HRIRESICRIYT 2IE(LEAR

—f%B9%F © 7 =+ o #ERE (Granisetron Hydrochloride) (JAN)

1t % : 1-Methyl-N- (endo-9-methyl-9-azabicyclo[3.3.1]non-3-
yl)-1H-indazole-3-carboxamide hydrochloride

4F3 : CisH2N4O - HCL

SFE :348.87

B R:BBROBRNIRODLHBRTH S, KICETLTL, 2
¥ )= IR REITIIL L, Ty 7 —v (95) O THE
T2 L, V2F N I—F VIR EAEBIT RV,

R
e i
N}Il 1
(0] H

B #9201T (5FR)

20. BURUL EDER

AT))

RNEOREERFTE0, FREFBATVIIMEIERST T
MHE LRV L,

T/, HHEBGERHICERTAZ L,

22. A%k

(B4 bYJIiEImg)
Img/1mL [57 >~ 7]

(B4 b ILiE3mg)
3mg/3mL [57 ¥ 7]

(B4 MY IVEERSE/S Y F'3mg/50mL)
3mg/50mL [204%]

(B4 b YILEFERE/ Y '3mg/100mL)
3mg/100mL [104%]

23. EEXH
1) Baldwin, J. A., et al. : ZEB¥ 2 BEFR 1990 ; 24 : 5043-5053
2) Baldwin, J. A, et al. : Z£6% L EEPR. 1990 ; 24 : 5055-5069
3) Haddock, R. E., et al. : 2L EEFK. 1990 ; 24 : 6821-6843
4) fERTEZ, Al EEPREEZE. 1990 6 (Suppl.5) : 25-34
5) /NpREF, il : BEPREESE. 1990 6 (Suppl.5) : 35-47
6) WL &, fil: EERREEZE. 1990 6 (Suppl.5) : 63-86
7) CHEAW, il BEREZE. 1990 6 (Suppl.5) : 87-105
8) ETH®F, fi: BEPREZE. 1990 6 (Suppl.5) : 107-120
9) #PUEAL : NEHEBTORE (1999)
10) FAE—RE, il : S HOBM. 1999 : 12 : 437-444
11) Blower,P.R. : Eur.].Cancer. 1990 : 26 (Suppl.1) : 8-11
12) Sanger,G.].et al. : Eur.].Pharmacol. 1989 ; 159 : 113-124
13) Bermudez,]. et al. : Br.].Cancer. 1988 ; 58 : 644-650

24, XEEEKERUBEVWEDESE
K& 7 7 Ve hREHE BERH®RE
T100-0005 HFARTFREHRALNHL-6-5
E& 1 0120-533-030
https.//www . taiyo-pharma.co.jp

26. BUEIRTERES
26.1 SGERRTET

@ EmI 7Vt RH

REBTREZAOA 1-6-5
REFEE

(4)

KYT 012 03



X OBHXE (B) FEEREOIOTHY,
BRHORXEEZSRI S L.

7OXIFE 0.75mg/
7OXRmEcEE/NvY 0.75mg

F15 (EPa3—I)L1) : HEESETEIER
RUHRMAXEIZEAT 215

1.8 &HIXE (F)

Kie#E S T ¥kt



V== IN/) 1.8 IRFF30GE ()
B

H TR ettt ettt et a et e nt ettt et en et et neeneeaens 2
L8 TS ICEE () oot 3
1.8.1 TRET SCEE (Z2) e 3
1.8.2 NRE XTI (22 KON DFETEIRML....oooeveee e 8
1.8.2.1 FEET D RNBE ST () e 8
1.8.2.2 FIEHT 2 DEE ST R (B2) OBRERM oo 8
1.8.2.3 PHEESUTZN TR 2 E () KOZORERM.............. 8
1.8.3 FELOHE (22) ROEOBRERIL. .o, 9
1.8.3.1 HEET D FER O R () e 9
1.8.3.2 HEET 2 AEROHE () OBRTERM .o 9
1.8.3.3 FEROHEICEET 2FE () KOZOFRERM.............. 9
1.8.4 FHEDOEE () KOFEDOBEERI ..o, 10



=N 5} 1.8 WA E ()

1.8 AR XE ()

1.8.1 RMIXE ()
T 0% et 0.75 mg MOV 1 ¥ Ve i ERE N v 70 0.75 mg DIRATCE (R) B 4~T7 =V
IR LTz,



V= VINI5)

20XX 4E XX A ET (O X iR
Br & EIRRE
ADHME 34

5-HT; R FHE LR 0
VAN =% @ =D oy o9 b

BRI, OAFZEEEM(EE-EMEOLLTZICLVERTLIIL)

POXD 1 0.75mg

L8 IRACE ()

BARZEERDEES 872391
TudEE | 7w A
0. 75mg X 7 0. 75mg
ARAEZS | 22200AMX00247000 | 22400AMX01368000
HR5ERAsA 2010 4£ 4 A 2012 4F 12 A

POFD si7m5100-9 0.75mg

Aloxi. V. injection - LV. infusion bag

2. E5 (ROBEICFEESLEWNI L)
2.1 RANORoITxE LIBBUEOBEED & 2 B

3. HERE - tER
3.1 #AmK
Wi 7 R TBD‘ri/,ﬁil‘é%%i‘i
0. 75mg 2N 77 0. 75mg
KN L 5mL | 148 50mL
H|Xa /& b e o 0. 84mg 0. 84mg
Wy (e s hrr & L0 (0. 75mg) (0. 75mg)
LK vall NUR VAN 450. Omg
D-v>=hk—)b 207. 5mg
R =7 MigF R U T 2OKF) 2. 5mg 2. 5mg
gﬂ 7 AT WY T LKA 18. 5mg 18. 5mg
V=1 ¥/ L] 7. 8mg 7. 8mg
KEELT R U DA T & 36
SRR i i
3.2 A DR
Wi T m R 713#2@%%%
0. 75mg 2N 77 0. T5mg
[EEIN HEEEIOWT | MAET] O
pH 4.5~5.5 4.3~5.3
RS (EPRESRIR R 5 ) 1 1
4, PEEXXIEHE

RESERA (VRATFS5FU%F) BEICHSHERER (B
i, IBH) GERFEED)

5. ZhEEXIZHRICEET HFE
ARANTEEEL, WEHEE U 2 PUBMEERA] (A7 TF
5)OEGOGAEICROFERTHZ &, [17. 1. 1,17, 1. 2 BH]

6. AZERUVA=

WH, N 2 hrr b LTO0.76mg & 1 B 1 [EEE A0
kT 2,

EL, 18 LA FOBFITIE, EH, Sa/khar LT

20ug/kg % 1 B 1 BEHESAREEST DL L L HE5R&D

LBRIT 1. 5mg LD,

1. RERUVAEERICHET SR

(EdF3tE)

1.1 PUEMEESRR SRR G 2K TT52 &,

1.2 ARFOWER AR 40 HRITH Y . EHBICRKER
HEATIDEBMEICOLHRENS EFTI2EZEMND S,
[16.1.2 ZM]
1 3 AT O bR CAHN & 23 A BB ~ AR G- U 7= SR IT
e, IR CORERGIT#T L 2 L,

A S/

1.3 Ny ZRBNIEHNRNC SR T2 2 &

9. BENEREZATHEEICEHT HEE

9.1 &HHE - MEEZEOH L EE

9.1.1 HLEEEDHDHEE
AFN B G#%BE A ATH 2 &, HILEEBOK TS
LN END D,

9.1.2 ibig, RRBRBEEEOHIEE

Ry ) (AFISIERICET 2 1EE)
PEBR MK B2 89 2 & B DIRIC A &2 23T R AN AL
THBENRH D,

9.2 BmEERE

Ry )y (AFSERICET 2 1EE)
Koy, HF U U AOBEERE G Y 09 ERAE
kT rBE0DH D,

9.5 I
TR SUTIENR LTV B ATREME D & 5 e EiciE, 1B LA
WHENERME A EE D &l S5 R 0R BT 52
L BER (Z v b)) THRIE~OBITHRHES L TWD,

9.6 Z3LIE
1B EOF ML ORILRBOFIRMELZBE L, L0/
BTk matd o2 &, BER (7 b)) < it
PA~OBITHRHRE STV D,

9.7 NR%
MR AR E R O A R 2t & U 7 BRI T 50 L C
WY, [17. 1.2 2]

9.8 miRE
—fECABRRENE T LT D,

1. B{EA
WOBWERR S H0ID Z LNRd DT, BEEE+HITT
WV BE DO NGRS AT 5 7 S 2



V= VINI5)

WEZAT D 2 &,

1.1 EXGRIEA

M1 2a3vd, 7F743F0— (WTHHBERE)
av s, TF74TF%— (IR AR, MR
B PR EE, MERTE) AHbbns I LNbs,

11.2 Z0HtDEIER

10%2A L | 1~0RiE 1%ATH AR
R, SER. IR, T
1 RE ., B ARE | IR
K e s R BRI RS
T M=o m Sy, R
R
RHCREE, AR, &
fBE. %5 U A
st iR N .

(&7 Y o AifE, B
EE, AEH LT T ASE

PRSI, SR,
Lol - PRIR, LR, WA

L8 IRAE ()

16.1.2 BARARABEIC VAT FTF U ROTIFHRA LV v
DU T T/Ne /& hr % 0. 75mg O R T 30 BT
THEMRNEE G L7 & & MIEPARABIRIRENIXIZIE 2 FAE
TR L, BMAROM IR 410 R CTh o 72 2,

{ng/mL)
103

~0— (.75mg (n=9}

0.01 T v T T

QT 4EF {5 1 T - :
G R AR MR, JRMEATENR, kR 0 24 48 72 96 120 144 168
0, RIS, @ iiE BEfE (hr)
?”ﬁq@% TR PR, M, WeR R BEARARABRE ST D HIRNEE G RO MR e ) b e R
) W, LI 2 REHERS
— [ (TA9 -+ B (R 5%)
W e HANBRABREIZEBIT 580 ) & har OFRYEE T A—4 2
— R . AUCo 14 t, CLuos vd
P, = U/VEH*%\HEJ‘%E e . h“/f” <h2) . (1;
‘/[fﬂﬁ 1@5%%« g nr/mL, r mL/min ”
B B T LR R 0.75mg | 66.4%19.3 | 41.6+13.1 203+56 | 695+191
IR 22 Lol b CEAIfE AR R, n=9)
ul aill RO R 16.1.3 18 WU FOHANBFICT XY A5V > OYHFT
5] AR, 3518 g /¥ bu % 20pg/kg DR TR 30 it TERIRN &
AST F 5. HLizE &, EyahielZFER CHERIEWVIEA DN
BRI LDH | 5 ALP
s ALT b5, L o,
. y-GTP L5 —* EER D/ ) & b a L ORYERE T A—4F
TERER A RS (GESG . 4T AUCy1, CLuo:
, TSR AL G (@%‘ #L i 0-int toe (hr) o Vs (L/ke)
Z ool P R, B . FEEA, B, BUE (ng hr/mL) (ml./min/kg)
i .
E L TR |BIERS, A7 m s BULE 93.141.3 | 37.948.6 | 4.37%2.45 |14.14%9.07
BRIk, #EIE, 9 2 i — "' — —
2~6 B | 1077451 | 32.247.7 | 3.521.40 |9.24%2.67
14. @R LOER 6~ 12 il | 140.730.4 | 44.7--26.6 | 2.44+0.50 | 7.06=+1.06
14.1 BHBEHOER e A e e N
(RUEIED 12~18 %% | 135.4+27.8 | 33.2+4.2 | 2.55+0.59 |7.27+1.49
14.1.1 AFNL, 30 BELEDT TRGRICE ST 2 b, CPofl+ R {R 72, n=5 XId 6)
AV D)

14.1.2 FSEHI T 2RROOMCE > T <HIT Z & REDITHI
TEENNRREAEE L, IRRNORREERDZ &
Bd5,

14.1.3 RaOEHBEV IZIBLIZOERZE L THHTHZ &,

14.1.4 FHIE L CEMEZRH WY v T 2RI L5 H G
IXTERU,

16. yERe

16. 1 MpEE

16. 1.1 HARANBEHESRANCHIRNE S Lz &oa /& b
1 DOIRY T 3~90ng/kg P O FAEHEFA THIEM:Z R L
7=

AARNERER BT D80 )& ha v oEghig T A —42 "

AUCo-ins tie Vdy
iR S CLioc (mL/min)
(ng hr/nL) (hr) (L)
10ng/kg 51.2%+9.4 34.1£3.8 214+56 621126

CEEE AR 75, n=6)

16.1. 4 SME AR AIC S22 & h a0, 26mg P % 15 53
DT THEIERE L7 &, MAEE 30 BT TR L
L& LT, Cmax 1359 60%ITIE T L7223, AUCy ine 1IRI S
Thot=?,




V= VINI5)

(ng/mL) 10
10 QU] & T DI HER

—(= 04

2

RREEEE
=

——0.25 mg KR (1577 [)
—0— (.25 mg f#7E (30F41H])

0.014
] (n=11)

0. 001 T T T T 1
0 24 48 72 96 120

ffE (hr)
[ 2 SHEAGERERAIZ 0. 25mg O B CARBRESUIRE Lo & &0
Mg <a /& b o URRERER
CEEIE + IR )
SME N REEE R AL 0. 26mg 0> F B TR EHE XITFE LIz L & o8 )
T ha Oy TR T A—H Y

. Taa™ | Coa™ | AUCo-inr™ | £12™ | CLi™ | Vo™
85 (min) | (ng/mL) | (ng hr/mL)| (hr) |(mL/min) (L)
SRR 5 0.851 | 20.1 37.0 214 611

(15 43 ) (44%) (25%) (24%) | (26%) (24%)
E 5 1.38 20.3 33.3 209 554

(30 FbFH) (60%) (21%) (30%) | (21%) (30%)

i, ST M (EBRED . n=11)

16.1.5 AME AR A S0 /& hr v 0.25mg B4 3 HE
WA CERIRNE S Lo & & %5 3 B HO AUCo o, 1312541
HICH_TR 2 1B ERELEY,

16. 1. 6 AMEOEKREBRICBWNT, »Sm /& hr v 0.75mg %
FIRNE G Lo & & BE, P OB B REREE T3y
THE~OP O N BITR O Loy, EEOBRH
RERE S CIR R RE IR % 8 1S~ AUC)-0p 2 1. 3 {5 FREEHA N
L7z E72.%m 2 & ba 0. 7omg Z #ARNES- L= L &
JTFREREE 138 /& b u o AUC IZBAE R4 MIF &

2o,

16.3 £
SN/t berOMEEARBERITN 625 Th o7 (in
vitro),

HtaZ > MWW Tme s bar UIREHO A F =
EAMRE (RER « fEAGE) ~DOEWERMENRD bh
7=

16. 4 3
AEOBKRRICBNT, #5ahk e/ hrro
50%FR L IL N 221, ERBHLE LT A4 ¥ MkeE
6-S-b FoX ka4l L 2, ZhbDREm o 5-1T,
ZREEFERIZ S e 2 ke o I5RECTHoT-, 20
RFHTIL TN CYP2D6 23R H- L TR 0 . —HIE CYP3A4 K Y
CYPIA2 HEH L TW5D Z AR ENTo, SEAERERAIC
F\ T CYP2D6 JEPEA KA ST 38 (PM) & EH 7238 (EM)
Loficin /t brrOEYERBICEE REVITROR
2o,

16.5 HEitt
SE AR A 10pg/kg P 1MC K Sw JE bu sk
PR G Uiz & & B 5% 144 B & Clo 5 I RE D
9 80%AS IR HEME XA, RE LK L L TR P SR IL
AN TH o7, o, £F 7 VT 7 A 160nl/hr/kg I
)L, B2 V7T A% 66.5nL/hr/kg ThH-72 7,
) e/t herOREAREIL0. T5mg TH D,

L8 IRAE ()

17. BERERALHR

17.1 HHMRURLMEICET SRR

17.1.1 EREIBERE_(RA)
8 B f P B M I A 5 5 AR R 3 5 e QNS
THALERER GELD - M&ntk) (2592 AAl 0. 75mg BBl #HHRPY
B G- ORI O THRE 7 7 =& b a2 40ug/kg H Bl
IRV S AR & L Chilg L7z 9,

Bt atbre | g
» - V=00l N = 75. 3% 56. 8%
MALIELBIEI s e I8 FER) | (315 Ed)
WA R RO :
- s 7=t btr 73. 3% 44. 5%

559 JE il (410 JE ) (249 JE )

¥1: VAT TF L (Z50mg/m’), RE¥V LBV LI aBERAT 7 I

N e PR, XiTzerbi v rakA7y I REDHf

HRE

CUEAPEE S (ERE, ZENEAR) Ze L. Aol ALE 2R L OSEFIER D

EE

(IR R E A SR, e 2 Ry 0. Thmg Xt T

=t br > 40pg/kg EHEIFHIRNIEG LTz, RBNCT F3 2 2

VA3 ARG S hs

¥4 EE MM BT R A B 1% 0~24 R[]

5 ¢ IR TUEAEIE A e 5% 24~120 REfE

6 AMEHOIRM:SEEIIHIRICEN T, VI =% br K LSe
7 b r UREDIELME (95BE I —2. 70%~7. 27%) 23388 H AL,
BRI OWEHSEEMFRICB N T, 7 I=k ba RBHx Ltr
7t hu U REOERYE (p<0.0001) 23F80 b

(&)

w

AFNORIVERFBZHEIT 30. 5% (170/557 #il) ThH -7, Fie
FEIWVE AR, 17. 4% (97/557 f511) . ALT B4/ 4. 3% (24/557

i) . B 3.2% (18/557 i), AST 8/l 2. 9% (16/557 i) .
DB QT M IERIRRIEE 2. 7% (15/557 ). MAZFEE 2. 3%

(13/557 f5il) T -7z,

17.1.2 ENSIAERE (£#28 ALLE 18 BUT)
P S R I P UM R B - L SR 2 TS
SEdR CELL - WEAE) (292 4K 20ug/ke (EFR 1. 5mg) *
! B E IR 3 5 U R SRR S D A PRI AT o &
BYTHD,

S FAXT
ﬂ Ak R
_(ERFAfiEA)
i i 1 L7 A
wat g 12. 4% 63.8%
] _(34/58 42/58 5 37/58 3
W (34/58 SEH) (42/58 JEBI) | (37/58 FE])

X1 PR EE A SR, 3a /& b e 20ug/ke % BRI
MR 5 ST AR G- LTz, RBICT R A X8 3 |
K51 DARE SR A

K2 VAT TF U WVRTTF LU RFv s uk A7 7 I Redtk
R GHEG LY A V2R

X3 WEHVEE S (E, Z9iEH) 72 U, 2ol ALE 7 L ORI D
&

X4 {EMEPEPTIEPERE A4 5% 0~120 REfH]

35 ¢ MM PEUEMEIE SRR 55 0~24 FRH

X6« (EMPEPURME IR B 5% 24~120 FREfE

T 2RI DR FE 2 NHIER (13— ) O 95%(EHEX R (44. 9~71. 4%)
T BRAS BRI 52 2402 (30%) % ElAlo7z (p<0.0001)

AFNORIVERREBLHET 3. 4% (2/58 ) THoTz, ZDONR
1L AST B 1. 7% (1/58 i) . ALT k55 1. 7% (1/58 51]) . y-GTP
A1 7% (/68 B, BMERESR 1.7% (1/58 fii)) Th o7z,

18. EphZ=

18.1 fEAMF
5-HTy SZARIT IO CRIREI A IETUEM 2779,

18.2 EREREELOBRM
b b 5-HT, RIS %4550 /& F o 2o pKi fEiE 10. 01
ToHo7-" (in vitro),
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18.3 Mtk

18.3.1 Su /& Fm 0. 0lmg/kg ZHRNZGTH L. &
NNV TIFI)~A D XiFA7 L Z I U5
XOFERINTA XOEMLZIH LTz, £, A XDOT A
7T F R A U, o R/ NE S RIE.
0.001mg/kg T o729,

18.3.2 VAT I F U RFERTH 7=y NOIRH % |
0. 001mg/kg 7> & F EIZHNHI L, 0. 003mg/kg LL_EDOFRPI$E
Bz TidiEmaicmi Lz,

19. HEHEACEATIEEENAR

—WREIZFR - o\ & ha U (Palonosetron Hydrochloride)

b4« (3a9)
-2-[ (39 -Quinuclidin-3-y1]-2, 3, 3a, 4, 5, 6-hexah
ydro—1/benzo[ de] isoquinolin—1-one
monohydrochloride

4313 CroHaNo0 « HC1

4y 332.87

PR Afa~IKABORBRMEOM R TH 5, KITHD THEIT

R AZ =V RO BB MR TR <,

=X =) (99.5) IZHITFIZ W,
(b tgiE=

20. BRIZLEDFEE
AC %,

20. 1 MEFEOED H U CREIBARAG LI2%mA1, ik b
TR T D ERNH DD, HFENPHEY HL-%IT
N 20T 2 BET D L,

(39 )

20.2 S OGE 2T D720, ARFIE A A TV S AT
AR E CRE LN &,

20. 3 AMEDED H LU CREIBIRA LI2%A1E, ek b
TR T D ERNH DD, MENBEY HLT=kIT
HOMIHEAT D &,

20.4 ROBAIWTIFER LN &,

20. 4.1 AMIRTEE L T 2RISR SR BV 5 IR

20. 4.2 NEWRDEESULIRE L TV DI

22, A%
(ZOaX 80 75mg) 5ml X5

(ZOXL ATy 4 0.75mg) 50mL x5 4

23. XEXR

1) Stoltz, R, et al. : J. Clin. Pharmacol. 2004 ; 44 () : 520-531
2) Maemondo, M., et al. : Ann. Oncol. 2009 ; 20 (11) : 1860-1866
3) Shah, A, et al. : J. Clin. Pharmacol. 2006 ; 46 (10) : 1139-1145
4) Hnt, T., L, et al. : J. Clin. Pharmacol. 2005 ; 45 () : 589-59%
5) Stoltz, R, et al. : Biopharm Drug Dispos. 2004 ; 25 ®) : 329-337

6) Saito, M, et al. : Lancet Oncol. 2009 ; 10 @) : 115-124

7) Wong, EHF., et al. : Br. J. Pharmacol. 199 ; 114 @) : 851-859
8) Eglen, RM, et al. : Br. J. Pharmacol. 1995 ; 114 (4) : 860-866

24, XHERERUVBELEDEL
RIMGHS TSt RS HE
T101-8444  HURCHR TR H X AH FHEHHT 1-27
TEL 0120-20-4527

26. WERFTRES

26.1 MERFET

R A T3k A A
FOCHR TR B XAk FE ST 1-27
26.2 RiE%

HELSINN

AA A

ST @ PN E TR S A
ERETKEHEXSEHSRET1-27

= 8 HELSINN ==
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182 FEXEFIHR (F) RUEZDRERL
1.8.2.1 Y DAEERITHE (F)
CILEDEESIED
PUBMERERIA] (27T F %) BGICHE D WILEER (D, Tar:) GEZRMIZ 5T)

728, T X Tkt 0.75 mg LONT 1 F Ve Ny 7075 mg 1L, _ERROBIRE T RhE
ZREICHA TG L TR Y, KA—HEFKRBHAFTIILEEZ TEL TR, L, WRICx
L CHREARORNEE IR LT 52 L OFNINE LB 2, FFET LI IIE () Ok
TEMRBLA 2 1.8.2.2 THIZREH L 7.

1.8.2.2 BREET AMAERIEIHME (F) DFHRTEIRER

E /N 10037050 5088 (LR, AR 13X, & 2 7T F o && o FEf - PEHTENE R 57 (HEC)
ST H S M PUEMEES Al (MEC) OG5 TE I 54% 28 HELE 18 LA FOEW/NA
BAEAEXIGIZ, PALO (V31 /& s R, LT, KAD OfFME, Zelk OBy EI6e & 5T
fifi L7= 2l L FIE ERIE B TH 2 AR\ C, EEFEMEE & L7z 1| =— A D HEC
X1 MEC # 5:-Bihath 0~120 RefE] (2HIH]) olErkseaimm] EHtEgERe L, HirkLE7ze L)
(CR) L 58.6%TH Y, 95%EHEXMD TR (44.9%) NHFEANIRE LIZFMHE CR % (30%) %
EFEo72 (p<0.0001) Z &5, RAIOEN/NLEE BT 2ERAARAESBRIES -, £,
AANIHEE G O L2 6T K LS L2HE THRAUEE TE, — ORI RITHER S
o EBER-. FROMERIL, WHAO/NRBEEZRNRICE o Z ot ba b ik LzishhR
PALO-10-20 3B, KOEWNORANBFE ZXGIC 77 =& ha o &g L7ZENA 10037030 3
BROpkAR L2 B X 7. F72, HEC XX MEC #5846 24~120 FEf GEIE) 12k
DA ONT, ARRERCE LIRS CR Fix, EAEA 10037030 35k & OVES N
PALO-10-20 #fk & LE B AR WVEFE CTH D, BN TR ST D ARFIOBER BN I 1T 2 BRI
AV NECTH R I N,

UEXD, ABBRICIHWT, A7 T F &G T HEC XU MEC 51T E SN H/NEEHEIC
xf LIS 2 & T b2 E A LD - I (CINV) ISR Z R L7 2 &0 D, ShRE ST R
(%) 1%, RATBCAGREIN TWDIRNELFEL [PUEEESS] (VAT 7T %) BRI
HILEHER (L, WaM) (ERWEET)) &Lk

1.8.2.3 MEREIHERICEAET HIE () RUFORTERL

($hBEXR IEZNRICBEET BT E)

RFNIBRNELD, WEHME U 2 PEMIEEA (LA 7T F %) Of50O8AICRY T2
z L.

728, T X Tkt 0.75 mg LONT 1 X Vel Ny 7075 mg 1L, _ERROBIRE XX RhE
B DR Rt 2 i N CREICE L L TR Y, AR ARG CIIEE L TE L TR,
Lo, /NRIZH L THEA & RO EEME 21T 2 B0 E & & 2, e I B
HIER () ORERWZLLTIZEHE L.
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(ExERM]

ARBR T, v A7 T F &G T HEC LN MEC #5083 F & S5 EN/NNEEBE 2 55U AR H|
D CINV IZKIT DA NEDRGE S 723, fEHAPEY 27 23 MEC £ 0 HARWHUIEMEE A (880 6
HMEGUEMEEG A E) 25 e LTE 6T, ZOERIIKT D ERAA TR L T,
F72, BN A KZ74 2 ThH, 5-Hydroxytryptamine; (5-HT;) SZ&FMEIEHIEIT HEC & O MEC (12
UM T 22 E2HERL T 5.

LLEX Y, AFNXMEC LL EORHANEGTEME AN RN 2 Baly, RISk L~ &
EEZ, RANTERRONE & RIBRICERE LZ. 708, HEC M ONMEC IZ/E S 4L, SRVELD,
Wi % 35589 2 PUEBEMEIS AL S FET D0, 25 L LT, ARBRCTxtg s L fiErEiEg
Bl (ATTFv, BIVRTTF U RN 7 aRAT7 7 2 R) ZAFIOUASCE 117, RN
DHEZFEHE L, HWeftdozs e L.

1.8.3 FRERUVRAE () RUZDHRTERERL
1.8.3.1 BETHSRERVAE ()

(RZRUAE]

‘ﬁ Wk’iﬂn/ﬁln/kLTO%mg%IHIEﬁEXi T 5.

W, NRCESe el LT 20 ugke & 1 B 1 [EERHE S AGESHET D, 220, #

QE@J:BE:K l.5mg &7 5.

(EEEFT 2 TR TR L)
1.8.3.2 REET HDHZERUVAE () OHRTERER

WS/ N PALO-10-20 3R CTi, FEFHIEH & L7 HEC XX MEC B 5-BAh 0~24 IREfH (&
P CR HIZ-DOUW T, PALO 20 ug/kg FEDA > & 2t b v URRCRTT 2 FIELMHEDPREE S 41, AA|
DR EENENHER SN, £, EWEBROKBEND, NEAEOREITIIAREIC L 2 HE
DY) THDHZ ENRINTZ.

AFERTIE, WA PALO-10-20 3Rk CTHEE K OV B ME DS ERS S LT ARA 20 pgkg (BR
1.50mg) ® 1 EZHFHHEE L CEIR L. 72k, #NE PALO-10-20 5RBR TAKIL 15 43
DT R ARN I 5 S L7203, AIBOBERBLY; TR G- S o metER e 5 Z L 2 EE L,
AR Tl AR ERAIRN B 5 I IRINEE G- O WT U HIBIR TE 2 L 2 IR E L 72,

B U= &R0, ARERTIE, SN PALO-10-20 385k & [AEE, AH 20 pg/ kg ((=BR 1.50 mg)
DERREAE DS HER S, FICGHiE GRREEIRNE G SUTFIRNE 5) OFEWIIAES D%
EYEICRE R BE 5272002 LR ST,

UbXy, NNEEE ST o HELROCHE () 1, ey, MNNEZiE e ek LT
ﬂmygélalﬁﬁﬁﬁiﬁﬁﬁgfé =77, &5%@L@ilﬁ@&#64|kbﬁ

UL, HEMpE#EICBIT 2B EMEA I E 2, AFORELKOCHE () & HaE, v /&
FD/ELTQBmg%lHl@ﬁ&ﬂiﬁﬁﬁ&#é.tt , 18 LA FOBFEITIE, WE,
Ne/tbrr b LT20ugkeZ 1 H 1 EEEIAREEHET S 2L & L, &5 8D FIRIT 1.5 mg
LT D) WEETHZ L E LT

1.8.3.3 FERVHEZEICEET 5FE () RUZDHRTIREAL
AR—EREEAGRRGE I, AEAOCHEICE#ET 2FHEEOEFILITEL TV,




VA=E 2N 1.8 WA (%)

1.8.4 FRLDIFE (F) RUZTORERN

(1) 9.7 /NREE
I AR R EE VR R O 2 VB & b B & L 7 B IR BRI FE0E L TR,
(EHEFT % TR TR L)

(ERTERHL]

AFRBRICIR N T, A% 28 HELE 18 5 LA T D EP/NREE (592 AHF OEFRIR A YLD REE
SNTbOO, AR AEREIZ L OBHAER (A1 28 BARN) (28 2 AL VLMD
MRtz B & L7ZBRRRR Tl . Len o T, AFIOMMCE 197 /MRS oI, AR
BRCHSRE L TWARWEEERICOWTRH L, FHRRT 268 S5 LB 2T

) 112 ZoMmoREIfEH

(EHERT &2 TR, HIBRET 2 “ERVH LR TORLT)

10%24 1%~ 10%Ai 1%Ai BRPEANH
FEA AR R I HEN T2, Sk, IR, REE, SRIRE,
KB = 2 —a v —, BEEE
Rt BlEPR BHAR, RAEGE, @ik, Sh )Y
LISE, &4 Y 7 AlE, ERELAH,
AV T L SE
Dl - TEBRS QT iR MIINE RSN, BENR, ARAR, GO,
TSR, AR, SIGRE, Fk
PR, e
TH ks fh_(17.6%) L, BNEL | MR, IR, HIEARR
B, EREETR
B - R A SR P
Pk mEU ey | IFHSRERA
ik S
P& 8% T LR — MR SR
LR & Leo<D
H Hig D Pyl
iR ARSI, 5518
B AR AR A AST k5, LDH L5,
ALT L5, ALP -5
y-GTP b5 —
EDH--H—
ALPEF
Z DAty fiiK=2T7 BER, W TESHEALEOS (9, ALBE), FEA, BUK,

AL, FRARA

A B, A v 7T U FERER,
WESIE, Ty

10
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[ERERHL)
ZTOMOENWER & U CTEBEICERIZEE L T AHREICH L, ARBOMEREEZKM L, 2B, 3
BEA1E, EWRA 10037030 38R % U8 10037040 35k K OAKRRER O RAEIZ RS X B L7-.
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7OXIFE 0.75mg/
7OXRmEcEE/NvY 0.75mg

F15 (EPa3—I)L1) : HEESETEIER
RUHMNXEICET 515H

110 BE - BRFOEEZFEREHOFTLH

Kie#E S T ¥kt



V=L 2N

110 X

110 HE - BIEFOHREFERHOE L

BIRFOEEEEEHOELD

1101 FE - BIEZDEETEEEHOFELYD (BT

b4 - B4 |BA%A : (3a5)-2-[(3S)-F X7 U ¥ r-3-A 1V]-2.3,324,5.6-~F % & KR 1H-XV Y [de]f V¥ 7V -1
Ay (B4 w2k bhuy), FOEERTFEONA
#e4h @ (3aS)-2-[(35)-Quinuclidin-3-yl]-2,3,3a.4,5,6-hexahydro-1H-benzo[de]isoquinolin-1-one (51|44
Palonosetron), % MOi¥E K V% O RIA|
=
N
= HCI
ZhRE - ZhE3 PUBHEEER (AT 7F %) BEIHED HEEER (BEL, EH) BEHZET)
ik - A& WBE, RACIE S A2 2 bhr 2 LT0.75mg # 1 H 1 BIEIRAKZST5.
BIEZEDRE
R4 R OFES [FE : e )& b o EEsE
K5y - ol A . 77X E 075mg LEF A/ Eher0.75mg &FH)
#=E 2 M LDso(mgkg) el &N FERRFTR
Zv bk 22 >30 >500 g, B
4 % 42 >20 >50 R, EH%
oM B BR5HE BR5RKE  REE EEMRE FERFTR
7 b 17 A FEARAN 1,3,10 10 EFERL
37A 2qs 18, 60, 18 180 mg/kg TR
120.180 R - U VR D
G, BERES
A4 X 1A RN 1.3.10 3 mH LTI h, av
AT 1 — VK&
' % Fvb 67 A HeRPN 2,7.10 7 10 mg/kg THLT
R
A4 X 947 A BiRN 1.3.6.10 6 10 mg/kg T
R, R
BIfEA RIEFZBE 460 f1,/1343 fil=34.3% FRRREMERE ORRROLMEEH 2L
BIVER OfEsHE 3% ERR R MR E OfEE G2 g
% 16.5%  222/1343 TI=v T T UART =T —EHEM
54%  73/1343
IEb 3.9% 52/1343 LERQTHIERMERE 43% 58/1343
MmEEE 3.1% 42 /1343 TANRGX VBT ) b T UAT7 =7 —EHEM
3.6% 49/1343
L®o<b 1.3% 17/1343 ey L e H#EM 23% 31/1343
2 1.2% 16 /1343 Y= NEINET VAT = T—EHEM
2.1% 28/1343
RPEBBE 20% 27/1343
%
£t KIBFE & TEKRASHE




7 Lh 1.10 #3E - BIEHRORTHEAEROE LD
1.10.2 BE - -BFEZEOETEEEHOE LS (THES : SELEM)
b4 - B4
g
ZhEE « BhH
Mk - A& W, Su/bhrrELT075mg % 1 A 1 EFHESULSHEET S.
2L, 18U TOBEICIE, @, o/ ko LT 20 ugkes & 1 H 1 [AIEEXITAMEE

ETAHZEEL, H5EOLERIF1Smg &7 5.

RS DFEE

4 K OB 2
Sy - i
b5 A £ LDso(mg/kg) iR Er g ESAG)
7w b d9 >30 >500 g, LA
4 X 349 >20 >50 Keig, WEnLSE
marE Bk RE5HM BR5RKE B&EE A T FeATR
v b 14 H FARN 1,3,10 10 B L
17 A KT 5.15,25 5 FE L (FpiEtts
Gh#) <)
37 A e 18, 60, 18 180 mg/kg T
120,180 B - U SRR O
ZEiE, B ERES
4 X 15 H FARN 1,3,10 3 MmigHm oL, L
25 1 — VK fE
1A ERIRA 1,3.6 6 EERL
Gh#)
® M Ty b 67 A FRARN 2,7, 10 7 10 mg/kg THET
S A
4 X 9,4 FERA 1,3,6,10 6 10 mg/kg THL
e, HRHE
mIEH <A >

BITERZEIRE 460 51,1343 5= 34.3%

R A B SR DFEBLR D kL7 L

RIVER OFEE 45 R R AR 5 5 O FEAH (aeo
{5 i 16.5%  222/1343 TI=r T NTUAT =T —BEN
54%  73/1343
BIEbR 3.9% 52/1343 DEBEXKQTHEMBIERE 43% 58/1343
MmEmwE 3.1% 42/ 1343 TARTGXVEET ) b T AT =T —BHIN
3.6%  49/1343
Lo b 1.3% 17/1343 A E Y e 23% 31/1343
i 1.2% 16/1343 Y= NHE IV NT AT =T — BN
2.1%  28/1343
SRR E B 20% 27/1343
s
<UPR >
BWERZEIRE 2 41,58 #il=3.4% FRRAR A B O TR O S REH 22 L
BIVE O (e R R AR A 1B 5 O FEA (A
BEES 1.7% 1/58 TI=v T F T AT 27—
17%  1/58
TANTGXVERT X ) b T U AT =T —BHN
1.7%  1/58
y— IR IV NTUAT =5 —BH
17%  1/58
g KBS T3k a4t




7OXIFE 0.75mg/
7OXRmEcEE/NvY 0.75mg

F15 (EPa3—I)L1) : HEESETEIER
RUHRMAXEIZEAT 215

112 HHFEH—FE
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1.12 IRAHER—

112 HFHEH—E
E58 (EPa—IL5) : BRRHRBEE
52 =BRKRHEBR-ERX
CTD No.- AR . HEEE 7T — ¥
et F " i sEOR |
HRRE (EP sk e A 1
5.2 AR — TR - N
53 ERRHEBREEE
CTDNo.- | AR A } R —4
s | PORE e ‘ Wi sEOM |
G (EH o) TEH A
53.1 AEWEHI AR E
53.1.4  EWIER R OB E R AT I R
Validation of Netupitant and Its Metabolites M1-M3, and of Palonosetron in the
53.14.1 NETU-11-02 96w Format and Determination of Netupitant and Palonosetron Concentrations A - flia
in Human Plasma
Determination of Palonosetron Concentrations in Human Plasma of Study .
53.1.42 | 010/11-05.PN A4S - L5
PALO-10-20
Validation of an LC-MS/MS Bioanalytical Method for the Determination of .
53.1.43 | 15059 . , st — HE
Palonosetron and Its Metabolite M9 in Human K2EDTA Plasma Samples
Determination of Human Plasma Concentrations of PALO in “A Phase I1I Study
53.1.4.4 16112 of PALO in Pediatric Patients Receiving Highly and Moderately Emetogenic =N — il

Chemotherapy”




V= VZIN/5)

1.12 IRAHER—

CTD No.- S _— AN o B O HEEE 7 — ¥
. AR AT 75 . At 2
R (i k) | HR A 1
533 EpREDENRE (PK) HBRisFE
5332 BFICBIT D PK L OWHIAE MR B A &
53.3.2.1 | 19DCO1 N 255 L Uiz PALO %65 I FRERBR ) (21T 5 S Ehseft ESkg) — H
5.3.3.5 Rzl — g PK iRBR & E
53.3.5.1 PALO-10-35 Population Pharmacokinetic Modeling of Palonosetron in Pediatric Patients AN -
53352 19DC04 Population Pharmacokinetic Analysis of Palonosetron in Pediatric Patients N — g
534 BRIRIFE) S (PD) s &
53.42 HBIFICEBIT D PD R K O PK/PD sl 1535
[N 2 x5 & U7= PALO 5 I AHRRBR | (281T 2 3MpdEhie /3%
53.42.1 | 19DCO7 EAN — A
fiehT
Pharmacokinetic/Pharmacodynamic Analysis of Palonosetron in Pediatric .
5.3.4.2.2 PALO-11-20 ) 24N — H
Patients
53.5 ARMER OB E
53.5.1 HIFET AaEISEICBET A Huigok FRE B 1
= P E U SRR B RS At b Lz \m /& fr v (PALO)
53.5.1.1 | 10037010 . . EHA 5E fhe
HAIE RN IR 51281 2 B LiAER
UM I R R 5 R E B AR S T =k b a v Akt L
53.5.1.2 | 10037030 =N B i

L 7= PALO Hi[EIEHRN$¢ G- bk




V= VZIN/5)

1.12 IRAHER—

CTD No.-

HAEAR

. AR5 eS| i Pl 2% Ol
eS| (Epy HE5h) |
A Multicenter, Randomized, Double-Blind, Parallel Group Study to Evaluate the
Efficacy and Safety of Two Different Doses of Palonosetron Compared to .
53.5.1.3 | PALO-10-20 _ _ , S o st 5E
Ondansetron in the Prevention of CINV in Pediatric Patients Undergoing Single
and Repeated Cycles of MEC or HEC
Double-blind Pediatric Study to Assess the Safety, Pharmacokinetics and
53.5.1.4 PALO-99-07 Efficacy of Single IV Doses of Palonosetron, 3.0 ug/kg or 10.0 pg/kg, in the AN 5%
Prevention of Chemotherapy-Induced Nausea and Vomiting
53.52 BB E
53.52.1 | 10037050 NI & x5 & L7z PALO 5 111 AHERBA Edla) APl
PUBMENE I 58 F x5 & L7z PALO M 0 I LERIRINEE 5123810 5
53.522 | 10037040 ) o E5]oy 2%
L 3L A A — 7 7R
53.6  filtk O HFEBRICEE 9 2 HiE &
5.3.6.1 — Periodic Safety Update Report PALONOSETRON HYDROCHLORIDE AN —
5.3.6.2 — T X UEHE0.75 mg MR R E =N -
5.3.6.3 — THRXUHE 075 mg  RrE A RETRE Al & =AY -
5.3.6.4 - EU RISK MANAGEMENT PLAN (EU-RMP) A4S -
537 BET—Z -HRLOVEHFLER
5.3.7.1 10037050 BET 2 %% Esl —
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1.12 WfHER—%

54 ZBEXE

CTD No.-
I FH ST PGHGE - T oMt

5.4-1 5T, ALERRIEANC L D EVER LAl HARERR. 2003 ;5 61 : 902-905.

540 HREEE A A BT A >0 2015 42 10 H 55 2 iR —EBGTRR ver 2.2, H AR
http://www.jsco-cpg.jp/guideline/29.html. Updated Oct 2018. Accessed 10 Mar 2020.

54.3 ANTIEMETIC GUIDELINES: MASCC/ESMO.
https://www.mascc.org/assets/Guidelines-Tools/mascc_antiemetic _guidelines_english v.1.5SEPT29.2019.pdf. Updated July 2019. Accessed 11 Mar 2020.

544 Hesketh PJ, Kris MG, Basch E, Bohlke K, Barbour SY, Clark-Snow RA, et.al. Antiemetics: American Society of Clinical Oncology clinical practice guideline
update. J Clin Oncol. 2017;35:3240-3261.

5.4-5 H ARG 2. I EE B T A KT A 2 2015 4 10 H &5 2 hil. BT« &5 AR ; 2015, p. 1-115.

546 Roila F, Molassiotis A, Herrstedt J, Aapro M, Gralla RJ, Bruera E, et al. 2016 MASCC and ESMO guideline update for the prevention of chemotherapy- and
radiotherapy-induced nausea and vomiting and of nausea and vomiting in advanced cancer patients. Ann Oncol. 2016;27(suppl 5):v119-v133.

5.4.7 NCCN clinical practice guidelines in oncology: antiemesis. 2016 ; Ver.1.
http://www.nccn.org/professionals/physician_gls/pdf/antiemesis.pdf. Accessed 27 Mar 2016.

54.8 Hesketh PJ, Bohlke K, Lyman GH, Basch E, Chesney M, Clark-Snow RA, et al. Antiemetics: American Society of Clinical Oncology focused guideline update.
J Clin Oncol. 2016;34:381-386.

5.4.9 Rojas C, Raje M, Tsukamoto T, Slusher BS. Molecular mechanisms of 5-HT3 and NK; receptor antagonists in prevention of emesis. Eur J Pharmacol.
2014;722:26-37.

<a10 INRBABIAA BTA . BRI - B A%
http://www.jsco-cpg.jp/childhood-cancer/. Update Oct 2018. Accessed 11 Mar 2020.

sa11 20 ARG 1 2 I B R E B L SECEROHER. 5 1 105 ARPRHEE R/ NS AR B2 B R
https://www.mhlw.go.jp/stf/shingi/2r985200000104w1-att/2r985200000104z0.pdf. Updated 11 Jan 2011. Accessed 10 Mar 2020.

5.4-12 FFHAL DAEONRDR AARFIFFEORE L &R, FUFERRE. 2016 ; 125 : 687-699.
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5.4.13 Saito M, Aogi K, Sekine I, Yoshizawa H, Yanagita Y, Sakai H, et.al. Palonosetron plus dexamethasone versus granisetron plus dexamethasone for prevention of
) nausea and vomiting during chemotherapy: a double-blind, double-dummy, randomised, comparative phase III trial. Lancet Oncol. 2009;10:115-124.

5.4-14 7 1% T eERE 0.75 mg TN v 7 075 mg PATCE. 2020 4F 1 HGT GB 1R

s 415 EENAREEE=2 Y 78R (MCL). ERLBSANITE o 2 =S AE R — B X T ARG - Hiat).
) https://ganjoho.jp/reg_stat/statistics/dl/index.html. Updated 31 Jan 2020. Accessed 11 Mar 2020

54.16 del Giglio A, Soares HP, Caparroz C, Castro PC. Granisetron is equivalent to ondansetron for prophylaxis of chemotherapy - induced nausea and vomiting.
’ Cancer. 2000;89:2301-2308.

5417 Kris MG, Hesketh PJ, Somerfield MR, Feyer P, Clark-Snow R, Koeller JM, et al. American Society of Clinical Oncology guideline for antiemetics in oncology:
’ update 2006. J Clin Oncol. 2006;24:2932-2947.

54.18 Roila F, Herrstedt J, Aapro M, Gralla RJ, Einhorn LH, Ballatori E, et al. Guideline update for MASCC and ESMO in the prevention of chemotherapy- and
’ radiotherapy-induced nausea and vomiting: results of the Perugia consensus conference. Ann Oncol. 2010;21 Suppl 5:v232-243.

5.4-19 T ¥ Vel 0.75 mg AN 27 0.75 mg WA SCE. 2014 4F 7 HYGT G S hiO .
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