KNVAZKVY ASPERGKL

DI r en -

Prof Dr Zekaver Odabakeéeé
Mar mara | niversitesi



http://www.google.com.tr/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwiH6Jqdm9PMAhUF2xoKHbE8CtwQjRwIBw&url=http%3A%2F%2Fvisualsunlimited.photoshelter.com%2Fgallery%2FAspergillus%2FG0000q6TDGJGZWaI%2F&psig=AFQjCNH4cs9yisYtB22-y6kwvFe1OIgCpg&ust=1463096997516208

Knvazi f

BAJI kI KLI K SKSTEMK ALTTA YATAN DURUMA BAJ]
FAKT¥RLER

Toll-l i ke resept?oorl ' pol i mor fi zmi

Ctipi |l ektin res rh° tprod p eoir f i z mi

Mannoz bajl ayan | Rrognesof kansero r f i z mi

Plazminojen polimorfizmi GvHD

Dijer pold MPRKMER KONAJA BAJLI FAKTY¥RLER
Hematolojik maligniteler kel ayecel ar
Allojenik HSCT
_ Solid organ nakli
Kkl i m Solid te¢mor

Knkaatta - a . A .
: . Di er I mmsgn bozukl uk.l r .
Kkamet edi | = J < ¢?<Ieme5|

Tétéen veya mari huana kul | Tarnagvnnga |, yanék
Kontamine yemek veya baharat Renal bozukluk

Evcil hayvan, bitki ve b aMetalgolkiadidpzk
Hastanede HEPA filtre ol mamasglki respiratuar

CEVRESEL FAKT¥RLER DKJER FAKT¥RLER

HerbrechtR et alAnn N.Y Acad Sci 1272 (2012) 230



Knvazi f

AKroni k
A Allojenik HKHN ve GvHD
ARemi syon
AAkcijer veya
AKnce bajeéersak
AKaracijer nakl i
AGyHD ol maksézeén
AKonsolidasyon

k al

AAKut
A Kalp nakli
AKroni kl enfositik
A Myelodispalstik sendrom

A Multipl myelom

A Akut alevlenme ile seyreden KOAH
A AIDS

A Non-Hodgkin lenfoma

| enf obl ast.

A Otolog HKHN
AB°br ek
ASol i d

AOt oi mm¢n

nakl i
t ¢ mor
hast al é

gran¢l omat ° z

I nd¢gksi yon

all ojenik
tedavi si

Aspergill ozl

hast al ék Y! KSEK R

tedavi si il e tedavi end. i

p nakl.

nakl i

HKHN

boyunca akut

k | °©s e mi

| © s e mi

k1l ar

HerbrechtR et alAnn N.Y Acad Sci 1272 (2012) 2&30



ECIL-5 (2013)

Invasive aspergillosis: First-line

Agent

Grade Comments

Voriconazole

Ambisome

ABLC

Caspofungin

Itraconazole

ABCD

Combination voriconazole + anidulafungin
Other combinations

Al 2x6 mg/kg D1 then 2x4 mg/kg
(initiation with oral: Clll)

Bl dose 3 mg/kg
BIl  dose5 mg/kg
Cll

cll

Cl

Cl1

AGAINST THE USE
Amphotericin B deoxycholate

I provisional

Al

In the absence of data in 1st line, posaconazole has not been graded




Agent
Ambisome
ABLC
Caspofungin
Itraconazole
Posaconazole
Voriconazole

Combination

)

ECIL-5 (2013)

Invasive aspergillosis: salvage

Grade

ATl Bl

BAfl BII
BII

Cli
Bl

Comments

no data in voriconazole failure
no data in voriconazole failure
no data in voriconazole failure
Insufficient data

no data in voriconazole failure
if not used in 1st line

different studies, not randomized




IDSA Invazif Aspergilloz Tedavisi 2016

Table 1. Summary of Recommendations for the Treatment of Aspergillosis

Conditian Primary Altarnative

Invasive syndromes of Aspergillus

IPA

Invasive sinus aspangillosis
Trachaobronchia
aspangillosis

Aspergillosis of the CNS

Aspergilies infections of the
heart lendocarditis,
paricarditis, and
myocanditis]

Aspergitius osteomyelitis and
saptic arthritis

Aspergilius infections of the
ayve j[endophthalmitis and
karatitis]

Cutaneous aspergillosis
Aspergilius peritonitis

Empiric and preamptive

SEncnnaEnsl (5 mg'kg IV evary 12 h for 1 d, foliowed by 4 mgig
IV every 12 h; oral therapy can be used at
200300 mg every 12h or weight based dosing on a mg'kg
basizl; see text for padiatric dosing

ilar to |PA
ar 1o |PA

ilar to |PA

ar to |PA

Similar to 1PA

Systamic IV or oral voniconazole plus intravitreal AmEB or
voriconazole indicated with partial vitrectomy

Similar to IPA
Similar to 1PA

For empiric antifungal therapy, Liposomal AmB [3 mghgiday V],

Frimany: Liposomal AmB [2-5 mgfkeg/day 1V, SSiconasnis)? 00
mg every 8 h for § doses, then 200 mg daily

mahvage: ABLC (5 mgflgiday IV], caspofungin (70 mgiday V= 1,
then B0 mgiday |V thereaftar], micatungin (100-150 mgday IV,
posaconazole foral suspansion: 200 mg TID; tablet: 200mg EID
on day 1, then 300 mg daity, V: 300 mg BID an day 1, than 300
mg daily, itraconazole suspension [(200mg PO every 12 h)

Similar to |PA

Adjunctive inhaled AmBE may ba usefu

Similar to 1PA
Surgical resection may be beneficial in selected mses

Similar to P&

Smilar to |PA

Smilar to invasive pulmaonary asparngillosis; imited data with
achinocandins and poor ocular penatration by this class

Similar to |PA
Smilar to B4




Isavuconazole versus voriconazole for primary treatment
of invasive mould disease caused by Aspergillus and
other filamentous fungi (SECURE): a phase 3,

randomised-controlled, non-inferiority trial

Johan A Maertens, Issam | Raad, Kieren A Marr, Thomas F Patterson, Dimitrios P Kontoyiannis, Oliver A Cornely, Eric] Bow, Galia Rahav,
nW Ba d{‘JIIIEj_j,-'_. Michael Giladi Wern er ) Yag William Ho PE, Mein L'fllf Karthaus,
licki A Morrison, llana Oren, Dominik Selleslag, Shmuel Shoham, George R Thompson I, Misun Lee,

Rochelle M Maher, Anne-Hortense Schmitt-Hoffmann, Bernhardt Zeiher, Andrew ] Ullmann

Kzavuk&&k&z 0 le dav iverkanar@ kagan a z
b a K a noa-infériorj

PrimerKFK tedavisinde kull anél
Daha az hepatotoksisite, g°z ve <ci |l t bul
IV form (siklodekstrini - er mez ), oral f or

Maertens J, Lancet 2016



Survival (%)

— Isavuconazole
—— Voriconazole

Treatment difference (95% Cl)
-1-1{-8-91t0 6-7) p=0-744

Number at risk
lsavuconazole 2G8 202 240 232 224 220 220

Voriconazole 268 253 239 233 228 220 213

Study day

211 206
206 202

| | |
72 78 B4

204 199 195 192 188 1BL
199 194 192 188 182 179

Figure 2: Survival from first dose of study drug to day 84
Patients were censored on the day of their last known survival status, represented by the circles. Figure shows data

for ITT population. I[TT=intention to treat; all randomised patients who received study drug.
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PE. Verweij et al. / Drug Resistance Updates 21-22 (2015) 30-40
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Hydroxy-methyl-glutaryl (HMG)-CoA
¢ HMG-CoA reductase

Ergosterol Sentezi

Kandida: ERG 11
Aspergillus CYP 51 Y

e Squalene
.~

Allylamin;s'(’tarbiqa&ne) * Squalene epoxidase (ERG1)

' A%S.desaturase =
: (ERG3) Azoles § Ci4o demethylase (ERG11)
|

Y
14a-methyi-3,6-diol

C14-demethyl-lanosterol

Amorolfine § Cld-reductase (ERG24)

Fecosterol

Amorolfine * AR 7. isomerase (ERG2)

TRENDS in Molecwlar Medicine

Polyenes (amphotericin B) —— Ergosterol
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http://howmed.net/pharmacology/anti-fungal-drugs-azoles-echinocandins-allylamines-and-flucytosine/
http://pt.slideshare.net/dapab/antifngicos
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CYP 51A Mutasyonl a

Aminoas it mut asyonlAzal direnci

M2201, M220V, M220K, M220T Kt r a k odiremd ie beraber
posakonazol ve vorikonazol
duyarl|l él &) énda az

G54R, G54E, G54W, G54V Kt r a k eepazakoriazol direnci

L 98H Multi azol direnci

G138C Kt r a k ovariaonazadl direnci

L98H mutasyonu sonucu promotor gen (tandem repeat)
aktivitesi artar

CYP51l¢r et i mi ve enzkataramt 1 v I |

Mellado (2004,2005, 2007), Verweij 2007, Snelders 2009



TR34/L98Hgen mut asyonuibamheéensii t
|l -1 n kull anél an azoll ere be

Bi r diREGIYIL21FITRS9A

Aterreusve Aflavusi | e mut asyonel di
derece nadirdir



Azol direnci tespitinded u y a r -IMKIKéky | n | K
|l -1 n en ge¢venilir yontem

EUCAST ve CLSI M38 A2
Mol ek¢l er y°ntemler ¢zerinc

Serum ve BAL o6éda azol di r enc
. Chong et al., 2015, White et al., 2015



Azol direncli
Aspergillus pr e v al
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Verweij PE, et al. NEJM 2007;356:1481-3.



RESEARCH

Frequency and Evolution of Azole
Resistance in Aspergillus fumigatus

Associated with Treatment Failure’

Susan J. Howard, Dasa Cerar, Michael J. Anderson, Ahmed Albarrag, Matthew C. Fisher,
Alessandro C. Pasqualotto, Michel Laverdiere, Maiken C. Arendrup, David S. Perlin,
and David W. Denning

519 klinik izolatta itrakonazol direnci %5 (n: 34)

. %65 vorikonazol- apraz direnci
. %74 posakonazol direnci
. Yéll ar 1 -erisindeil 2007 éxk g°st
Dejerl endirilebilen 14 vaka
13 6¢nde °nceden azol kul | an
8 0I il nde tedaviye raj men il
5 o0inde stabil yaneét

Cyp51A mutasyonu Denning D, Emerg Infect Dis ,2009
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