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ESA= gpuBpormointivn

To MOC00TO TNG AVALULOG 08 KAPKIVo TOU TTAXEOG EVIEPOU Kupaivetal and 30% éwg 75%
avaAOyw¢ Tou we opileTal N avatpio, TNV EVIONLon Kal To otadlo Tou OyKou.

Metd amo aAloyevr) peTAyylon aipotog mopoatnpeital PeyoAUTEPO % UTIOTPOTING TNG
vooou (OR 1.42). Npdéodatn petaavaiuon €detée av€non tng Bvntotntag (OR=1.72), Tng
BvntotnTag TNG oXeTWOMEVNG e TNV vooo (OR = 1.71) kat Tng voonpotntag my Aoipwén
Tpavpartog (OR = 3.27) HeTA amod YeTAyyLon.

MNa tv  amoduyn TG  HUETAYYIONG  OULUVIOTATAL N Bepameia NG
oldnpomneviag/odnponevikng avaiuiog 2-4 Bd npo tng enépuPfaong e IVFe +/- ESA.

Nivakag 1. AAyopOuoc odnpoBepansiog

Iron deficiency without anemia

Oral iron

(100 ma/d)

Hb = 13 g/dL:

Feritin < 30 ng/mL + CRP < 5 mg/L
Feritin < 100 ng/mL + CRP > 5 mag/L,
TID: 500-600 mg

Tron sucrose (3 doses)

200 mafs

IV iron to cover TID

FCM, MNF or LMWID
(1 dose)
500-600 mg (= 20 mg/kg)

Moderate iron deficiency anemia

Oral iron 2wk Yes )
Cont (11270, A e —
(100 mg/d) Hb increase = 1 g/dL
Hb = 10 g/dL - <13 gfdL:

Feritin < 100 ng/mL No Iron sucrose (4-5 doses)
Transfenin saturation < 20% 200 mag/s (max. 600 mag/wk)
TID: 700-1000 mg

FCM (1 dose)
IV iron to cover TID max. 1000 ma/s (< 20 mg/ka) |

LMWID or MNF (1 dose)
max. 2000 mg/s (= 20 mg/kg)

Severe iron deficiency anemia

Iron sucrose (> 5 doses)
200 ma/s (max. 600 mag/wk)

Hb < 10 g/dL:
Feritin < 100 ng/mL

FCM (2 doses) suroer
Transferrin saturation < 20% max. 1000 mg/s (= 20 mg/kg) e

TID = 1000 mg

LMWID or MNF

R [ronee ]
max. 2000 mag/s (= 20 ma/kg) owLe

Figure 4 An algorithm for iron replacement. Modified from Mufioz et aF" FCM: Ferric caboxymaltose; Hb: Hemoglobin; LMWID: Low molecular weight iron dex-
fran; MNF: Iron isomaltoside-1000; s: Session; TID: Total iron deficiency; CRP: C-reactive protein.

Yuvtaén:YrnevBuvog Moldtntag ‘Eykplon: AtevBuvon Awpodoaoiag
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AwaOéopa Zkevaopata owdnpov:
Iron sucroze=venofer, iron carbox=ferinject= FCM, iron dextran= cosmofer

Mivakag 2. Zkevaopata oldPou-6000AoyLKa oxrata

Iron gluconate Iron sucrose  High molecular Low molecular Ferric Iron Ferumoxytol
weight iron weight iron carboxymaltose  isomaltoside
dextran dextran 1000
Brand name Ferrlecit® Venofer” Dexferrum” Cosmofer” Perinject” Monofer” Rienso”
INFeD” Injectafer” FeraHeme"
Carbohydrate shell Gluconate SucTose Dextran Dextran Isomaltoside Polyglucose sorbitol

(monosaccharidg) (disaccharide) {branched (branched
palysaccharide) pplysaccharide

(branched (linear carboxymethylether
polysaccharide) oligosaccharide)
150

Molecular weight (kDa) 259440 30-60 265 163 150 720
Flasma half-life (h) 1 6 60 20 16 20 15
Direct iron donation to 36 4-3 12 12 1-2 =1 <1
transferrin (% injected
dose)
Test dose required’ No Yes/No Yes Yes No No No
Iron content (mg/mL) 125 20 50 50 50 100 30
Maximal single dose (mg) 125 200-300 20 meg/kg W0meg/ky’ Wmg/ke max  20mg/kg 510°

1000 mg in onge

infusion)

Premedication No No T only No No No No
Life-threatening ADE 09 0.6 113 51 7?7 7?7 7

(107 doses)

'A test dose is no longer recommended by the European Medicines Agency (2013); *Low molecular weight iron dextran can be safely administered at doses
of 1000 mg over 1 h'"; *Preliminary data indicate that Ferumoxytol may be administered at doses of 1020 mg over 15 min"™™.

Tov lobvio Ttou 2013 Evpwnaikd  JupBoUAlo  Xpnong  Dapudakwv
[theEuropeanMedicinesAgency’sCommitteeforMedicinalProductsforHumanUse (CHMP)]
anedpavon otL n dokipaotiky 66on owdnpou dev cuvelodpépel eMAEOV oTNV AoPAAELX
TOoU 0.0BevoUG He TNV TPoUMOOeon OTL TO VOOGOKOUELAKO TUAMO Xoprynong evbodA£RLou
ol8npou €lval o€ ETOLUOTNTA AVTLUETWTTLONG AAAEPYLKWV QVTLIOPACEWV.

To ocupPBoUAlo CHMP £€6woe TiG £€\C CUOTAOELC:

(1) n xopnynon evéodAéBlou oldrpou YIVETAL HOVO OE TUAMATO OTIOU TO TIPOCWIILKO
elval ekmaldeuHEVO YLO OVTIUETWTTILON coBapwV AAAEPYLKWY QVTIOPACEWV.

(2) n opvntkn Sokwaotik 66on 6ev MPodUAACOEL OO METEMETA AAAEPYLKNA
avtibpaon kat 6ev ouvioTaTal.

(3) oL aoBeveic mpémet va mapakoAouBouvtal otevd Katd Kal yla 30 Aemtd PeTA To TEAOG
Xopriynong tou oldrpou.

(4) n xopnynon evéodAéBou owdnpou avtevdeikvutal oe aobeveilc pe aAAepylko
LoTOpLKO o€ evOodAEBLO 6ibnpo GAAOU OKELACUATOC.
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MNapevépyeleg: OAa ta okevaopata oldripou oxetilovtal pe Ymotaon, uméptacn, vauTia,
EUETOC, Slappola, movog, Suomvola, Kvnopog, movokébahog, {aAn .ZuvnBwc umoxwpouv
XWPLG aywyn kot cuvnBwg dev emavaAapfdavovial.

MpwtdékoAAo xopriynong IVFe
Ferinjectcarboxymaltozeamp 10ml (500mg), 2ml (100mg)
Anag xoprniynon otdydnv 20 miFerinject oe 250 ml Nacl 0,9%

Yroloylopodg o€ oldnpomeviky avatpia : mgFe = BX Kgx 0,24 x ( targetHb — realHb) +
500mg yla TG armoBnkeg Z1érpou

Eni anwAelag aipatog povo: 200mgFe yia kaBe povada aipatog mou umoAoyiletal otl
Ba 1 €xeL xaoel o aoBevnq.

JuviotatatlenioncnavanAnpwonanofspdtwvB12, (hydroxylcobalamin, 1 mg/wk, 4-6
wk), exceptforvegans (oralroute) oranticoagulatedpatients (ivroute).

Subsequently, the Enhanced Recovery after Surgery (ERAS) program recommends
extended postoperative prophylaxis with low-molecular weight heparin for 28 d in CRC
patients[45].

In contrast, post-operative management in gastrointestinal surgery is becoming well
established with ERAS protocols starting 24 h prior to surgery with carbohydrate loading,
minimization of preoperative fasting and early oral or enteral feeding given to patients
the first day following surgery (with oral nutritional supplements if necessary).ERAS is
aimed to reduce surgical stress, insulin resistance, unnecessary protein losses and
postoperative complications. In comparison with traditional care, ERASprograms were
associated with significantly decreased length of hospital stay and total and general
complications, without affecting readmission rates, surgical complications, and
mortality[90].

XOPHIHZH ESAs

H xpnion ESAs amnattel mpoooxn Adyw twv npocddatwv dedopévwy ( 1,66 dopég avénon
™¢ OEUBOAKNA G vOoou).

Zuviotdatal xoprynon ESAs og avalpikoug acBeveig xwpic dtatpodikd aitia avaiuiag, f
oe mapapov avawdiag mapd tnv 80pbwon Twv Satpodikwy attiwv. Zuviotatol

cuvyopnynon oldéripou.
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H xopriynon ESAs Ba mpénel va amodaociletal petd oamd afloAdynon tng oxeong
KlvdUvou-odENoUC Kal ol acBeveic va evnuepwvovTal yla Toug Kivduvoug xprong ESAs.
Autol oL «kivbuvol meplhapPavouv: TaxUtepn avamtuén  oykou, Auénon
Bvntotntag,Avénon Bpoppwoswv, AEE, AMI.

H xopriynon ESAs &ev dikaloAoyeital amd tnv avaluio tTng aktvofoAiag €KTOG Kal va
ouvyopnyeital xnuelobeparneia.

Aocoloyika oxnpoata ESAs (galinos,gr 21/7/2014)

Epoetinalfa 40.000 anag YA kat €ni pn emapkoug avtanokpong avénon 60.000 anag YA
EPREX 254,51 €

ABSEAMED 40,000 253,36€
BINOCRIT 40,000 195,27 €

Darbepoetinalfa 2,25mcg/kg amaf YA kol eni pn emapkou¢ avranokpione avénon 4,5
mcg/kg anaf YA

Darbepoetinalfa 500 mcg /3 BSYA
ARANESP

H 86on mpémel va e€atopkeVeTal wote n T tng Hb va kpateitat oto xapnAotepo
duvato eninedo wote va LNV ATALTETAL LETAYYLON.

Av n tun tng Hb $pBdaoeL to emBuuntod eninedo | avénbei > 1g/dL evidg 2 Bdopadwy
npénel n 6oon tng Epoetinalfa va eAattwBel katd 20% evw tn¢ Darbepoetinalfa kata
40%.

Mpotewopevn BipAoypadia

World J Gastroenterol2014 February 28; 20(8): 1972-1985

NCCVv.2 2013 Cancer and chemotherapy related anemia
AnoétoapBbpoTherAdvHematol(2012) 3(3) 177-191 The role of intravenous iron in the
treatment of anemia in cancer patients
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XPOWEC ONUELWOELG
Hb <11 gfdl or - - -
rapid decrease >2g/d| Evidence of e.g.: ?é:i'lﬂ::s:::;::;"

'

| Careful anamnesis

!

Evidence of Fe
deficiency or
chematherapy

'

*Bone marrow Infiltration
*Hemalytic anemia

+Renal insufficiency
*Vitamin deficiency
*Bleeding

CRF + Farritin |

Ferritin <20 ng/mil | Ferritin 30 ng/ml |

Ferritin Index

[cHr>28pg | [ cHr=28p¢ |

*LDH, haptoglobin
=Creatinin clearance
=endogenous Epo
Vit B12, Folic acid
*Endoscopy

CRF elevated

[ Ferritin <100 ng/mi |

Ferritin 100 ng/ml

Ferritin Index

| CHR >28 pg | | CHR <28 pg |

[ A | | Acp +replete | | aco+rp | | o/ |

|.QID|

[ AcD +replete | | Aco+FD |

| FID/AID |

Fe oral or iv
{+ ESAif
nIo respanse)

ESA [+ Feiv, if
response slow or
sTFR increasing)

| Fe iw + ESA |

Fa oral or iv

Feiv ESA [+ Feiv, if

response slow or
sTER increasing)

Feiv+ ESA Fe iv

[+ ESA if
no response)

Figure 1. Proposal of a diagnostic and treatment algorithm [incorporating the diagnostic plot of Thomas
and Thomas [2002]). ESA: erythropoietin-stimulating agent; FID, functicnal iron deficiency; CRP, C-reactive
protein; ACD, anemia of chronic disease; AlD, absolute iron deficiency; CHR, hypochromic reticulocytes.
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Table 3. Iron preparations for intravenous use.

MAnpodopiecanodtodpbpoCurrent Status of Pharmacologic Therapies in Patient Blood
Management

Table 3. Potential Role of Iron Therapy in Management of Anemia

Expected Iron Iron therapy Potential
Condition hepcidin levels parameters strategles hepcidin therapy
Absolute iron deficiency anemia (IDA) Low Low Tsat and ferritin Orally or IV if poorly No
tolerated or malabsorbed
Functional iron deficiency Variable, depending  Low Tsat, variable ferritin v Antagonist (if hepeidin
(ESA therapy, CKD) on £ CKD levels not low)
Iron sequestration (anemia of High Low Tsat, normalio-elevated IV Antagonist
inflammation[Al], Territin
mixed anemia [Al/IDA, or Al/functional  Variable Low Tsat, low-to-normal V= Antagonist (if hepcidin

iron deficiency anemia) Territin levels not low)
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Table 4. Currently Available IV Iron Preparations

Trade name DexFerrum INFeD Ferrlecit Venofer Feraheme Ferinject* Monofer
Manufacturer American Pharmacosmos  Sanofi Aventis Vifor AMAG Vifor Pharmacosmos
Regent, Inc.
Carbohydrate High-molecular- Low molecular  Gluconate Sucrose Carboxymethyl Carboxymaltose Isomaltoside
weight dextran  weight dextran dextran 1000
Molecular weight 265,000 165,000 289,000-440,000 34,000-60,000 750,000 150,000 150,000
measured by
manufacturer (Da)
Total-dose or Yes Yes No No Yes Yes Yes
=500-mg infusion
Premedication TDI only TDI only No No No No No
Test does required  Yes Yes No No No No No
Iron concentration 50 50 125 20 30 50 100
(mg/mL)
Vial volume (mL) 1-2 2 5 5 17 2or10 1,2,50r10
Black box waming  Yes Yes No No No No Mo
Preservative None None Benzyl alcohol None None None None
AANATEZ TOY EITPADOY
’ . y ’
EkSoon /Huepounvia Nepypadn tpononoinong
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