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Kivouvog Aoipwéng

MepiBaAAov
* KOIVOTNTA AVOOOKATAOTOAN
* VOOOKOMEIO




NolIpwEeIg o€ aoOEVEIG HE AINATOAOYIKEG KOKONBEIEG

[TapdayovTtec KivOUvou
OudeTepoTrevia
AOGYyw Bepatreiag ) CUPMETOXNG TOU JMUEAOU
YTroyaupao@aipivaiyia
AucAciToupyia TwV T AEUPOKUTTAPWYV

BAGBn twv BAevvoyovwy

NEeC BepaTreieg OTTWG HOVOKAWVIKA QVTICWHATA :

EMPAVION VEWV AOINWEEWYV (TTAAIOTEPA OTTAVIEG OTTWG
CMV)




Stratification of hematologic patients

in risk categories for IFD

Low risk Intermediate risk
« Autologous HSCT « ALL
* Hodgkin's lymphoma « CLL
« Chronic MP disorders « NHL
« Myeloma « MDS
High risk
« AML

 Allogeneic HSCT

Modified from Pagano L, et al. J Antimicrob Chemother. 2011; Suppl
1:i5-14



Common risk factors for IFD in
hematologic patients (1)

Allogeneic | Autologous
HSCT HSCT

Severe neutropenia +
Monocytopenia +
Lymphocytopenia +
Steroids +
Iron overload +
GvHD +
CMYV infection +
Purine analogs/MADb -/+ -/+
Renal failure +
Advanced age +

Modified from Pagano L, et al. J Antimicrob Chemother. 2011; Suppl
1:i5-14



Common risk factors for IFD in
hematologic patients (2)

Severe neutropenia

Monocytopenia +
Lymphocytopenia - +
Steroids - +
Iron overload + +
GvHD

CMYV infection

Purine analogs/MADb +

Renal failure

Advanced age + + +

Modified from Pagano L, et al. J Antimicrob Chemother. 2011; Suppl
1:i5-14



Common risk factors for IFD in
hematologic patients (3)

Severe neutropenia

Monocytopenia

Lymphocytopenia - - - +
Steroids + + +

Iron overload

GvHD

CMYV infection

Purine analogs/MADb + - - +
Renal failure

Advanced age + + + +

Modified from Pagano L, et al. J Antimicrob Chemother. 2011; Suppl
1:i5-14



Mucosa

Skin
Oral cavity
[ Esophagus
[ Stomach
Catheter Small intestine
colonisation

Translocation

€a

Iniac:tlﬂn

Large intestine




OPI2ZMOI

MYPETOZ
— Mia pyérpnon > 38. 3°C
— Eptopeto > 38 °C yia TouAdaxiotov 1 wpa
— Ox1 Bepuokpaacia opBou

— Opiopévol aoBeveic pe ooBapn Aoipwen moava atTupEeTol N
UTTOOEPUIKOI

OYAETEPOIIENIA
— AToAuTOoC ap1Budc < 500/mms3 Ry

— < 1000/mm?3 pe TTpoBAeTTOUEVN TITWON < 500/Mmm?3 TIC
ETTOMEVEG 24-48 wWPEC




OYAETEPOIIENIA

* H ouxvotnta Aolgweewy Kal N BaputnTa avTioTPOPWS
avAAoya TOU ATTOAUTOU apIBuOU OUBETEPOPIAWYV
* H J1ApKEeIa TNGC OUDETEPOTTIEVIOC OXETICETAI UE TOV

KivOUVO AOINWECEWY

— < 100 oudeTepo@iAa /mm3 X 3 efdouddec — 100%
mlavoTnTa Aoipwéng

o EmmAEov TTapayovTeC gival oXeQOV TTAVTOTE
TTAPOVTEG KAl TTPETTEI va AauBavovTtal uttoyn




Episodes of Severe Infection Related
to Number of Circulating Neutrophils
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Cytoreductive
40 7 chemotharapy

Fever
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YTrapxel Aoipwén ;

[TpOBANUA N EAAEIYN TUTTIKWY CUUTITWHATWYV
KOl ONUEIWY

[TapatrAdvnon atro aveTTiBUUNTEG EVEPYEIEC

QVOOOKOTAOTAATIKWYV




TUPETOU OE OUDBETEPOTEVIKO AoOEVN

Hematological malignancies

? Microbiologically documented
Infection with bacteremia

n:v') Other microblalogically
documented infection

q\;; Clinically documented
¥ Infection

i :
\/ Fever of unknown origin

Salid fumors

Microbiologically documented
infection with bacteremia

@ Other microbiologically
W documented Infection

f 2 Clinically documentad
¥ infection

i ¥ 5
N/ Fever of unknown origin




A\OIMWEEIC OE OUDETEPOTTEVIKO a0BevN

e 2& 950% TWV OUDETEPOTTEVIKWYV AOOEVWYV HE TTUPETO

Oev Ba Bpebei eoTia Aoipwéng (unexplained fever)

— ApvNTIKEC KAAANIEPYEIEC, OXI KAIVIKA £TTIBERAIWMEVN €OTIA
Aoipweng

e [MBava opwcg £xouv Aoinwen Kal avTaTToKpivovTal

OTNV EUTTEIPIKA BepaTTeia




2.UVNOEIC eaTiEC Aoipweng

, Kupiwg
Bakmpiaiyia gram OeTIKOI
— 15%-20% HIKpoopyavioloi

Ex

— EVTEPOKOAITION, TTEPITTPWKTIKO aTTO0TAHO

Aéppa, yJaAakd popla, onueio eI0600U KABETAPA
ouvnOwg
gram apvnTikq,
— TTOPAPIVOKOATTITIOA, TTVEUMOVIA avagpofia Kal/n
TTOAUNIKPORBIOKES
AOIHWEEIG

AVOTTVEUOTIKO




A\OIMWEEIC OE OUDETEPOTTEVIKO a0BeVN

H apxiki Aoipwen ouvnbwg ival BakTnpiokn
T 1wV AolpwEewv atréd gram BETIKWY,
EUPUTEPO PACHA gram apvnTIKWV,
2 NUAVTIKA TTPOLRANMATA AVTOXAG
— ATmapaitnTn N yvwon tnG euaiobnaoiag Kal avtoxng Twv
MIKPOOPYQAVIOUWY OTO VOOOKOMEIO
AvaepOBia aTToUoVWVOoVTal OTTavIa

—  2UXVA OUWG O€ TTEPITTPWKTIKEC, EVOOKOIAIAKES KAl AOINWEEIC TNG

TTUEAOU




A\OIMWEEIC OE OUDETEPOTTEVIKO a0BeVN

« T 1n¢ ouxvoTNTAC TWV MUKNTIOOIKWY ACIHWEEWV TTOU GUVHBWC
epgavidovral apyortepa
— Kupiwg Candida albicans, Aspergillus aAAG TeAeuTaia kal GAAOI
MUKNTEC
* loyeveig AoINWCEEIG
— CMV, HHV-6, avatrveuoTIKoi 10i TS KoIvoTNTTaC (YPITITING, RSV,

TTapaivAOUEVTLOC, PIVOIOI KATT




BakTnpiaipia oe agBeveic pe aipatoAoyiki kakonBeia
A oupTTtayn Oyko
49 voookopceia Twv HITA, 2340 emeicodia, 1995-2001

R o

62%

1995 1996 1987 1988 1988 2000

@ Anaerocbes mGram-negatves ¢ Gram-positives mFungi

BvnrotnTa: 36% O& OUDETEPOTTEVIKOUG
31% 0€ un OUBETEPOTTEVIKOUG Wisplinghoff H et al. CID 2003; 36:1103-10




The Hematology Joumal (2003) 4, 420-426
& 2003 The European Hematology Association Al rights reserved 1466-4680/03 525.00

WNW. M tune. comyth]

Bacteraemia in hospitalised patients with malignant blood disorders:
a retrospective study of causative agents and their resistance profiles
during a 14-year period without antibacterial prophylaxis

Honar Cherif*', Goran Kronvall?, Magnus Bjorkholm' and Mats Kalin®
!Division of Hemarology, Department of Medicine, Karolinska Hospital and Institwiet, Stockholm, Sweden; 2 Division of Infectious

Diseases, Department of Medicine, Karolinska Hospital and Institutet, Stockholm, Sweden: * Division of Clinical Microbiology -
MTC, Depariment of Medicine, Karolinska Hospital and Institurer, Stockholm, Sweden

Table 1 Isolated pathogens in 1402 episodes of bacteraemia in 927

patients
Crram-negative Crrami-positive
. , . S Table 4 The 7- and 30-day mortality in relation to the most frequent
Species No. %  Species No. % isolated microorganisms cansing bacteraemia
E. coli 228 163 CNS 245 175 Strains 7-day mortality I-day mortality
Klebsiella spp 133 9.5 Alpha-streptococcl 178 12.7 ) ; ] .
, — 5 ; No, No. % No, %
P. aeruginosa 17 5.5 8. aureus 125 8.9 P 0 0 o
Enterobacter spp 45 32 E. faecium 74 53 E. coli 228 13 3 32 11
S. maltophilia 21 1.5 E. faecalis 20 20 E'rfﬁ"‘”'r"‘-'_? Spp. 133 E’ 4 31 1'5
Proteus spp 15 1.0 8. pnewmaoniae 25 1.8 P. aeruginesa m 12 15 20 23
L N - " e 8. maltophilia 21 3 14 11 52
Acinetobacter spp 10 0.7 8. agalactiae 16 1.1 M
, _ : - i _ CHNS 245 13 5 4] 16
Serratia spp 9 0.7 Listeria spp. 8 0.6 Alpha-streptococci 178 13 7 25 14
Citrobacter spp 8 0.6 Corymebacterium spp. T 0.5 E. faecium 74 1 1 I8 24
Maorganella spp 705
Gram-negative 21 1.5  Gram-positive 37 26
anagrobes anaerobes
Others 61 4.3 Others 23 1.6

Total 635 453 767 54.7




EoTia Aoipweng

Tutrog Aoipwiéng

[Mveupovia
Baktnplaipia
OupoTroinTiKou
AEPUATOC& HOAAKWYV
Hopiwv

[EX>

AAAa

2.UVOAO

No (%) Twv AoIpwewv
AilpaTtoAoyiki ao0eveic
KakKonolsia ME CUNTTOYN

OyYKoO

Yadegarynia et al. CID 2003




AvaAoya pe Tov aplOuo Twyv TTadoyovwyv

[Moc00oTO TWV AOINWEEWYV
TUtTOoG AOipwing AlpaTtoAoyiki ao0eveic
Kakonosia ME CUMTTAYR
OyKo

1 TTaBoyovo
Gram 0€TIKO 42

Gram apvnriko 27

22 TTadoyova 31

Yadegarynia et al. CID 2003




[TOAUMIKPOPBIAKEC AOPWCEIC O€
OUOQETEPOTTEVIKOUC

MeExpl kal 30% TwV AOINWCEWV

Ev Tw BAaBel Aolpwcelg (Trveupovia, evTEPOKOAITIOA,
TTEPITTIPWKTIKEC)

~ 15-18% TWV BaKTNPIAIMIWY

2.€ 80% uTTapyel gram apvnTiKOG HIKPOOPYAVIOUOG

30-35% aTrokAEIOTIKA a1T0 > 1 gram apvnTIKQ

2.€ 45-55% TWV TTOAUNIKPORBIAKWY AOINWEEWY ATTOUOVWVETAI

P. aeruginosa

« T voonpdtnTa kai BvntédTnNTa




Gram OETIKOI HIKPOOPYAVIOUOi O€
OUOQETEPOTTEVIKOUC

] ] MRSE, oxi1 peyaAn Aoipgoyovo
Coagulase apvnTikoi OTAQUAGKOKKO!  [Ef¥eters

Sraphylococcus aureus 2NHUAVTIKN GVI‘]T()"I'I‘]T(X Kal OvnoipoTnTa,
MRSA o1nv Koivétnta

Corynebacterium spp

Streptococcus spp Tauxvémmg, T avroxng ortnv
pavkopukivn, xpnon AiveloAidng
aoBeveic uynAoU KIvOUVOU HE ATOIKIOHO
oto FEX —»25-30% pakTnpiaipia, xpRoiun
n k/a Kompavwv

— Viridans group
— Streptococcus pneumaog

Enterococcus spp

AAANOI gram-0ETIKOi HIKPOOPYQAVIOUOI




Table 1.  Current taxonomic names of species
of vindans streptococei.

Straptococcus mitis
Straptococcus oralis
Straptococcls sanguis
Streprococcus gordoni
Streptococcls crista
Streptococcus salivarnius
Streptococcus mutans group
S. mutans
Streptococeus sobrinus
Streprococcus cricetus
Streprococous ferus
Streptococcus macacae
Streptococcus downeal
Streptococcus rattus
Straptococcus intarmedius®
Streptococcus constellatus®
Streptococcus anginosus®
Streptococcls vestibularis
StreptococcUs parasanguis
Gamelia morbilforum

Viridans Streptococci

Table 2. Factors reported to predispose individuals to devel-
opment of virnidans streptococcal bacteremia.

Profound neutropenia®

Oral mucositis®

High-dose cytosine arabinoside therapy®

Antimicrobial prophylaxis with trimethoprim-sulfamethoxazole®
Antimicrobial prophylaxis with a flu-::-rl:tn::quin-::wlc}ne‘a

Use of antacids or histamine type 2 receptor antagonists®

® Formarly part of tha Straotococcus millerd group.

Colonization wWith vindans SEFE[]EOCCCCI

Age <18 1,.nc—:-arst'

Bone marrow transplantation
Menstruation”

Irradiation of oral cavity

Antilvmphocytic monoclonal antibody uses
Intravenous hyperalimentation

Acute lymphocytic leukemia

Exposure to high-dose chemotherapy
Femnale sex

* Found to be significant in some multivarate analysas.
B Some studies have identified &) =18 yaars as a risk factor,
® Mo data on tampon use are availabla,

Tunkel et al. CID 2002



Nolpwéeic atrd Viridans Streptococci

MupeTdg (83-100% TwV TTEPIOTATIKWYV)
6.4-9.8 nu a1rd TNV £Evapén TNG OUDETEPOTTEVIAG

Emipével kal TG TRV apvNTIKOTTOINGTN TWV K/WV

Toxic shock- like syndrome
2.€ 25% TwV aoBevwv

2.€ 2-3 NUEPEG, UTTOTAON KAl —> OE AVATTIVEUOTIKI AVETTAPKEIA EVTOC 48
wpwv - ARDS

E¢avonua kal atro@oAidwaon (kal oTIC TTAAAPES Kal TTEApaTa), 8-14
NUEPEG aTTO TNV apXN TNG Aoidwgng
H 1TaBoyévelia dev gival yvwoTn

2.€ Baktnplaiyia: Bvnrétnta 0-18%, o€ shock syndrome 60-100%




“Néol” Gram BeTIKOI JIKpOOPYaVIOUOi O€
OUOQETEPOTTEVIKOUC

Viridans streptococci (S. mitis, S milleri)
Corynebacterium jeikeium, corynebacterium urealyticum”
Rhodococcus equi”

Stomatococcus mucilaginosus

Lactobacillus rhamnosus™

Leuconostoc species™

Pediococcus species™

Bacillus cereus”

Clostridium septicum, clostridium tertium

* A otnv pavkopukivn, ~ A otnv TTevikiAAivn
Zinner CID 1999




Neutropenic enterocolitis

. Ll
- g ! gl' ;
\ ¥ . 1
~ i - 'l: 1 i
. b.
CT scans obtained in a 29-year-old neutropenic man with acute lvmphoblastic leukemia treated with chemotherapy and complicate
eutropenic enterocolitis. The patient developed abdominal pain, tenderness, and fever. (a) Transverse contrast-enhanced CT scan shoy
by neutropenic enterocolitis. The patient developed abdominal pain, tenderness, and fever. (a) Transverse contrast-enhanced CT scan show
pneumatosis intestinalis involving the cecum {arrow). (b) Transverse contrast-enhanced CT scan obtained more superiorly, at lung windows {widtl

LS00 HLU, center, —400 HU), shows the pneumatosis extending into the transverse colon (arrows). The patient fully recovered with conservativ
therapy.

Figure 2

GI complications in the neutropenic pt: characterization
and differentiation with abdominal CT

Kirkpatrick et al. Radiology 2003




Neutropenic enterocolitis

with neutropeni
vernent. |

Kirkpatrick et al. Radiology 2003




Figure 3. Transverse contrast-enhanced CT scan obtained in a 41
year-old neutropenic man with non-Hodgkin lymphoma of the nec
treated with chemotherapy. The patient developed abdominal pain
fever, and diarrhea. CT scan demonstrates marked colonic wall thick
ening (solid arrow) with nodularity, trapping oral contrast materia
between the thickened folds. Marked mesenteric stranding (oper
arrow) is present, along with ascitic fluid in the paracolic gutter
(arrowheads). Results of stool tests were positive for C difficile toxin




Gram apvnTIKOi JIKPOOPYQAVIOUOi O€
OUOQETEPOTTEVIKOUC

\

E. coli

P. aeruginosa “Blg 3"

55-60% TwV gram apvnTIKWV AOIHWEEWV

Klebsiella spp
Enterobacter spp
Acinetobacter
Stenotrophomonas maltophilia
Non-aeruginosa Pseudomonas spp

Alcaligenes spp




Gram apvnTIKOi JIKPOOPYQAVIOUOi O€
OUOQETEPOTTEVIKOUC

E. col AvToxn OTIG
P. aeruginosa KIVOAOVEG

Klebsiella spp
Enterobacter spp MoAuavOekTIKOI

Acinetobacter MIKPOOpPYQVIOHOI

Stenotrophomonas maltophilia
Non-aeruginosa Pseudomonas spp

Alcaligenes spp




“Néol” Gram apvnTIKOi JIKPOOPYAVIOUOI O€
OUODETEPOTTEVIKOUC

Stenotrophomonas (Xanthomonas, Pseudomonas) maltophilia
Alteromonas (Pseudomonas) putrifaciens
Legionella pneumophila, Legionella micdadei
Vibrio parahaemolyticus

Capnocytophaga species

Alcaligenes xylosoxidans

Chryseobacterium meningosepticum
Burkholderia cepacia

Fusobacterium nucleatum

Leptotrichia buccalis

Methylobacterium species

Zinner CID 1999




IDSA guidelines

* |OTOPIKO

Eido¢ xnueloBepatreiag, Aqpn KkopTt/dwv, AAAwvV

OVOOOKATAOTAATIKWYV

loTOPIKO XNMEIOTTPOPUAALNG
[Mpoopatn Aoipwen —avTIBIOYypaNUa
[TpOOPATEC XEIPOUPYIKEC ETTEUPACEIC
aAAEPYiEC

Hudges WT Clin Infect Dis 2002; 34: 730-51




IDSA guidelines

« QuOoIKA €€ETaoN
— ‘EAeyxoc¢ mTEpIOX WV TTOU OUVNBWC CEXVAME

e 2TOMATOPAPUYYAG, 0POaApoi, dEpua (AqYn Blowiag),
onMeia e1I00d0u KaBeTHpwWY, Blowiag nueAou, OVUXEC,
TTEPITIPWKTIKNA XWPEA KATT

— [TiIBavr) EAAeIYn pAeypovwWOOUC aTTavTnong AOyw

TNG AVOOOKATAOTOANG, ATUTTN EIKOVA

Hudges WT Clin Infect Dis 2002; 34: 730-51




IDSA guidelines

2 K/eC QiMATOG, TTEPIPEPIKA KAl ATTO KABETAPA EAV UTTAPXE!

[MANPNG alNaTOAOYIKOC Kal BIOXNMIKOGC EAEYXOC APXIKA Kal
KGBe 2-3 NUEPEC

R/0 Bwpakog

AAAeG KaAAIEpyeleC (oupwyv, ENY, kotTpavwy)
Biowia depuatikwyv BAawyv

Tocivn clostridium difficile

K/ec yia Adyoucg emmidnuioAoyikouc (VRE, MRSA)
CRP, procalcitonin, IL-6, IL-8 ? ? ?

Hudges WT Clin Infect Dis 2002; 34: 730-51




NMNapayovteg oXeTICOMEVOI PE XOMNAO KivOuvo cofapng
AOIpWENG OE OUDETEPOTTEVIKOUG 00 BEVEIG

ATTOAUTOC apIBUOS oudeTepOoPiAwy = 100/mm?3

ATTOAUTOC apPIOUOC HovoKUTTAPWY = 100/mm3
DuaolioAoyIKr) aKTIVOYpa®ia Bwpakog

DuaolioAoyIKr) VEPPIKA Kal NTTATIKI A&IToupyia

AIGPKEIO OUDETEPOTTEVIAG < 7 NUEPES

AvVOUEVOUEVN ATTOKATAOTAON oudeTEPOTTEVIAC < 10 NUEPES
ATTouaia AoINWEEWGS £CODOU KEVTPIKOU PAERIKOU KaBeTAPa
[Mpwipya onueia avaKAPYEWGS TOU JUEAOU

KakonBeia o€ ugpeon

MeyioTtn Bepuokpacia < 39.0° C

Xwpic VEUPOAOYIKA CUUTTTWHATA 1] SIOTAPAXEC ETTITTEOOU CUVEIONOEWGS
ACUUTTTWMATIKH VOOOC

ATtToucia KolAlakoU GAyoucg

Xwpic ouvvoonpoTtnNTeS / ETTITTAOKEC (KATATTANEIA, UTTOCAIWia, TTVEUNOVIO
€0TIOKN AOipWEN, EMETOI, DIAPPOIEG)

Hughes WT et al. Clin Infect Dis 2002; 34:730-51




MASCC SCORE vyia Tnv avayvwpion TwV ao0svwy HE
EMTTUPETN OUDETEPOTTEVIA Kl XOAMNAO KivOuvo

XapakTnpIoTIKO BaOuoAoyia
‘EKTOON VOOOU (£va atrd Ta akOAouBa)

ATTOUCIA CUUTITWPATWY

‘Hma cupmtwpata > 21

METPIOG BapUTNTAG CUPTITWHAT C(O'GEV"\C
ATTougia UTtToTaONG

Attouaia XA XagnAou

2UUTTaYAS OYKOG ) aTTouaia KIvOUVoU
HUKNTIAOIKAS AOiNWENG O€ aIaToAOYIKO
aoBevn)

Hughes WT et al.
ATtToucia a@udaTwaong Clin Infect Dis 2002; 34: 730-51

EKTOC vOoooKouEgiou KAt TV Evapén
TOU EUTTUPETOU
HAIkia < 60

Multinational Association for Supportive Care in Cancer




MACROLIDES

Pharmaceutical Industry
ANTIFUNGALS

S—— - =
e

ACYCLOVIR \\\\‘<

AMINOGLYCOSIDE PENICILLI

_ F GLYCOPEPTIDE

— — —
F BROAD SPECTRUM

N

GROWTH
FACTOR
RESCUE

KIT




Fever (temperature >38.3°C) + Neutropenia (<500 neutrophils/mm3)

i
l |

Low risk High risk

|
Eptreipiki Xopriynon Bavkopukivng Vancomycin

Aoipwén KaBeTApa needed

ATTOIKIONOG e aVOEKTIKOUG O€ TTEVIKIAAIVN Kal

KEQAAOOTTOPIVEG MIKPOOPYAVIOHOUG

MN'vwoTég atroikiopog pe MRSA

Vancomycin +

- , Il vancomycin
Evapén Bavkouukivng | + ’
H T _ |
AI10KOTT €4V 01 K/£G gival apvnTIKEG 3-4 NUEPES Cefepime, ceftazidime,
or
YTmroraon carbapenem

OeTiKd atroTeAéopaTa PE pn €181kA Gram BeTIKA

+ aminoglycoside

‘

Reassess after 3—5 days




Afebrile within first 3—-5 days of treatment

No etiology identified

Low
risk

Change to:
ciprofloxacin
+
amoxicillin-
clavulanate
(adults) or
cefixime (child)

Discharge

High
risk

Etiology identified

Adjust to most
appropriate treatment

Continue
same

antibiotics




Persistent fever during first 3-5
days of treatment: no etiology

Reassess patient on days 3-5

Antifungal drug,
with or without
antibiotic change

Ct_:t}_t!nue Change
nitel antibiotics
antibiotics
If no change in -If progressive
patient’s condition disease,
(consider -if criteria for
stopping vancomycin
vancomycin) are met

If febrile through
days 5-7 and
resolution of
neutropenia is
not imminent




Duration of antibiotic therapy

Afebrile by days 3-5

|
ANC >500 cells/mm?

ANC <500 cells/mm3

I

Persistent fever

ANC =500 cells/mm3

ANC <500 cells/mm?3

for 2 consecutive by day 7
days
it Initial low risk Initial high risk Stop 4-5 .
Stcﬁi :i]ng?tznrtlcs ANC <100 cells/mm? dayz after antmui for
afebrile + Clinically *Mucositis ANC >500 cells/mm3 o
ANC >500 cells/mm3 well *Unstable signs
I I
StOp Continue Reassess Reassess
when antibiotics
afebrile for
5-7 days .
Stop if no
disease
and condition
is stable




Awapkela avtiplotikwyv o FUO

= AloKorn iv avtBLOTIKWY UETA aTto = 72 WPEC
= Edv o aoBevic eival anmupetoc = 48 wPeC Kol KAWLKA
otaBepoC
= Aveéaptnta amo tov aplOpo twv ovdetepOodIAWVY 1 TNV

OVOLLLEVOLEVN OLAPKELD TNC OUOETEPOTIEVLALC

Joshi et al., Am J Med 1984 Jones et al., J Pediatr 1994 Cornelissen et
al., Clin Infect Dis 1995 Horowitz et al., Leuk Lymphoma 1996
Santoloya et al., Clin Infect Dis 1997 Lehrnbecher et al., Infection 2002
Cherif et al., Scand J Infect Dis 2004 Slobbe et al., Eur J Cancer 2009

4th European Conference on Infectious Diseases in Leukemia 2012



JUVEXLON TWV KATAAANAWV avTIBLloTikwy yla eTiPeBatwpevn
KALVLKQL KOt pikpoBLloAoyika Aoilpwén

m MEYpL va LNV EXOUUE KAVEVA KALWVLKO onpeio tng Aolpwéng

m MéyxpLtnv e€alewdn tou maBoyovou

= Metd amnd touAaxLlotov 7 nUEPEC ATtO TLC OTOLEC TIC 4 0 acBevic va

elval amupetog

Eggimann et al., J Antimicrob Chemother 1993 Cometta et al., Antimicrob Agents Chemother 1995

Cordonnier et al., Clin Infect Dis 1997 Biron et al., J Antimicrob Chemother 1998 Elting et al., J Clin Oncol 2000

Feld et al., J Clin Oncol 2000 Giamarellou et al., Antimicrob Agents Chemother 2000 Viscoli et al., Clin Microbiol Infect. 2002 Sanz et
al., J Antimicrob Chemother 2002 Tamura et al., Am J Hematol 2002 Cometta et al., Clin Infect Dis 2003 Raad et al., Cancer 2003
Eggimann et al., J Antimicrob Chemother 1993 Cometta et al., Antimicrob Agents Chemother 1995

Cordonnier et al., Clin Infect Dis 1997 Biron et al., J Antimicrob Chemother 1998

Elting et al., J Clin Oncol 2000 Feld et al., J Clin Oncol 2000 Giamarellou et al., Antimicrob Agents Chemother 2000 Viscoli et al., Clin
Microbiol Infect. 2002 Sanz et al., J Antimicrob Chemother 2002 Tamura et al., Am J Hematol 2002 Cometta et al., Clin Infect Dis 2003
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BAb BUGs. NO DRUGS

As Antibiotic Discovery Stagnates ...
A Public Health Crisis Brews

“Deaths from the hospital
superbugs could double over the
next five years, experts have
warned”

18 June 2004 BBC News

“...few drug makers appear willing
to develop drugs to fight the

growing emergence of multi-drug-
resistant bacteria”  Forbes,
2004

m  Enterococus faecium

m  Staphylococcus aureus

NO ESKAPE m  Klebsiella pneumoniae

m Acinetobacter baumanni

m  Pseudomonas aeruginosa

m  Enterobacter spp



Pandrug-Resistant (PDR):

Avtoyn og oAa ta SLaBEoIpa avTLBLoTKA

Extensively Drug-Resistant (XDR):
Avtoyr o€ oAa ektoc ptac n dvo opadwy

(ouvnBwc koAloTivn n/Katl TYKEKUKALVN)
Multidrug-Resistant (MDR):

Avtoyn o€ = 3 (KUplec) opadec avTIBLOTIKWY

Falagas et al. CID 2008, Magiorakos et al. CMI 2011



Oeparneia AvOEKTIKWV gram-apvnTikwv Baktnpiwv

-

(o e

0o

< e Colistin e Colistin e Colistin
e + Aztreonam* e Tigecycline e Tigecycline
e Fosfomycin ? e + Gentamicin

e e Fosfomycin ?

_ TMP/SMX +B-Aaxtaun (TIC/CLA) £ moxifloxacin

* In vitro dedopéva




MuknTtoAoyia

* Yeasts BAaoTtouuknteg

Molds u@opuUKnTEC

* Aigop@OI HUKNTEC
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Emerging Fungal Pathogens
‘ Fungus ‘

Yeast Dimorphic
Candida spp. Histoplasmosis
Cryptococcus spp. Blastomycosis

Trichosporium Coccidomycosis

Zygomycetes

Pheohyphomycoses Hyalohyphomycoses
Black mold Aspergillus spp.
Dematiaceous Fusarium spp.
Wangiella spp. Paecilomyces spp.




YVGTNUOTIKEG HUKNTLOGIKES AOLHOEELS — OUAOES KIVOV VOV

Invasive
fungal infectio

Solid organ
Transplant




MNapayovTeg KIVOUVOU OCUCTNHATIKNG
Aoipwincg pe Candida




Katavoun MNaboyovwv MukAtwv

100%
m'u_
-
70%
w 60%
=
s 50%
=
%_
m_
m_
10% —
[ ;.
General
medicine
(1,070)
[ ] Candda

Hematologic HSCT HIV SaT Solid tumor  Surgical-non
malignancy (188 (80 (272) (248} transplant
(344) (523)

Patient category

Aspergilus [l Zygomycetes [T Endemic fungi  [JJJj Other yeast .nuummu]

Pfaller et al Cr Rev Microb 2010



- mycoses

Dlagnosls, Therapy and Prophylaxis of Fungal Diseases

Epidemiology and sites of involvement of invasive fungal infections
in patients with haematological malignancies: a 20-year autopsy

study

Russell E. Lewis,"* Lizebeth Cahyame-Zuniga,” Konstantinos Leventakos," Georgios Chamilos,’
Ronen Ben-Ami," Pheroze Tamboli," Jeffrey Tarrand,” Gerald P. Bodey,! Mario Luna®' and

Dimitrios P. Kontoyiannis'

0.15 1

e

—

o
i
]

Prevalence per
100 autopsy examinations
o
&

. Ul.

0004 UL WA = -
1989-93 1994-98 1999-03 2004-08
Years of examination
1 Aspemilius I Mucorales
[] Candida Fusarium

B Mixed Aspergillus -Candida

Figure 1 Prevalence of the five most common invasive fungal

infections identified at autopsy in patients with haematological
malignancies over a 20 year period. Chi-squared test for trend.
Aspergillus P = 0.01; Candida P = 0.01; Mixed P = 0.002;

Mucormycosis P = 0.04; Fusariosis P = 0.7.

2013
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Candidiasis

Spectrum of Infection
A. Cutaneous fungemia Deeply Invasive

C. Disseminated :

D. Chorioretinitis



















KovTivtioon Kol 000ETEPOTEVIQ
Goodrich et al. J Infect Dis 1991; 164:731-40

H1iratooAnvIki

, KOVTIVTiOOT
KOVTIVTAIIA

BakTnpiaipia

2uoTnuaTtikh kavTtivriaon "BULL'S EYES"







Figure 19. Candidiasis. Contrast-enhanced CT scan
of the liver shows multiple hypoattenuating microab-
scesses less than 1 cm in diameter disseminated
throughout the hepatic parenchyma.

Figure 2(). Candidiasis. Axial T 1-weighted
ME image reveals relatively hyperintense le-
sions less than 1 cm in diameter in the liver
(arrows).



Figure 18. Candidiasis. (a) Photograph of a gross specimen of the spleen shows multiple small, white nod-
ules representing involvement by candidiasis throughout the parenchyma. (b) Low-power photomicrograph

shows multiple candidiasis microabscesses with a peripheral zone of fibrosis and a central area of necrosis
(arrows).



Kovtivtowpuio
SCOPE Project SENTRY Program, 1997-1999

Species Distribution of Candida BSls

50 - in United States

Candida nosocomial -
BSls 50 -
= Fourth leading and 0
pathogen
» 40% crude mortality
foryeasts 20 -
= 58.7% non-a/bicans
spp in hematology/
oncology patients

30 5

P
tﬁ‘;ﬁ

Edmand et al, Die fafect Dvs, 19959,29:239-244; Flaller et al. J O Mcrobiad. 2001;39:
3234-3250,




AmMONTIKN aomepyilioon

YTROKEIUEVES KATUGTAGELS

595 Patients

Other
AIDS Immune

Transplant ’

0%
Pulm

0%k

Hematologic
29%;
EMT/Allo
2504

Patterson et al. Magicine, 2000, 79:250-260.




AmMONTIKN aomepyilioon

Eotlo Aotpnming

595 Patients

Skin

CNS | 5oy .'}f-'l

6% I

H"" Disseminated

Sinus H Lo

CHS=central nervous systemn,
Patterson et al. Madhicie, 2000 79:250-260.




Heavy excavation!




Ventilation as a source




AmMONTIKN aomepyilioon
Other Clinical Presentations

Stevens etal. Cie nfecy De, 2000, 36:6096-709; Walsh et al. Infact D Che Narth Am,
1996, 10:365-400, Images courtesy of Kennath V. Rolstan, MD.




Awayvoon CT SCAN

Halo sign Il e e Air crescent sign
consolidation
D0 96% DO DO 0%
D3 68% D3 31% D3 8%
D7 22% D7 50% D7 28%
D14 19% D14 18% D14 63%

Caillot D. J Clin Oncol 2001
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AITOTEPO 2YXNA EYKAIPIAKA NMAOOI'ONA

« Alternaria spp

Fusarium spp
Paecilomyces

Scedosporium spp

S. apiospermum : E o€ aldAeg (Vor>pos)
OvnrotnTa 55%
S.prolificans: A o€ 6Aa Ta AvTIMUKNTIOOIKG

OvntotnTa 90%
Zygomycetes




Invasive fungal infections in transplant recipients
TransNet Surveillance Program 2001-2006
1181 IFI

Solid organ transplant Hematopoietic stem cell
(n = 292) transplant
(n= 829)
Candidiasis 53%  Aspergillosis
Aspergillosis 19%  Candidiasis
Cryptococcosis 8% Other moulds

Other moulds 6% Zygomycoses
Endemics 5%

Zygomycoses 2%

Pappas P., et al. ICAAC 2007



ATAI'NQXTIKH ITPOXEITIXH AOIMQEEQN
AIIO MYKHTEX

* EmpeARG KAIVIKR EKTipnoN- agioAGynon CUNTITWHATWY ATTo
TO AVWTEPO KAl KATWTEPO AVATTVEUOTIKO:

OUMNTTITWHOTOAOYIAO TTaApappPIVOKOATTITIOOG, TTAEUpoduVida,

AIMOTITUCEIG.

AKTIVOAOYIKOG £AeyX0G: YWNARG eukpiveliag AT Owpakog He
XOPOKTNPIOTIKA TTaf0AoyIkd eupuata: ‘halo’ signh rpwipo,
‘crescent’ sigh avatrTUOCETAI OTNV OUVEXEIOQ.




ATAT'NQYETIKEX MEOOAOI MYKHTIAXIKOQN
AOIMQEEQN

KaAAIEPYEIEC AiaTOC , BIOAOYIKWY UAIKWV:
Zuyouuknteg (Candida): avatrtuooovtal o€ 48-72 wWpEC.
upopuknTes (Aspergillus, Zygomyces): o€ = 72-96 wpeg,

ATtrouoia avarTtucng BeTIkNG KaAAiEpyelag (aipatog) AEN
aTTOKAEIEl TNV UTTapPEN EvEpyou ev Tw PBABE
MuknTiaong.




Non-culture approaches to fungal diagnosis

Cell wall
components

Cytoplasmic
antigens

Metabolites

Genomic DNA
sequences

Candida

Mannans
1,3-B-D-glucans
chitin

Enolase
HSP-90

arabinitol

C-14 lanosterol
demethylase

Chitin synthase

Actin

Aspartate proteinase

Ribosomal RNA

genes

Aspergillus

Galactomannan
1,3-B-D-glucans
chitin

D-mannitol

C-14-lanosterol
demethylase

Alkaline protease

Mitochondrial DNA

HSP-90

Ribosomal RNA

genes

Detection

LA

ELISA

RIA

Amebocyte lysate
assay
Spectrophotometr

ELISA
Immunoblot

GLC
Mass
spectroscopy

PCR




AIAFNQ2TIKEZ MEOGOAOI MYKHTIAZIKQN
AOIMQ=EQN

Galactomannan (cuoTaTikd TOU TOIXWHATOC Tou ACTTEPYIAAOU):
TTPoodI0PIoPOC ue ELISA.

Euvaiobnoia 89.7%
Eidikotnta  87,5%

Ta emireda Gal/mannan ernpedlovTal aTTo:

1) Tnv TTapoucia B-Aaktauikwy Tazobactam, Piperacillin,
Augmentin (peudwg + TEOT)

2) TNV AWn QvTIJUKNTIOOIKNS aywyng (Weudwgs apv €CETA0N)

3) TNV TTapouacia Ab €vavti Tou Asp.




AIANQ2TIKEZ MEOGOAOI MYKHTIAZIKQN
AOIMQ=EQN

B-D-glucan test ( ELISA) yia Asp

Mannan-antimannan test yia candida

Moplakég pEBoDOI: TTPOCdIOPICHOG TOU puknTiaoikou DNA e

PCR, real time PCR.

Evaiobnoia (real time PCR) 63.6%
EidiIkoTNTa 63.5% (53-72.7%)

Neg. predictive value 44%




Kpitripia yia Tnv diayvwon d1E1I0O0UTIKAG HUKNTIACIKNG AOipwENg

Clinical
feature

Mycology

AEEiDglU e 347 ;mTc %‘ L:I;I : ,- ORAL INSTITUTE OF ALLERGY AND INFECTIOUS DISEASES

Cilin Infect Dis 34:7-14 AL INSTITUTES OF HEALTH

s 'y [ i
e 1 elrmd off Cen




NMNapdayovteg TOU EeVIOTOU

neutropenia > 3 weeks corticosteroids

Host > 4 days unexplained
fever despite broad

<36°C or > 38°C and factor spectrum antibiotics

prior mycosis
AIDS
Immunosuppressives

> 10 days neutropenia Graft versus Host Disease

SATIONAL INSTITUTES OF HEALTH

"E"'S::i[h:“u ef al 2002 EEORTC g E NATIONAL INSTITUTE OF ALLERGY AND INFECTIOUS DISEASES
iy g s ot e fve

Clin Infect Dis 34:7-14




KAIVIKA XOpOAKTNPIOTIKA
MAJOR

Lower respiratory tract infection Chronic disseminated candidiasis

Halo sign Bull's eye lesions in liver or spleen
Air-crescent sign
cavity

Sinonasal infection Clinical

Radiological evidence feature

CNS infection Disseminated fungal infection

Radiological evidence Unexplained papular or nodular skin lesions
Chorioretinitis
endophthalmitis

.-'EH.ECiDQ|LJ et al 2002 " EORTC .H - MATIORAL INSTITUTE OF ALLERGY AND INFECTIOUS DMISEASES
Clin Infect Dis 34-7-14 J o Cvgraion o e s _ e NATIONAL INATITUTES OF HEALTH




KAIVIKA XOpOAKTNPIOTIKA

Lower respiratory tract infection CNS infection

Cough, chest pain, haemoptysis, dyspnoea CSF No pathogens
Physical finding of pleural rub no malignant cells
Any new infiltrate not fulfiling major criterion abnormal biochemistry
abnormal cell count
Focal neurological
selzures

Clinical hemiparesis

cranial nerve palsy
Mental changes
Meningeal irmitation

feature

Sinonasal infection

Nasal discharge, stuffiness

Nose ulceration, eschar or epistaxis

Peniorbital swelling

Maxillary tenderness

Black necrotic lesions or perforation of the hard-palate

Ascioglu et al 2002 3 EORTC | el MATIORAL INSTITUTE OF ALLERGY AXD [NeECTIOUS DISEASES
e i s
Clin Infect Dis 34-7-14 J e L NATIONAL INSTITUTES OF HEALTH




EpyaocTnpiaka

Culture of mould from tissue, aspirate BAL or sputum

mould seen in sinus aspirate

Fungi seen in tissue or sterile body fluids antigen in BAL, CSF or blood

.-'fh.EiCiDlZ]|LJ E.'El r'_?_l' E':HJE ] EORTC :'H- ,._ns NATIONAL INSTITUTE OF ALLERGY AND INFECTIOUS DMSEASES
o ' e L : . s -
Clin Infect Dis 347-14 @ et GODEIGE JANCAL LIRS SHIBALLL




ATTodedEIYUEVN MUKNTIOCIKE) VOO OGS

Clinical

features + Tissue + Mycology

Asc IDI_I|LJ et al 2002 3 .:I'IE'E{_EI: MATIORAL INSTITUTE OF ALLERGY AXD INFECTIOUS IMEEASES
Clin Infect Dis 34:7-14 gusio et HOODERIVE NATIONAL INSTITUTES OF HEALTH




MOeavn (probable) puknTiacik vooog

Host Clinical

factor features + pulizdliegy

AuvarTn (possible) puknTiacikn vooog

Clinical
features

Host

factor + OR

Mycology




MTWYA OEPATTEUTIKA ATTOTEAEOUATO

7 N

KaBuoTtépnon
oTtnv didyvwon

Mikpég 860¢Ig
AVTIMUKNTIOCIKWYV

Meplopiopeveg SXETIKA TOEIKEC BEPATTEIEC
OIAYVWOTIKEG JEBODOI MeyaAo KOOTOC




T Pre-emptive
Treatment ! Empirici, —— ——
40 /—\/\_\

Specific
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Ta TeAeuTaia 50 xpovia:
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Fungal cell

Cell membrane and cell wall

/’ gg % g ggg g } Mannoproteins

B-(1,6)-glucan
B-(1,3)-glucan

o o o o oo oo } Chitin

QORPPRORORPRRRORPPR0

R } Phospholipid bilayer
15 of cell membrane

_ W&o&ﬁ\wmwmoéoa

-(1,3)-glucan synthase
9 Ergosterol @ b-(1.3)-9 y
N o
Ergosterol
Synthesis DNA/RNA Synthesis
Pathway
\» /

\,V Squalene




ApaoTiIKOTNTA AVTIMUKNTIAOIKWY QAPUAKWYV

Amphotericin B Fluconazole Itraconazole Voriconazole Caspofungin

Aspergillus
Fusarium

Mucor




KENA 2THN ANTIMYKHTIAZIKH KAAYWH

Fluconazole C gfabrata dose-dependent;
C krusel, all moulds

Amphotericin B C lusitaniae, Aspergilius terreus,
Fusarium, Scedosporium

Caspofungin Cryptococcus™

Voriconazole Zygomycetes




Nolpweeic oe AAAOYEV Kal AUTOAOYN
METAMOOXEUON




preengraftment,
<30 days

late phase,
*100 days

postengraftment,
<30-100 days

Host irrmune

systemn defect Meutropenia, mucositis

and acute graft-wversus-
host disease

Impaired cellular
and hurnoral
imrnunity and

chronic graft-
wersus-host

Irpaired cellular
imrnunity and acute
and chronic graft-

wersus-host diseasze

digeaze

Device risk Central line

Allogensic

patients den

Fezpiratory an

Herpes simplex virus®a

Facultative Gram-negative
bacilli

teric viruses

Cytornegalovirus™a

Maricella-zoster
wirus A

mmEpztein-Barr virus lymphoproliferative diseasea—h

Staphy lococcus epidermidis

Gastrointestinal tract streptococci

Encapsulated bacteria

species |
[eg, pneumococcus)

Al candida species

| dspergillus species |_|

fzpergillus species
I
Freurnocystis carinii

—
| |

[
Taxoplasra g-:nn-:lii_h

]

trongy loides stercoralis

30

*wtithout =tandard prophylaxis

APrirnarily among persons who are seropositive before
transplant

T Centers for Diseaze Contral and Prevention. Guidelines
for preventing opportunistic infections among
hernatopoietic stem cell transplant recipients:

recornmendations of COC, the Infectious Disease Sociaty

of &merica, and the dmerican Society of Blood and
Marrow Transplantation. FIMWE 200 ; 49(Mo. RE-100:
[1-50].

100
Days after transplant

High incidence (:10 percent) I:I

Low incidence (<10 peroent) -

Episodic and endernic —— — — —=
Continuous risk ——————— i




AoOEELS 6€ OALOYEVI] HETUROGYEVON

Herpes simplesx

l .&h Respiratory wiruses®
i =
Yiral ® -
Cytormegalow iruz, Hurnan heriegviruseg 5,7 -
Maricella zoster virus,
Epstein Barr virus, BK/JC viruses
Gram positives,
iwast
Gram negatives Encapsulated bacteria
Bacterial * *
Candida =pp.
» . &
dzpergillus spp.
-
Fungal
Toxoplasma gondii
-
Parasitic - Preurnocystis carinii -
Mucasitis dcute gratt-versus-host disease Chronic GVYHD and therapy for this
Rick Organ [GYHDY and therapy for this condition
F ISt dysfunction candition Mucocutaneous damage [GYHD)
actors MNeutropenia Mucocutaneous darmage [GYHD) Cellular and hurnoral imrmone
and ather Cellular irmmune dysfunction dysfunction
irnrnune Irnrnunarnodulating viruses Hyposplenism, decrease in opsonization
defects Decreaze in reticuloendothelial function
i - -l fin -
Preengraftment Immediate postengrafiment Late postengrafiment

* Respiratory wiruses are wery cormmmon; morbidity associated with these infections is not fully defined.

& Early incidence decreased with preemptive therapy ; late CHY infections occur in patients with deficient
Ch=zpecific T-cell imrnunity.

t Pzeudormonas aeruginosa accounts for <1 percent of infections ; pneumnonia associated with GVYHD occurs at a
rnedian tire of 10 months post transplantation,




AonOEELS 6€ QVTOAOYT HETANOGYEVOT)

Hetrpes zimple: virus

4

Respiratory viruses

Grarn positive, Grarm negative
arganisms

Cytornegalovirus

Waricella zoster virus

Bacterial &

Candida =pp.

Parasitic

FPreurnocystis carinii

Risk
factors

Mucositis
Meutropenia
Organ dysfunction

Mucositis and cutaneous darnage (eq, central
venous catheters)

Cellular imrmune dysfunction (eq, prior
fludarabine, steroid therapy)

Irnrnunornodulating viruzes

Hyposplenism, decrease in opsonization

Cecreaze in reticuloendothelial function

Preengrafiment

Postengraftment




IHa00yova 6€ LOUMOEES HETUROGYEVUEVOV

Preengraftment (<3 weeks)

Bacteria Fungi Yiruses
Gram positive cocci Candida spp. Herpes simplex wirus (HSV)-1 .2
Coagulase negative C. albizans
staphy lococei C. parapsilosis Respiratory viruses
Staphylococcus aureus C. tropicalis Rezpiratory syneytial virus
Viridans streptococci Influenza
Streptococcus pneumoniae Asperqgillus spp. Parainfluenza
Enterococcus Cincluding & furnigatus ddenoyirus type 1
vancomycin Fesistant]) & flavus
& terreus

Gram negative bacilli
Enterobacteriaceas

E=zcherichia cali

Klebziella spp.

Enterobacter spp.
Fseudornonas aeruginosa
Stenotrophornonas maltophilia
Legionella preurnophilia

Anaerobes
Clostridium spp.
C. difficzile
C. zepticum

Immediate postengraftment (3 weeks to 3 months)

Bacteria Fungi Yiruses Protozoa
Same as above dspergillus spp. Cytornegalow irus Preurnocystis
HHY-& carinii
Reszpiratory viruses
[as above) »3 mos

Late postengraftment (allogeneic BMT)

Bacteria Fungi Yiruses Protozoa
Encapsulated Same as for the VYaricella zoster wirus P. carinii
5. prneurnoniae preengratiment Epstein Barr virus

Haernophilus influenzae period Rezpiratory viruses

Meizseria meningitidis [az abowe)

Klebziella =pp.

5. aureus

F. aeruginosa




ALGQ@OPLKN OLAYV®OGT] KAIVIKOV GUVOPOUMYV GE NETAUOGYEVUEVOVC

Syndrome

Mucesitis

Fneumonia
Localized

Diffuse

Sinusitis

Bacteremia

Shock
Cincluding
septic shock)

Fever without
localizing
signs

Preengrafiment,
<5 weeks

Herpes simplex virus (HSW)
streptococei, Candida spp.
Conditioning regimen

dcute GYHD

Bacteria, molds,
pulronary embalism,
hernorrhage

Rezpiratory viruses, HSY,
conditioning regirmen, acute
graft-versus-host diseasze
(GVHD), pulmonaty ederna,
radiation pneurnonitis,
alwealar hemorrhage,
acute respiratory

distress syndrome [ARDS),
hyper=zensitivity drug
reaction, idiopathic
interstitial pneurnonitis,
leukaagglutinin reaction

Bacteria, molds,
respiratory viruses

Bacteria, Candida =pp.

Bacteria (eq, alpha
streptococei, Preudo-
manaz aeruginosal,
anaphy laxis, adrenal
insufficiency , cardio-
vascular complications

Bacteria, HSY,
respiratory wiruses,
rolds, chronic
dissemninated candidiasis,
turnor fewer, drug fever,

Immediate post-
engraftment, 3 weeks
to & months

HSY, streptococei,
Candida =pp.
dcute GYHD

Bacteria, d=pergillus spp.,
Preurnocystis carinii (FCF),
Legionella, Mocardia,

Py zobacterium tuberculosis
[TE), Mycobacterium avium
complex (MAC), tumaor relapse

CHY, PCP, respiratory
wiruses, Legionella,
Mycoplasma, Cryptococcus
Zpp., adenovirus,

TE, MALC, acute GYHD,
radiation pneurnonitis,
idiopathic interstitial
preurnonitis, ARDS,
hyperzensitivity drug
reaction, pulmonary weno—
oo lusive disease (VOD0

Bacteria, molds,
respiratory wiruses

Bacteria (especially coagulase
negative staphylococcil,
Candida =pp.

Sarne as for the preengraft-
rment period

Bacteria, CHY, adenovirus,
FCP, rolds, chronic
disseminated candidiasis,
respiratory wiruses,

acute GVYHD, drug fewver

Late post-engrafitment,
*3 months

HSY, Candida =pp.
Chronic GYHL

Bacteria, dspergillus spp.,
FCP, Legion=lla, Mocardia,
Yaricella zoster wirus (Y2V],
Epstein Barr virus (EEV)-
aszociated lyrnphorna,
pulrnonary calcinosis

Chronic GWHL, EEY-
aszociated lymphorna,
AREDS, hypersensitivity
drug reaction, alvealar
proteinosis, radiation
preurnenitis, idiopathic
interstitial pneurnonitis,
bronchiolitis obliterans

Bacteria, molds,
respiratory viruses

Streptococcus pneurmonias,
Meizzeria meningitidis

Sarne as for the preengraft-
rment period

Craw, M2V, EBY, PCF
ralds, encapsulated
bacteria, chronic
GWHL, drug fever




MovOoKAWVIKA avTIOWUATA

Rituximab (mabthera)
2.T0X0¢ 10 avtiyovo CD20 Twv B-kuTttdpwv
[TeplopIiopEVOC ApIOUOC AOINWEEWY — AVTATTIOKPICN OTNV
Bepartreia

Alemtuzumab (mabcampath)

2 uvoéeTal oto avtiydvo CD52 oTtnv em@AveIa OAWY TwWV
AePPOKUTTAPWY — ¥ Kai Twv T Kal Twv B AeppoKuTTadpwy

2.€ ao0Beveic pe XA\ Aolgwceic arrd TTveupovokuoTn carinii,
EPTINTIKEC AOIMWEEIC, MUKNTEC Kal CMV (eTTavevepyoTroinon
20-25%)

[TpO@UAQKTIKA aywyn ME TpIueBOTTPiN/couUApapeBocaloAn n
TTEVTAMIOIVN KAl AVTIIK aywyn




EmmAokEC amo 100G TNE KOvOTNTOC GE
LETALOGYEVUEVOVC 0LGOEVELG

EEEMEN amd Aolumén
OVAOTEPOL OVOTVEVGTIKOV Pulmonary Ovnrommra 30 nuepov
| IOZ o€ TVELHLOVIN Copathogens AOY® TveELpOVIaG

Respiratory Syncytial Virus 40% 2.5%-33% 25%—45%
Parainfluenza 18%—44% 53% 35%—-37%
Influenza A/B 18% 50 % 25%—-28%




CMYV ko HETUPROGYEVGT] HVELOD KUl GUUTAYDV 0PYAVEOV

AavBavouoa CMV Aoipwen

l

Evepydg CMV Aoipwin

MoikiAia cuvopOHWYV | PTLD

‘A KUT‘?KF'] Opaon — (oxeTi{opeva pe EBV)

2Uvopouo TTou  Ne@piTida,

HoIAZEl PE nTToTiTda, BAapn ATroppiyn  ZuOTNHATIKNA
ypITTIN i TrveupoviTitda, HOOXEUPATOG HOOXEUMATOC OVOOOKATAOTOAN

AOIUGHBN KOAITISG, NN [

OVOTTUPAVWO KapOiTIda
" ol i apglﬁ)\/éa Oceia  Xpovia Occia

Eukaipiak€g AOIHwEEIG
ApTnpiocKARpwaon
ATTOQPOKTIKH BpoyXIoAiTIOa
OCU oUVOPOUO ECAPAVIONG TWV XOANPOPWV




KuttapoueyaAoiog (CMV)

KAivikig CMV Aoipwin
'kavkukAoBipn 5 mg/kg X 2 iv yia 2-4 ¢Bdouddeg
EAeyxoc¢ yia eCAAeIpn TNG 1aidiag TTPIvV TNV OIAKOTIH TNG IV

Bepartreiag

[MpOBANMa avATITUEN AVTOXNG

Foscarnet 60 mg/kg X 3 iv 6tav o CMV gival avBekTIKOC oTNV

YKQVKUKAORipn




[Tvevuovia amo Pneumocystis carinii

KE: IIpo0odeuTikd €TOEVOVUEVOS LN TOUPAYDYIKOC Pyos, SOVGTVOLa, TUPETOC
Ro Bopakoc: @uotohoyikn axtivoypagic katd tnv Evapén (5-10%)
due olduecn mvevpovia N dTumo evpruoTa
pO, < 70mmHg 610 80% ot avénon LDH
ATOUOV®OGT) TOVL KPOOPYOVIGHOV GE TPOKANTH andypepyn 1 BAL
XPOGELS KLTTAPIKOV TOLYMUATOS
Gomort’s silver-methenamine, CEV, TOB, Gram
Avalmmon tpoolmitwv / omopolmitiv
Giemsa, Diff-Quick
Eupecoc / duecoc avoco@Bopiopnog
Moprokég TeEXVIKEC
DNA probes / PCR
XmvOnpoypdenua tveouoveov pe I'diio

20y VY] EMTAOKT] 0 TVELLOOD POKOG










[Mveupovia amdé Pneumocystis carinii

TpipuedGoTTPpiPN + ZOUA@aNEBOEAlOAN

15-20 mg/kg/nu  75-100 mg/kg/nu (iv i po)

AE: IMupeTdc, ecavlnua, aidoOAUTIKEC DIATAPAXEC, VEPPIKN
TTPOCBOAN, augnan Twv NTTATIKWY EVCUNWY, OlIATAPAXEC
EX

Mevtapidivn 4 mgkg/nu (iv)

AE: YTroyAukaipia, TTayKkpeatiTida, uttotacn, NTTATIK
BAGRN, aluaTOAOYIKEC DIATAPAXEC




[InyeCc TTaBoyovwyv OTO VOOOKOWMEIO

¢ Health care
_ worker
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2. UVONKEC AoNTITNS Voo nA&iag
Hospital Infection Control

AEPIOUOC dwMATIOU
= >12 aAAayEc agpa /wpa

= HEPA ( High-efficiency particulate air) filters

= Awparia BeTIKAG TTieong (>2.5 Pa)

= Ecaipeon €dv vOOOG TTOU UTTOPEI VO METAOO0OEI aEPOYEVWIC OTTWG
TB i INap&

* [1poooxr OTIC AVAKQIVIOEIC KAl KOTOOKEUEC

Maoka Kal yavTia OTIC JETAKIVAOEIC € OPITUEVEC
XPOVIKEC TTEPIOOOUG

YVIEIV) TWV XEPIWV




2. UVONKEC AoNTITNS Voo nA&iag
Hospital Infection Control

ATTOOTEIPWON Kal ATTOAUUAVON TWV OCUOKEUWV
[1pocoxn oTa PUTA Kal TTaIXVidla

‘EAeyX0C TWV €TTAYYEANATIWY UYEIAG KOl ETTIOKETTTWYV
YIa HETAOOTIKA VOO uaTa

YYIEIV.) OWMNATOC KAl 000VTWY

[lepitroinon Twv evOOPAERiWY KABETPWYV







XpnowonotnoTe aVILGNATIKO NPLY Kol
JETA ano kaBe enapn oagge aaBevn.




