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””l Paclitaxel (Taxol)

_Indications:

— Qvarian carcinoma
' Breast carcinoma:
Lung cancer
' Kaposi's sarcoma

' Many other indications will emerge from the numerous trials which are
underway.



Paclitaxel

* apotent cytotoxic agent
* mechanism of action

— interferes with mitotic spindle function

— block the cell in the G2/M phase of the cell cycle
— “I* apoptosis and tumor reoxygenation also may occur

* hinds to & stabilizes microtubules - loss of microtubule
dynamics > impair the mitotic spindle

* preventing microtubule depolymerization




Anticancer drugs: Mechanism of Action of Taxol
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Taxol promotes the polymerization of tubulin heterodimers to microtubules,
At clinically relevant concentrations, taxol binds to microtubules resulting in
their stabilization via suppressing their dynamic changes. Taxol thus interferes
with the formation of mitotic spindle, which causes the chromosomes not to

segregate, and consequently mitotic arrest.
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Paclitaxel (taxol)

* Side effects:
-myelosuppression, alopecia,
peripheral neurotoxicity, myalgia, fatigue, mucositis,
diarrhea, facial flushing

-consider dose reduction for severe sensory
neuropathy




DRUG NAME: Paclitaxel

SYNONYM(S): benzrenspropanaic acid'
COMMON TRADE NAME(S): TAXOLE, ONXOLE

CLASSIFICATION: antimicrolubule agant

Specal pedaine considerations afe noted whan appicabile, athenuse adult prowisions apply.

MECHANISM OF ACTION:

Pacliaxel s @ taxane. Pacliasel binds & ubwling the protain compoanant ol mH:n:llulJuIEs simiultaneously pramoling
thelr assembly and disassembly to lorm siabla, nonfuncticnal microtubules.™ Althaugh some reponits indicat &3
cross-reactivily rate of 90% between docetaxel and padlitaxel, others suggest it does not occur consisfenty.”
Stabilization of microtubules blocks calls in the M phase of the cell cyde, inhibiting |:EII division and causmg cell
death. Paclitaxel acts as a radiosensitizing agent by blocking cells in the E_z]:lhEEE FPaclitaxa| i= an

immunasuppiessant.”
PHARMACOKINETICS:
Chral Absorption e inlormation lound
Diistribution tiphasic: irubial distribution to panpheral companment, then slow eiflux trom the penpheral
eompartment; widely distributed |nio body luids and tissues™': small changes in dose may
laad to large changes in peak plasma concenirations and lolal drug exposure due to
saturable, nenlnaar pharmacokinstics™
cross blood brain bartier?" ri
volume of distribution’** BT L'm® far 1-6 h infusion; vanes with dose and infusion
times: 188-688 Lim?® far 24 b infusion
plasma profein binding' BE-898%
Meadabaolism extensively matabolized in liver via CYP 208 (primarily} and CYP 344 activity of
matabolites is wnknown' ™
ratabolife(s)™"" » BT as Ba-hydrasypaclitaxel via CYP 2CH,
s I7%% as -p-hydroxypacliiaasl and 6o,3-p-
dibydrosypacliExed vig GYP 344
Excretion primiafly wia bele sl
ring 14% (1-13% a5 unchanged drug)
fecas 1'% (5% as unchanged drug)
terminal hall (e’ 10 h: varies with dose and Infusion time
clearance' ' 12 Lim?; varas with dose and (nfusion tima
Chaldren” clearance: 19 1o 260 Lim?

Adafied from sEndard raierence- unless spaciied olherwsss




USES:

Primary uses: Other uses:

“Braast cancear Luireg cancar, smiall calf’
"Lung cancar, non-small osall Esophageal cancer
*Owarian cancar Bladder cancer’ .
"Kaposi's Sanooma Head and Neck cancer

Cervical cancer”
Endometrial cancer

*Heslth Canada approvad mocaton

SPECIAL PRECAUTIONS:

Caution:
« preaxisting lver impairmant may impair elmination of pa:liiaxel' " dosa reduction |s suggastedz':'

Special populations: ;

« pldarly patisnts may have maore myelasuppressian, nouropathy and cardiovascular ioicitias”

= patients with AlDS-related Kaposi's sarcoma may have more hemalologic loxicilies, infections and lebrila
nisulropania.’

Carcinogenicity: no informatian found

Mutagenicity: Not mutaganic in Ames test and mammalian i wiro muta!u:m lest Paclitaxel s clastogenic In human
lymphocytes in witro but not in other mammalian in wivo chromasome tests.’

Fertifity: In animal studies, reducad lerility has bean obsanved, wiilh decreased pregnancy rales and Increased
embryo loss in females and testicular atrophy/deganetatian in males.'~

Pragnancy: FDA Pregrancy Category 0" There is positive avidenca ol human fetal risk, but ths banelits fram wse
in pregnant waman may be gccaptable despite tha risk (a.g., If the drug is neaded in a lile-threatening siluation or los
a sarious disease lor which saler drugs cannod be used or are ingfeciiva), Paclitaxal has sl'H:lwn o be ambryoiowc
and letoloxic In animal sfudies; soll issue and skalatal mallormations have been rE-pl:lrlEd

Braastfeeding is nol recommended due 1o the potential seeretion Inio breast il

SIDE EFFECTS:

The table includes adverse avants thal presented dunng drug treatment but may mol necessarily have a causal
relationship with the drueg, Because clinical rals are conducted under very spacilic conditions, the adverse event
rates obsarad may not reflect tha rates observed In clinical practice. Adverse evenis are ganefally included il thay
were repored In mone than 1% ol patienis In the prodiuct monograph ar pivotal trials H

ORGAN SITE SIDE EFFECT

Clinlcaly Important side effects ame in bold, [falics

bload and ymphatc anemia (62-7T8B%. severe B-16%)""

systam/ febrile fabrile neutropenia (2%

naulropania =
leukopenia (B6-30%, sevara 4-17%) "

nedtropenia (B7-%0%, severa 27-52%)' = " nadir 10-12 diays, recovary 15-21 days,
may raguiie dase reducthan




ORGAN SITE

SIDE EFFECT

Clinicatly Importent aide effects s in bald, fadies

thrombocytopenia (B-20%. severe 1-7%) " nadir -8 days’

cardiac

bradycardia {3-4%); firsi 3 h of infusion’ " om paragraph lollowing Side Effects table

cardiovascular evanits (severs 1-2‘“.-&.;«' " s paragraph lollowing Side Effects table

aar and |atyhinth

heafing loss, tnnetus, veriigo, otofodacity (<1%)

e ophe nerne andior visual dsturbances, photopsa, visual floaters (<1%); genamally
ravarsibla, may ba dosa-ralated
gastrointasiinal ematogenic potential: low-modeate

abdominal pain; with intraperitoneal administration”

anoraxa iEr’i-L:-'

conshpation {18%) !

diarrhea [25-TE%)
intestinal obstruction (4%}’

mucositis {20-31%); more common with 24 h infusion’ ¥

nausea and vomiting (44-52%)

tasie changes”

general disordars and
administration sita
conditicns

extravasation hazard: imitant,”™"” treat as veskcant™, see paragraph lallowing Side

Effects table

edama [17-21%, severa 1%, localized undar sKin at no spacific sita

tovar [129%)°

injection site reactions (4-13%)" :

I e Sysiam

hyparsensifivilty reactions (5-42%, sevele 1-2‘}1.]' 119, gme paragraph lollowing Side
Effects table

infaciions and
inlesiatons

infections (1 B-30%, severe 1%); pnmarily unnary fract and upper respiratory tract’ '

injury, paisoning, and
procadural camplicalions

radiation recall darmalitis®

invasiigations

ECG abnormalities (B-14%, severa <1%) * : see paragraph lollowing Side Effects
fable

alkaline phosphatase, elevated (18-22%, severe 1%)' :

AST, alevated (18-18%., sevare 1%) i

billtubin, elavatad (4-7%. severs 1%)"7

musculoskalatal and
connaciive issus

arthralgia‘myalgia (54-80%, savera B-12%)' " snn paragraph lollowing Side Effects
fiahln

Nervous sysiam

autonomic newrspathy, resulting In paralyic lleus and orhostatic hypotensian (<1%)

mior neuropalthy, with resultant minor distEl weakness (<1 %)

paripheral neldropathy (52-604% savara 2-4%)"": som paragraph iollowing Side
Effects tabla

respiratory, thoracic-and
mediastinal

dyspnea (2%)°"

i il
radiabicn recall preumonitis




ORGAN SITE SIDE EFFECT

Clinically Important side sffects 2 in bold, Hslics

skin and subcuianaous alfopacia LBT-‘.EIE'!-’u;l""; usually compleie, ganerally cocurs 14-21 days alter

tissua administration o paclit&_:ml.' onsal sudden. often socurhing n 8 sinale day
naill discolouration (2%
rash (12-14%)""’

vascular hypotension (11-24%); during first 3 h ol infusian’’
phiabitis’"

Adapiad {rom standard reference” unless spacilied obhersise.

Arthralgiaimyalgia may be severa in some palients; however, there 15 no consistent correlation between cumulative
doss and infusion durafion of paclitazel and freguency ar saverty of tha arhralgia/myalgis. EynluElII:Irn; are usually
transient, occurnng within 2 or 3 days alter paditasel admimstrabion, and resalving within days.™

arthralgia‘myalgia s not relieved by al:luquata doses of buprofen, or shon-tarm, low-dosa :b:arnethasnnﬂ ar
predidsanae” " | gabapentin may be tied. 122 Dose redud ng paclitaxel may lessan the saventy of
arthralgias'myalgias; however, thate is o data on elficacy ol reducad doses in 3 cul__lrall'u.ra geliing. Dose reducticn

should be considaned only | symptom severnty pracludes continuing p-EIIﬂILEL‘l:EL

Cardiovascular effects present as bradyvcardia, hypotansion and ECG changes. Bradycardia and hypotensian
typically ocour during the first 3 hours of infusion; howewver, they are usually asymptomatic and da nof requing
treatmeant, Pachitaxsl administration may reguire infermuption of discontinuation in soma casas. Frequancy o
hypotension and bradycardia s not influenced by dose, schedule or prior anthracycling therapy. Common ECG
changes are non-speacilic repolanzation abnormalities, sinus bradycardia, sinus tachycardia, and premalure beals,
Amang patients with narmal ECG at baseling, prior therapy wath anihracyclines did nol influence the frequancy of
ECG abnormalities, Sevene cardiovascular eflecis are raraly reporied, Including cases ol atral libdliation,
supraveninicular achycardia, myocardial infarchon, congestise heart falure, and thromboémbolic evenis. Whean
reparted, these patients had underying disease or previous radiotherapy o chematherapy which was thought to
have contributed fa the event.™

Paclitaxs| extravasation may farely causs local lissue necrosis, leading o tha suggastian that paclitaxal may hawve
wasicant propatties. In saome eports, patients have expananced racall reactions fram previcus paclitass|
exiravasations. No correlation has bean mada batween concantration of volume of pachtaxel extravasated and the
fisk of besus necrasis. Extravasalion injunas dua to paditadsl may ke aithar immediaie or delayed and thus patients
may require an exlanded lollow-up; patient complaints of pain, burming, or stinging at the injecticn site occurring
several days after the infusion should ba invesiigatad. Epaclhc traatmeant recommendalions lor pacliiaxal
axtravasstiion are slill unclear as sxpanance |5 anecdotal.” For managamant ol extravasalon reactions, saa BC

Cancer Policy Number ||-20 Prevention and Management of Extravasation of Chemotheragy.

Hypersensitivity reactions typically occur within the first 10 minutes of the first two J:_l.ﬂ:laa.l"‘ Reactions ara
causad by either a hislamine release in response 1o polyoxyl 35 castor il (Cramophon® ELY, or a non-IgE mediajed
raaction to the taxane molety, Frequent, minor hypersensitivity reactions include; llushing (28%), rash {129},
hypotarsion {4%), dyspnaa {2%], tachycardia (2%), and hypartension {1%). Chills, abdominal pain, and back pain
are mote rare”” Severe hyparsansitivity reactons intlede: dyspnea requinng branchodilators, hypolEnsion raguinng
treatment, Nuthing, chast pain, 'athytalﬂla angitedama, and genaralized urlicans. Sevare reachons ramsly ooouf
atfer the third cycle of Ireatmeant. *7 Tha incidence and saverly ol hyparsensitlvity reactians arae reduced with
premedication although rare, fEtal reactions may ocour despita premal:icallnn.?. A single |V dexameathasone dosa
with an antihistamine and an Hz-antagonist reduces the incidance ol hypersansitivity reactions from 40% (o 2-3%%,
The rre-qusmqu and sevarity of hypersensitivity reactions are nof affected by the dosa or duration of infusion of
pacliaxel. ~ For managemant ol hypersansitivity reactions, see BC Cancer Protocol SCORUGR X Manaosiment of

Hypersensitivity Reactions o ﬂhﬂﬂﬂhﬂﬂuﬂl‘.‘ Agernis.

.55




Rechallenge aftor a severe hypersensitivity reaction;

The cocurrence of hypersansitivily reactions does not praclude rechallenge with paclitaxal. in the event of a

hypersensitiity reaction, the patiend may.
rate of infusion, and closa manitoning.

be rechallenged the same day alter additional premedication, slowing tha
Subsequent cycles may benalit from a regiman ol oral dexamaihasone

given 12 and 6 hburs batore paclitaxel, plus antinisiamines and H-antaganists given 30 minuies 1o 1 hour balore
paclitzsdel M ¢ onsidar substituting pa::lltaxel wilh docetaxe] or implamanting & desansifization protacal il a patiand
develops a reaction lallowing & rechallengs.” Far mmagr_'menl |:|r hypersansitivity reanlanE. seg BC Cancer

Protocal SCORUGRX [

Peripheral sensory neuropathy presants with numbness and fingling in & siccking-and-glove distributian, perioral
numbness, and hyperesthesia. Unset of symploms can be within days lollowing infusion. Frequency of symploms

increasas with repaated axposure and cumulative dose.™

Pra-gxising neuropathias from pror tharapies are nof a

conlraindcatlon for treatment with paditaxel; however, tha incidence ol neuropathy appears to be increasad in this
patient popudation, A dosa reduction of 20706 |5 recommended fof all subsequeant cycles of pacltaxal for patients wha
axperiance severe peripharal naurapathy. Sensary nauropaihy usually improves of resalves within months ol

paciitaxe| discontinuation.

INTERACTIONS:
AGENT EFFECT MECHAMISM MANAGEMENT
1:i5|:|-lzt1|n""'-"'I may Increase neufropania | paclitaxsl clearance is prefarrad maihod s Lo give

when paclitasal |5 glven
alter asplatin

dacreased by 25-33%
whan givan affer gisplatin

pacltawal lirst whan
adminisiering as
sagueantial infusions

dexamethasona’’

does nof aflect protsn
binding of paclitawel

diphenhydraming' doas nof allect profain
binding of paclitaxe
disulfiram™ devalapmeant ol acuts inhibition of aldahyde avoid disulliram

alcohal Iniolarance
reachions

dahpdrogenssa by
disulfiram, leading o
development af toxic
metabolites af athanol
(found 0 the solution)

concurrandly with paclitaxs|
adminlsiratian

doxorubicin®

may Iincraase cardiac
tomidity fram doxorubiain
when glven concurrenily
wilh pachtaxel|

daxarublcin claaranca is
dacreased |lsading (o
incraasad plasma levelds ol
daxorubicin and
daxorisbicingl

monilar lar increasad
cardiatoodcity

metronidazole and
dervatives™

develapmeni ol acuin
alcohal Intolarance
reacticns; the nsk for most
patlents appaais slighl

irhibition ol aldehyda
dahpdroganasa by
matranidarale, leading o
devalopmant o laxic
matabodites af ethanol

{lound In Solution)

avoid meronidazale and
115 datlvalives sancurfantly
with paclitaxs|
adminisiratian

vaccines, live™

anhanced viral replicalion
may Increase the nsk of
disseminaled diseasa

decreased immuna
response allows e

vaccine (o produce
irlactian

avoid |ive vaocines during
freatment




SOLUTION PREPARATION AND COMPATIBILITY:

For basic information on the current brand used at BC Cancer, see Chemotherapy Preparation and Stability
Lhan in Appendix.
Additronal inrformation:

« concentrated solufion musi be diluted pricr o 1V infusion ™
« [0 prevent exrachon ol plastcizer DEHP from container, prepara solutions in non-DEHP cantaliners and

administer using non-DEHP administration sats.'

Compatibilrty: consull datailed refarsnca

PARENTERAL ADMINISTRATION:

BLC Cancar administration guldaling noted n bold, italics

Subciianesus

na iImformation fownd

Intramusculsd

fa irlormation lound

BC Cancar Drug Manual™ All ights resarved. Page G of 1

1 Pacliiaxel

This document rmiay mat be repmduced in any lom without the express witlen parmissson of BC Cancar Prowircal

Phamacy.
Developed: 1 June 2012
Revisad: 30 Decembar 2018

Paclitaxel

BL Cancer administraticn guldaling notad in bald, ialics

Direct intravenous

not recommanded; dilufion reguired priar to
i g
adminisiratian

intermitient infusion

over 1-3 i *; use non-DEHP adminstraton sels and

Coantineous infusian

inline filtars no greater than 022 micrans™ ~
has bean given'

intraperitoneal

infuse into abdominal cavity as mpi:_l'[;— as possible
by gravity [use non-DEHP equipmeanty 8,

hyperthermic intraperitoneal chemotherapy (HIPEC):
purmp saluton ints abdominal caeily and circulate &8 pear
profocol using hype rlhfﬂmia pump; solutions and dwall
lima vary by pratocnl

Intrapleural

na infarmabion lowund

Intrathecal

no inhormation fowund

Intra-artenal

na Information lownd

Infravesical

na infarmation lowrd




DOSAGE GUIDELINES:

Reler 1o prolocol by which patieni s being treated. Numearous dosing schedules exist and depand on diseass,
response, and concomitant therapy. Guidelines for dosing also include consideration of absolute neutrophil count
[AMC}. Dosage may ba reduced, delayved or discontinued in patienis with bone marrew depression due 1o
cytofaxc/radialion therapy or with alhar taxcihas.

Adulis:;
BC Cancer usual dosa noted in bold, tales
Cycle Langth:
Initravenodus: 3 weeks™™ 80 mgin’ IV for one dose an days 1, 8 and 15
(total dose per cyele 240 maim’)
3 weaks***. 175 mg/m” (range 135-175 ma/m”) IV for one dose on day 1
(total dose per cycle 135-175 ma/m”)
Iweeks""™: 200 mg/m” IV for one dose on day 1
{total dose per cycle 200 malm®)
4 BO mg/n® IV for one dose on days 1, 8, 15 and 21
Jal_BE 42 dh -
;}W"’s (total dose per cycle 320 malm®)
4 weeks™ 110 mg/m” IV for one dose on days 1, Band 15
(total dose per cycle 330 ma'm’)
Premadication 30 minutes before paciitaxel: dexamethasone 20 mg IV PLUS

regimear’ " 2SI H362, diphenhydramine 50 mg IV PLUS ranitidine 50 mg IV



Concurreni radiation.

Dosage in myelosuppression.

Dasage in ranal faiue'=

Dasage n hepahc Failre™ -

Dagage in dialysis

Childran:

{ntravenoLs:

B ancal Ususad Oose Noled 1 oo, Flahc
Cycla Length:
aifermale MU
12 h and 6 h belore paclitaxs|: daxamsthasona 20 mg PO PLUS
30 minutes bafore paclitaxal; diphanhydramine 50 mg [V PLUS ranifidine 50 mg
41

hias beean gquﬂ"

modily according 1o protooo| by which patient is baing ireated; if no guidslines
avallable, rsfar o Appendix "Dosage Modilication for Myslosupprassian”

nd dosage adjustmant raquired lor creatinine clearancs less than 50 mLmin

suggestad guidslines for first cousea; subseqguent coursas should be based on
Individual iolsrance

ALT ar AST bilirubin dosa
<10 X ULN and 5125 X ULN 175 rmgfm?
<10 X LELN and 1.26-2 X LULN 135 mgim?
=10 X LILMN and 201-5 X ULN 80 ma/m?
210 X ULN ar =5 X ULN nat recommended

hemodialysis ne significani ramoval’; mey give standard dose befora or attes
hamodialysis™ '~

chromic ambuiaiony peruﬂmardraﬁr.sqgﬁ?ﬂ AFPD): mo significant ramoval, may give
standard dose belore or atter CAPD' '

Cyols Langth:
3 weeks™ " 135250 mg/m?® IV Tor oné dosa an day 1

3 waeks 200-350 mg/m® IV lor ona dosa an day 1




