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ABSTRACT

Conventional chemotherapy, which is given in cycles of maximum tolerated dosages, can cause
toxic side-effects and drug resistance that limits clinical use of these drugs with cancer patients. To address
these problems, researchers are investigating a new modality of chemotherapeutic drug regimens known as
metronomic chemotherapy (MCT). The new dosing schedule involves continuous administration of
conventional chemotherapeutic drugs at low doses for longer periods, without a lengthy drug-free period,
when compared with conventional chemotherapy. This is done to inhibit the function of activated tumor
endothelial cells in numerous cancers. When these new regimens destroy tumor angiogenesis and the
formation of new blood vessel tumor cells, nutrients and oxygen cannot be supplied to the tumors which
results in indirect inhibition of tumor growth and metastasis. The new regimens are beneficial to minimize
adverse effects, reduce risk of developing acquired drug resistance, and improve quality of life in both adult
and pediatric patients. Recently, the mechanism of MCT actions, which were studied at preclinical and clinical
levels, described MCT as a multi-targeted therapy that inhibited tumor angiogenesis, restored anticancer
immune response, and induction of tumor dormancy. Herein, this article reviews fundamental facts,
mechanism of actions, chemotherapeutic drugs used in clinical trials as well as limitations of a low dose

regimen for metronomic chemotherapy.
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da3invaenisivenuutuInsiuiin (imitations
of metronomic chemotherapy)
uginnsAnenaassnepdiindiulngnuin
nsbirgwuuinsluin fUasusiSeaunsonuses
1oa Lwima]daiﬁtﬁmmmﬁwLﬁaqﬁqul,m (high-
grade toxicity) 3nnnslrg At vakuuLLnslud
ndenwuldfosnnn dnilvgjernmsiradesinuiilley
Tuszus (mild side effects) wu aduld eieu
DOULNAY LAZA1ILLEDAN UIBLANNIZAAUNAYS
Wialdenva wu neutropenia, leucopenia L@y
lymphopenia Tusedusin lutaqtiudslifidoyassy
witadinnuduivreinssnuvdiedsi uinislien
guAgafanad LB e fidoanitauine
P13 MTD uazitaenusioslddturilifinauamdia
firtulasiamztiong esrorqnanuniotanindy
usn sadumsiiouuainslufinluszerenidens
AdlafisnrudasadunedUislagianizgUaein
wmefianudssienisiinfivainysunaenavanly
suMesnnnIEUIeE g Auinensunsndausing 9
Wy s AlU1Un etoposide %#3D temozolomide i
TiAne1n1sunsngdeums secondary leukemia wagsl
sonuimsiswvunsluinlugaedniidy
12139 medullostoma wiald¥ueuuuiinsluiniia
ArufiaUn@f subdural hematoma ¢ Feimaiinis
TiewvumnsludindsmsihszTensliisseasa

N o o | va 4,28
"iﬂﬂﬁJ’]LﬂNUqU@@EﬂQIﬂam@

'
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VoIANd1ALDNUTZEN1TUINITIARBILUULY
slufinfe nisvawinene q Amanzas (optimal
biologic dose, OBD) vase ATV Inusaz gl
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YAR19 9 AR1FUIRI0819590157 wazlvad
circulating endothelial progenitor A28 5IUHIAT
AanulsEAnEnINTeERADAYTITBINI T NN

FTUTLIANNLNUIZAUVOINITINYT (optimal
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treatment duration) Ja3UunsAnwimauingiadl
Uninuasszesiiafimuiganyaansiiewuuwlng
luiinlun1eadiinaginanseiun1sanadveead
A 531 o o A Y o
CEPs Tunszuaidion ~ dwsuisesnnudualunis
$nwn (cost-effective) Aen15ligwuULLINg LN
@ [ 3 o a1 P a =
fanadudszinumaunlddaauiieniniinisfinw
Wowuan lae Bocci  wazAme (2005) AN
Wiguilsusununissnwiunadnsvnanaiinueenis
Tgadvrdanuulngludin wagn1slienaiivadn
qmmmgwﬂuﬁjﬂwmﬁq metastatic breast cancer
wunshigwuulnsiudindanuaualunsinw
11NN aseanduyualldielunisinvuesld
32 & o o @& v = v =1
agulsfnudiinlusesdinuimndoyalulssinuil

Winunvulusuan

gafivrdauvuininslufinfivaunlddneiuziss
(drugs used in metronomic chemotherapy)
nmssnwmgisenasealvianuuingludn
fnalimugiumssnusesuaiiv1ingnannsgud
finalneongrisuanensiu Tasenaaelideu nieufune
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side, vinblastine wag paclitaxel latanlgsnw
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cancer, prostate cancer k@¥ ovarian cancer Iu
vugligfuuziSsunssidanlinevaussronislvien
wuuilnstufinlinadnsnissnunitlisnaannnslien
AuaLIA MTD %3001998dMmadlunssnwnle fe
small cell lung cancer Wag nervous system
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prognosis) wiinnanenisdnulvinadnifiliddniau
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wazAMy (2002) AnwINaveIn sl IuUULNINTIud
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Metastatic breast cancer

. 37
Recurrent ovarian cancer
Advanced multiple myeloma38
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previously treated by androgen deprivation

Metastatic colorectal cancer39
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cyclophosphamide (Fuuseniuiuay 1 a%a)
bevacizumab @alimasaidendnn 2 dUan)
lenalidomide (Sutszmutuay 1 adY)
cyclophosphamide (Fuuseniuiuay 1 )
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celecoxib (SuUsEMIUIURE 2 ASY)
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Refractory or relapsing tumor of various

a1
types

Refractory, relapsing or “high risk of relapse”

. . 42
solid tumors of various types
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risk of relapse” brain tumors (age < 5 years)43

Refractory, recurrent or refractory

brain tumors (age < 21 years)44
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