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Vakalar Esliginde
Vorikonazol Kullanim

" o

Dr. Istemi SERIN



» Akut 10sem1 induiksiyon tedavisinde vorikonazol
* Allojenik kemik 1l1g1 nakil surecinde vorikonazol

» Otolog kemik 1l1g1 nakil surecinde vorikonazol



Invaziv Aspergillozis’in birinci basamak tedavisinde ECIL-6 dnerileri V RlFULL

Vorikonazol 200 MG
e e | aam
Vorikonazol Al Gunlik doz: ilk giin 2x6 mg/kg sonra2x4 mg/kg
Isavukonazol A l Vorikonazol kadar etkili, daha iyi tolere edilir
Lipozomal amfoterisin-B B Gunluk doz: 3 mg/kg
Amfoterisin-B lipid kompleks Bl Gunluk doz: 5 mg/kg
Amfoterisin-B kolloidal dispersion Cl d-AmB’den daha etkili degil ama daha az nefrotoksik

Kaspofungin C Il
ltrakonazol C Il
Vorikonazol+anidulafungin kombinasyonu C I
Diger kombinasyonlar C I
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Tissot F. et al. ECIL-6 guidelines for the treatment of invasive candidiasis, aspergillosis and mucormycosis in leukemia and hematopoietic stem cell transplant patients. Haematologica. 2017 Mar; 102(3): 433—-444.



Vorifull Endikasyon V. RIFULL

Vorikonazol 200 MG
Notropeni olmasi beklenen hematopoietik kok Sistemik mantar enfeksiyonlari tedavisinde
hucre nakli alicisi hastalarin aspergilloz ve kullanilmasi  halinde bedelleri Kurumca
candida enfeksiyonlarinin profilaksi karsilanir(Madde 4.2.23/2).
endikasyonunda da  kullanthr  (Madde
4.2.23/8).
Diger tedavileri tolere edemeyen
C. krusei ve Szofajiyal tedaviye di yanit 5 _ .
o ikl Dol stk sivoiian Seedosporium tiirleri (S. vermayen hastalardaki dider cidd o WOCK R SRR
”?‘E.I‘f (hepatosplenik kandidiyazis, apiospermum ve S. prolificans) fungal enfeksiyonlann (Aspergillus HI{H:I ﬂFlmEh haat Iut:re_na ['rf
aspergillozun yaygin kandidiyazis, kandidemi) ve Fusarium tirrlerine bagl ciddi tiirleri, C. albicans, Albicans digi ( r::t?m;’eh -“""'"':m'az
tedavisinde dahil, ciddi Candida fungal enfeksiyonlarin tiirler [C. krusei ve C. glabratal, S. TR SO
enfeksiyonlarinin tedavisinde. tedavisinde apiospermum, S. prolificans ve profilaksisinde

Fusarium tlrleri) tedavisinde.

Tedaviye baslanmadan once hastaliga sebep clan organizmanin izole edilmesi ve belifenmesi amaciyla mantar kiittrl icin omekler saglanmali ve diger ilgili laboratuvar calismalan
(seroloji, histopatoloji) yapilmalhdir. Kiiltur ve diger laboratuvar ¢calisma sonuglan gelmeden tedaviye basglanabilir, ancak sonuclar gelir gelmez antifungal tedavi gerektigi sekilde

ayarlanmalidir.
s
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Vorifull Kisa Urin Bilgisi — Saglk Uygulama Tebligi Geri Odeme Bilgisi
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Vorikonazol 200 MG

40 kg ve uzeri 40 kg'in altindaki
hastalarda hastalarda”

Yukleme Doz Rejimi Butan Endikasyonlar i¢in (ilk 24 saat) 400 mg gunde 2 kez 200 mg ginde 2 kez

ldame Dozu (ilk 24 saatten sonra)

Ciddi invazif Candida/ invazif aspergilloz/

Scedosporium ve Fusarium enfeksiyonlari/ 200 mg ginde 2 kez 100 mg ginde 2 kez
Diger ciddi mantar enfeksiyonlari

Notropenik olmayan hastalarda kandidemi 200 mg ginde 2 kez 100 mg ginde 2 kez

Ozofajiyal Candida enfeksiyonlari 200 mg ginde 2 kez 100 mg ginde 2 kez

Tablo Referans 1'den alinmisiir. ~15yas ve Ustu hastalara da uygulanir.

= VORRUL

mus zo - xd

Vorikenazol

Vorifull Kisa Ur0n Bilgisi



Akut losemi1 indiiksiyon tedavisinde vorikonazol
49 yasinda erkek hasta,

Bilinen diyabetes mellitus tip 2 disinda
komorbidites: yok,

Oral anti-diyabetik kullanimu,

Pansitopeni, ates ile acil servis basvurusu,

Febril notropeni protokoliinde
antibiyoterapi, pnOmoni +

Hemokultur, idrar ve balgam kulturt,

Kemik 1l1g1 aspirasyonu, biyopsisi

Akut lenfoblastik 10semi



Nakil adayi hasta,

Balgam kulturu: Pseudomonas Aeruginosa
Piperasilin/tazobaktam altinda,
Hyper-CVAD rejimi 1le induksiyon
(Doksorubisin, siklofostamid, vinkristin,
deksametazon A kolu, metotreksat, sitozin
arabinozid, deksametazon B kolu),

Profilaksi: Flukonazol, asiklovir,

8. Gun ates tekrari, antibiyoterapi revizyonu:
Karbapenem + glikopeptit kombinasyonu,

10. Guin ates devam ediyor, goruntiuleme
planlandi:

Indiiksiyon | Lokosit Notrofil CRP Prokalsitoni | Galaktoman

n nan

0 300 10 233 62 0,2

1 210 10 120

2 220 0 67 30

3 140 0 44

4 110 10 32 12 0,25

5 200 20 11

6 130 0 15 3

7 100 0 18

3 0 0 36 1,2 0,27

9 10 0 88 1

10 30 0 96 1,3




Drug

Alfentanil

Alprazolam

Calcium channel blockers
(dihydropyridines)

Carbamazepine

Clarithromycin

Corticosteroids

Cyclosporine

Efavirenz

Naloxegol

Nirmatrelvir/ritonavir

NNRTIs (not efavirenz)

NSAIDs

Omeprazole

Oral contraceptives (containing EE
and norethindrone)

Oral hypoglycemics (metabolized by
2C9)

Oxycodone

Phenobarbital

Phenytoin

Effect on concentration (or other)

T alfentanil
T alprazolam

T calcium channel blocker

| voriconazole

T voriconazole
( Front Pharmacol 2023;14:1134803)

T corticosteroid
T cyclosporine

| voriconazole, 1 efavirenz

T naloxegol
\ nirmatrelvir/ritonavir, | voriconazole
T or | voriconazole
T NSAID
T omeprazole, T voriconazole

T voriconazole, T EE/norethindrone

T oral hypoglycemic

T oxycodone
| voriconazole

T phenytoin, | voriconazole

Suggested management

Monitor, adjust dosage

Monitor, adjust dosage

Monitor, adjust dosage

Contraindicated

Monitor, adjust dosage

Monitor

Monitor, adjust dosage

Adjust dosage or avoid

Contraindicated

Avoid co-administration

Monitor or avoid

Monitor, adjust dosage

Monitor, adjust dosage

Monitor or avoid

Monitor, adjust dosage

Monitor, adjust dosage

Contraindicated

Monitor, adjust dosage

Eplerenone

Ergot alkaloids

Esomeprazole

Everolimus

Fentanyl

Fexinidazole

Flucloxacillin

Fluconazole

lvabradine

lvacaftor

Ritonavir

Simvastatin

Sirolimus

St. John's wort

Tacrolimus

Tolvaptan

Triazolam

Venetoclax

Vinca alkaloids

Warfarin

T eplerenone
T ergot alkaloid

T voriconazole

(Int J Clin Pharmacol Ther 2023;61:460)

T everolimus
T fentany!
L M2, M2 (fexinidazole) metabolites

L voriconazole

T voriconazole

T ivabradine

T ivacaftor

 ritonavir, | voriconazole
T simvastatin
T sirolimus
. voriconazole
T tacrolimus
T tolvaptan
T triazolam

T venetoclax

T vinca alkaloid

TINR

Contraindicated
Contraindicated

Monitor, adjust dosage

Avoid co-administration
Monitor, adjust dosage
Monitor or avoid

Monitor, adjust dosage
(AAC 2017,61:e00915-17)

Avoid co-administration

Contraindicated

Monitor, adjust dosage

Avoid co-administration
Monitor, adjust dosage
Contraindicated
Contraindicated
Monitor, adjust dosage
Contraindicated

Monitor, adjust dosage

| venetoclax dose by 75%

Monitor, adjust dosage

Monitor INR, adjust dosage






ECIL-10 Eriskinde ALL : Profilaksi Onerileri (2024)

o Kuf-etkin azoller (vorikonazol ve posakonazol) ONERILMEZ (Vinca alkaloidleri ile
tehlikeli etkilesim) (DII)

e Maya enfeksiyonunu dnlemek icin flukonazol ve isavukonazol DIKKATLI
kullaniimalidir (CIIl.)

e Yiksek riskli hastada (indUksiyon tedavisi, uzun stiren notropeni) alternatif profilaksi
(L-AMB, ekonokandinler) dustnulebilir ancak YARARI GOSTERILEMEMISTIR.

e Tirozin kinaz inhibitorleri (axitinib, dasatinib, erlotinib, imatinib, nilotinib, pazopanib,
sunitinib vd.) alan hastada profilaksi GEREKMEZ (DIlIl).

ouU



Kuf-etkin profilaksi alamayan yuksek riskli hastada ne yapmali?

L-AMB veya ekinokandin
ile profilaksi?

Hastane havasinda
Aspergillus conidia? ise

Aluminium

Continuous

ou



Kuf-etkin profilaksi alamayan yuksek riskli hastada ne yapmali?

|A ydnlinden
hastanin yakin
izlemi

Hazirlama semasiyla birlikte
haftada en az 2 gtin serum GM

Notropenik ateste yanit yoksa 3.
gln goruntuleme

Diger (Aspergillus PCR, beta-
glukan ile monitorizasyon)

ou









Invaziv aspergillosisde klinik belirti ve bulgular
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disorder lesion

Clinical sign

10

Cornillet A, et al. CID 2006;43:577



IPA’da CT Bulgulari

Gun O Gun 4

Caillot et al. J Clin Oncol 2001,19:253.

Gun 10
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IA CT bulgulari altta yatan hastaliga ve
notrofil sayisina gore degisir.

NON-NﬁTROPENiKI NOTROPENIK I

ou



GM-dayali monitorizasyon

[ High-rnisk hematology patients ]

v
Daily GM monitoring and clinical evaluation |g
|

p | » £ l : N\, 1 x4 1

0D index >5 Dax of “"iexfp'a'ﬂed New infiltrate on chest X- Positive culture or

2x205 neremu Ntlory“: :om ray or 8i0l)sf symptoms microscopy (molds)
4 y € antibiotics or relapsing i e g mvaslIe e o
. ( Thoracic CT scan (= CT sinus) >
| Thoracic |
8 - B
1 | . l —— ) l : l

5 Characteristic of invasive

mycosis: ‘halo-sign’

.------r-- - - -

" Atypical
lesion

C Bronchoscopy with BAL D

Broad-spectrum antifungal
therapy

<S>

v

tinued monitoring
No antifungal therapy

Maertens J et al. CID 2005;41:1242
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Erken Tedavi icin Tanisal Testlerin Kullanimi

Table 1 Diagnostic methods in pre-emptive treatment

Pre-emptive group criteria

Reference Country Clinical HRCT GM/M Microbiological PCR

Non-comparative studies

Maertens et al., 2005 [17 Belgium X X X
Girmenia et al., 2010 [51] Italy X X X
Posteraro et al., 2010 [56] Italy X
Aguilar-Guisado et al., 2010 [74] Spain X X X
Bames et al., 2009 [79] UK X X X X X
Dignan et al., 2009 [82] UK X
Randomised, comparative studies
Cordonnier et al., 2009 [25] France X X X
Hebart et al., 2009 [39] Germany X

GM galactomannan, ARCT high-resolution computed tomography, M mannan, PCR polymerase cham reaction, UK United Kingdom

Drgona L, et al. Eur J Clin Microbiol Infect Dis 2014,33:7.
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Genel durum 1itibari 1le bronkoskopiye
uygun degil,

Vorikonazol 1v: 2 x 6 mg/kg yukleme, 2 x
4 mg/kg 1dame dozu,

Vorikonazol sonrasi 3. Gln, induksiyon
13. Gunu ates ortadan kalkti,

Antibiyoterapinin revizyonu ve
indiiksiyon rejiminin tamamlanmasi

Indiiksiyon Lokosit Notrofil CRP Prokalsitonin | Galaktomannan
0 300 10 233 62 0,2
1 210 10 120
2 220 0 67 30
3 140 0 44
4 110 10 32 12 0,25
S 200 20 11
6 130 0 15 3
7 100 0 18
8 0 0 36 1,2 0,27
9 10 0 88 1
10 30 0 96 1,3
11 40 0 102 1,1 0,43
12 40 0 04
13 30 0 88 0,24
14 120 10 56
15 200 10 52 0,2 0,32
16 160 10 44
17 320 60 40 0,1
18 440 180 36
19 600 330 22










Posakonazol profilaksisi: sorular

e Posakonazol profilaksisi invaziv aspergillosis riskini tamamen
onler mi?

e Posakonazol profilaksisi alan hastayi invaziv aspergillosis
erken tanisi yonunden nasil izlemeli?

e Posakonazol profilaksisi altinda gelisen invaziv aspergillosis
suphesinde nasil tedavi etmeli?

ouU



Posakonazol profilaksisi: sorular

e Posakonazol profilaksisi invaziv aspergillosis riskini tamamen
onler mi?

ouU



Cornely OA, NEJM 2007;356:348

A
2 _ 015
S .Ea Fluconazole
> :
- 0.10-  oritraconazole
6 'E P=0.003
25 005 il
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B
0.25-
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5
% 0.15-
> Fluconazole
= 0.10- or itraconazole Posaconazole
3
°
a.  0.05-
0.00 T u r !
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Days after Randomization
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Posakonazol profilaksisi: sorular

e Posakonazol profilaksisi alan hastayi invaziv aspergillosis
erken tanisi yonunden nasil izlemeli?

ouU



Antifungal Tedavinin Serum GM Testine Etkisi

A
Index cutoff value, 1.5 — — [ndex cutoff value, 1
e [idex cutofl value, 0.5
e
- ” - T h-‘HHIH
-!"" _'.,rl"..'-_.""ll‘. ‘h ,
5 »~ > ~ S
4 // \\ *
rd
Fry
=
P \
2 /
~ No Rx

Time relative to diagnosis, days

Index culoff value, 1.5 — e dax cutoff value, 1
e |idex cutoff value, 0.5

- Rx (+)

U%’z—&—i_—

Time relative to diagnosis, days

Marr K, et al. CID 2005;40:1762
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Posakonazol profilaksisi: sorular

e Posakonazol profilaksisi altinda gelisen invaziv aspergillosis
suphesinde nasil tedavi etmeli?

ouU



POS oral sUspansiyon: serum duzeyleri

!

l Subtherapeutic
IZ Adequate

//////////////////////////////

ou

Crombag MR, Ther Drug Monit 2012,34:320



Pharmacology: When should concentrations be evaluated?

Posaconazole gastroresistant tablet
and IV formulations

Up to 10 % of patients receiving new posaconazole formulations may not achieve plasma targets
> 0.7 mg/L.13 The percentage of patients not reaching treatment target (> 1 mg/L) will be higher

It is unknown whether risk for inadequate exposures can be predicted based on observable
clinical risk factors alone (e.g., mucositis, aGVHD). Therefore, TDM remains the most direct
approach for identifying patients with suboptimal posaconazole plasma levels

* Pending further data, TDM is still recommended in patients receiving posaconazole
tablets or IV formulation for prophylaxis (Clll)

* TDM is recommended in patients receiving posaconazole tablets or IV formulation
receiving treatment for suspected or documented fungal infection (Clli)

* TDM is indicated for patients receiving tablets or IV formulation in the setting of
breakthrough or progressing infection unresponsive to treatment, treatment of
pathogens with reduced susceptibility, or drug interactions (Clll)

additional data are needed

1. Cumpston et al. Antimicrob Agent Chemother 2015;59:4424-4428
2.Durani et al. Antimicrobial Agent Chemother 2015;59:4914-4918
3. European Medicine Agency. Assessment report: Noxafil. 2014.

09/12/2015 35

Accessed 30 April 2015.
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Kuf aktif profilaksi ALMAYAN hasta:

o

*Vorikonazol iv (6 mg/kg 12 saat arayla

Q

NOTROPENIK HASTADA KUF MANTARINA

YONELIK ANTIFUNGAL TEDAVI BASLANMASI

Notropenik hastada 72 - 96 saat devam eden ates
VE/VEYA

Galaktomannan Ag tara

masinda tek 6rnek >0,5

|

Toraks BT
VE
Gereginde diger goriintileme testleri:

e Bas agisi, burun akintisi / tikanikligi ve/veya galaktomannan (+) = Paranazal BT

e Karin agrisi, ishal = Batin BT veya USG

e Bas agrisi, biling degisikligi veya diger norolojik bulgular = Kranial BT ve MR

|

Toraks BT'de IFH bulgusu var

|

Toraks BT’de IFH bulgusu yok

2 doz yukleme, 4 mg/kg 12 saatte bir | — T —,
H Bronkoskopi: Serum GM (-)
Id E mE} BAL swfs.mda; Serum GM (+) Kif etkili profilaksi almiyor
i 3 g e Galaktomannan Ag
Kuf aktif profilaksi ALAN hasta: + Gram boyam '
- — " e Aerob kiiltiir Beklenen nétropeni sliresi
P'DS-E kﬂnazﬂl}? gﬂ n iﬂha I bu Ia ntl e Mantar kiiltiirii e <10 gin : Antifungal baslamadan taki
4 g ! e Tiberkiloz tani panel e >10gln : Ampirik tedavi
. - ) e Sitoloji o L-AmB (3 mg/kg/giin) VEYA
kusma yok: L-AmB (5 mg/kg/glin : i o st
L . 50 mg/gtlin idame)
Posakonazol <7 glin, ishal, bulanti, Sonuglari beklerken
; ; /.- \*
’ Paranazal BT’de IFI siiphesi:
kusma VE r' unrlknna:nl IU raks BT'de <10 nodul || Toraks BT'de =10 nodiil e Siniis debridmani ve doku
avral eflizyon (-) Ters halo .I.::ulgusu e i drnegi patoloji ve mikolojiye
l; Plevral eflizyon (+) i ek
! Yapilamazsa:
e Kiif aktif profilaksi ALMAYAN hasta: | o
o *Vorikonazol iv (6 mg/kg 12 saat arayla | | ® Sinuste ‘r"'.!‘af"f e aembl
2 doz yiikleme, 4 mg/kg 12 saatte bir - i mantar kiltird, mikroskopi,
idame) I galaktomannan
e Kif aktif profilaksi ALAN hasta: i l
o Posakonazol>7 glin, ishal, bulanti, I
kusma yok: L-AmB (5 mg/kg/gtin) P
o Posakonazol <7 giin, ishal, bulanti, = = —» LamB (5 mg/kg/gtin)
kusma var: Vorikonazol iv l'
* GFR <50 ise po vorikonazol veya LamB ‘ 32::& ;Il:;zfpergillosm

ou






* Allojenik kemik 1lig1 nakil surecinde vorikonazol
» 21 yasinda kadin hasta,

* Bilinen komorbiditesi yok,
3 aydir halsizlik, yorgunluk,

* Pansitopeni ile acil servis basvurusu,
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* Periferik yayma pansitopeni ile uyumlu, j
anlamli1 o0zellik yok, organomegali yok, g

» Kemik 11181 aspirasyonu, biyopsisi

» Aplastik anemi



Nakil adayi hasta,

10/10 akraba 1c1 verici, nakil siirec1 baslatild,

CY-ATG rejimi: Siklofostamid, at kaynakli
Anti-timosit globulin kullanim

Profilaksi: Flukonazol, asiklovir, levofloksasin,
Naklin -2. giinunde ates, febril notropeni
protokolii, kateter + piperasilin/tazobaktam +

teitkoplanin,

Hemokultur ve 1drar kiltiura E.Coli+, duyarli,
antibiyotik revizyonu

7. Gun ates tekrari, hipoksem gelisiyor,

Goruntileme

Nakil Lokosit Notrofil CRP Prokalsitonin | Galaktomann
an

-6 10 0 12 0,1 0,11
-5 10 10 10

-4 20 0 14 0,23

-3 10 0 9

-2 13 0 56 16,6 0,15
-1 0 0 32

0 10 0 14 3,6

1 20 0 18

2 0 0 14 1,2 0,28
3 0 0 13

4 0 0 12 0,6

5 10 0 14

6 20 0 36 0,2

7 10 0 75 0,29










 BAL, orneklem yapildi,

» Vorikonazol 1v: 2 x 6 mg/kg
yukleme, 2 x 4 mg/kg 1dame dozu,

» Galaktomannan +, Aspergillus spp.

* Vorikonazol sonrasi 2. Gun, ates
ortadan kalkti,

* Antibiyoterapinin ve rejiminin
tamamlanmasi

Nakil Lokosit Notrofil CRP Prokalsitonin | Galaktomann
an

-6 10 0 12 0,1 0,11
-5 10 10 10

-4 20 0 14 0,23

-3 10 0 9

-2 13 0 56 16,6 0,15
-1 0 0 32

0 10 0 14 3,6

1 20 0 18

2 0 0 14 1,2 0,28
3 0 0 13

4 0 0 12 0,6

5 10 0 14

6 20 0 36 0,2 0,33
7 10 0 75 0,29

8 30 0 44

9 40 10 40 0,12

10 30 0 37

11 160 100 29 0,17 0,26
12 220 150 12

13 540 440 10










KUF MANTARINA YONELIK TEDAVI ALAN ERiSKIN NOTROPENIK HASTADA iZLEM

Galaktomannan antijeninde artis
VEYA

21 hafta tedavi sonrasi ates ve klinik
bulgularin devam etmesi

Y

Kaspofungin aliyorsa vorikonazol VEYA
LamB’ye gecilir.

LamB aliyorsa vorikonazol VEYA
vorikonazol + kaspofungin’e gecilir

Tedavi altinda klinik yaniti olan hastada izlem:

Kontrol BT en erken iki hafta sonra

Vorikonazol alan hasta:

5. dozdan sonra serum vadi diizeyine bakin.
llac dozunu sonuca gére diizenleyin.

Klinik ve radyolojik olarak diizelme var VE
biyoyararlanim sorunu yoksa iv ile ayni dozda

olmak lizere oral vorikonazol tedavisine gecilir.

5. dozdan sonra serum vadi diizeyine bakin.
llac dozunu sonuca gdére diizenleyin.

L-AmB alan hasta:

Vorikonazole direncli bir enfeksiyon acisindan
klinik ve mikrobiyolojik siiphe yoksa en az 48
saat iv vorikonazol tedavisi sonrasi po
vorikonazole gecilebilir. Vorionazol diizeyine
gore ilac dozu diizenlenir.

Vorikonazole direngli mantar VEYA klinik
yanitsizlik nedeniyle LamB’ye gecilmis hastada
tedavi LamB ile tamamlanir.

Mukor sliphesi veya tanisi ile LamB tedavisi
alan hastalarda en az 6 haftalik LamB tedavisi
sonrasi klinik ve radyolojik diizelme
dokiimante edildikten sonra biyoyararlanim
sorunu olmayan hastalarda oral posakonazol
tedavisine gecilebilir.

Tedavi sliresi en az 28 glindir. Hastanin klinik

yaniti ve goriintileme tetkiklerine gore karar
verilir.

ou



» Otolog kemik 1l1g1 nakil surecinde vorikonazol
4’] yasinda erkek hasta,

Non-Hodgkin lenfoma tanili: Bilinen
folikuler lenfoma grade I1IA,

Tan1 an1 evre 1V,

Birinci basamak tedavisi altinda hizh
hastalik progresyonu (R-CHOP), re-
biyopsi: Richter transformasyonu +,

Brentuximab-ICE kurtarma x 2 rejimi 1le
kemosensitivite saglanmis (Brentuximab-
ant1 CD 30, 1fostamid, etoposid,
karboplatin),

Otolog kemik 11181 nakil stireci plam




BEAM rejimi: Karmustin, sitozin
arabinozid, etoposid, melfalan,

Profilaksi: Flukonazol, asiklovir,

Naklin + 7. Glinlinde ates, febril
notropeni protokoliunde
piperasilin/tazobaktam+ teikoplanin,

Hemokiiltur ve idrar kulturu Klebsiella
+, duyarl, antibiyotik revizyonu,

9. Gun ates tekrari, Goruntiileme

Nakil Lokosit Notrofil CRP Prokalsitonin | Galaktomann
an
-9 9900 6450 0,4 0
-8 9000 7400 4
-7 6500 4400 4 0,23
-6 6340 5100 2
-5 4700 4000
-4 5200 4200 3
-3 3990 3100
-2 3400 3030 5
-1 2450 1940
0 2100 2000 6 0,16
1 1990 1030
2 1080 990 15 0,22 0,2
3 960 900
4 870 810 19 0,1
5 640 600 39 0,43 0,24
6 450 330 44 0,4
7 120 80 69 0,48
3 60 30 156 18,3 1,1
9 40 10 216 16,2







BAL, orneklem yapildi,

Vorikonazol 1v: 2 x 6 mg/kg yukleme, 2 x
4 mg/kg 1dame dozu,

Galaktomannan +, ancak ureme yok,
gram anlamh degil,

Vorikonazol sonrasi 2. Guin, ates ortadan

kalkti,

Antibiyoterapinin ve rejiminin
tamamlanmasi

Nakil Lokosit Notrofil CRP Prokalsitonin | Galaktomanna
n
-9 9900 6450 0,4 0
-8 9000 7400 4
-7 6500 4400 4 0,23
-6 6340 5100 2
-5 4700 4000
-4 5200 4200 3
-3 3990 3100
-2 3400 3030 5
-1 2450 1940
0 2100 2000 6 0,16
1 1990 1030
2 1080 990 15 0,22 0,2
3 960 900
4 870 810 19 0,1
5 640 600 39 0,43 0,24
6 450 330 44 0,4
7 120 80 69 0,48
8 60 30 156 18,3 1,1
9 40 10 216 16,2
10 60 20 200 8,3 2,3
11 180 100 180 5,4
12 600 590 80 2,1 0,6
13 1060 1000 477 1
14 6040 5800 32 0,4 0,45
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AFY programinin temel dayanaklari

= Egitim

= Kilavuzlar ve algoritmalar
= |stem formlari

= Kombinasyon tedavisi

» De-eskalasyon tedavisi ve parenteralden orale
gecls

= Doz optimizasyonu
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AFY programinin temel dayanaklari

= Egitim
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Antifungal tedavide tek basina egitimin etkisi

TABLE 5 Appropriateness of antifungal therapies

No. (%) of evaluated therapy episodes or
length of treatment in indicated period

Item 1st (n=1059) 2nd (n=1099%) 3rd (n = 2049) P value
Overall appropriateness (no. of episodes per 1st, 2nd, 3rd period) 32 (30.5) 29 (26.6) <0.001
Indication 100 (95.2) 103 (94.5) 0.739
Drug choice 96 (91.4) 99 (90.8) 0.022
Dosage 62 (59.0) 81 (74.3) 0.001
Microbiologic adjustment, if possible (n=47, 50, 95) 43 (91.5) 43 (86.0) 0.054
Administration route (n =29, 35, 46) 10 (34.5) 18 (51.4) 0.324
Length of therapy (n=89, 97, 153) 57 (64.0) 56 (57.7) 0.013
Switch to another antifungal drug 25 (23.8) 26 (23.9) 0.021
Unresponsiveness to first-line antifungal treatment 15 (14.3) 8 (7.3) 0.033
Antifungal-related adverse reaction 6 (5.7) 3(2.8) 0.508
30-day mortality 20 (19.0) 17 (15.6) 0.050
Duration of antifungal treatment periods [median no. of days (IQR)] 13 (8.25-19.0) 14 (9.0-20.0) 0.560

a0r value for subgroup as indicated.

1. donem: Gozlem (4 ay)

2. donem: Egitim ve bolum toplantilarinda avlik geri bildirim (4 ay)

Kara E. et al. AAC 2021;65: e 00629- 21
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Aktif mudahale

TABLE 5 Appropriateness of antifungal therapies

No. (%) of evaluated therapy episodes or
length of treatment in indicated period

Iltem 1st (n=1059) 2nd (n =1099) 3rd (n = 2049) P value
Overall appropriateness (no. of episodes per 1st, 2nd, 3rd period) 32 (30.5) 29 (26.6) 128 (62.7) <0.001
Indication 100 (95.2) 103 (94.5) 190 (93.1) 0.739
Rrug choice 96 (91.4) 99 (90.8) 200 (98.0) 0.022
Dosage 62 (59.0) 81 (74.3) 192 (94.1) 0.001
MicrobioIoEic adjustment, if possible (n =47, 50, 95) 43 (91.5) 43 (86.0) 92 (96.8) 0.054
Administration route (n =29, 35, 46) 10 (34.5) 18 (51.4) 23 (50.0) 0.324
Length of therapy (n =89, 97, 153) 57 (64.0) 56 (57.7) 115 (75.2) 0.013
Switch to another antifungal drug 25 (23.8) 26 (23.9) 27 (13.2) 0.021
Unresponsiveness to first-line antifungal treatment 15 (14.3) 8 (7.3) 11 (5.4) 0.033
Antifungal-related adverse reaction o 6 (5.7) 3(2.8) 7 (3.4) 0.508
30-day mortality 20 (19.0) 17 (15.6) 56 (27.5) 0.050
Duration of antifungal treatment periods [median no. of days (IQR)] 13 (8.25-19.0) 14 (9.0-20.0) 14 (10.0-19.0) 0.560

a0r value for subgroup as indicated.

1. donem: Gozlem (4 ay)

2. donem: Egitim ve bolim toplantilarinda aylik geri bildirim (4 ay)

3. donem: Gunlidk audit ve geri bildirim (8 ay)

Kara E. et al. AAC 2021 ;65:e 00629- 21
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AFY programinin temel dayanaklari

= Kilavuzlar ve algoritmalar
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Tani, tedavi ve izlem
kilavuzlarini elinizdeki
olanaklara gore uyarlayin.
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b
1.Sepsis ve Septik Sok

2.Pnomoni

3. intraabdominal Enfeksiyonlar

4. Santral Sinir Sistemi Enfeksiyonlari
5. Uriner Sistem Enfeksiyonlari

6. Fungal Enfeksiyonlar

7. Hematolojik Maligniteler ve
Enfeksiyon

8. Cinsel istismar Sonrasi Cinsel Yolla
Bulasan Enfeksiyonlarin Onlenmesi

9. Kirnm Kongo Kanamali Ates (KKKA)

10. HIV ile Yasayan Bireyin Ayaktan
Izlem ve Tedavisi

11. Kronik HBV

12. Biyolojik Tedavi Ajanlari ve
Enfeksiyon Riski

13. Servise Yatirilan Hastanin
Yonetimi

https://enfeksiyon.hacettepe.edu.tr

HACETTEPE UNIVERSITESI
Tip Fakultesi, Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji Anabilim Dali

Kalite Guvencesi

TR EN

Downloac
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Hematolojik malignitesi olan hastalarda yerel
kilavuzlar: Hacettepe deneyimi

PROFILAKSI
Table 2. Compliance with antibacterial and antifungal prophylaxis.
Compliance Rate
First Period Second Period
(P1) (P2) P
[ Antibacterial prophylaxis * J
Full compliance n (%) 11/33 (33.3) 25/61 (41.0) 0.53
Type of drug and dosage n, (%) 27 /27 (100) 46/46 (100)
Time of initiation and cessation n, (%) 11/33 (33.3) 25/61 (41.0) 0.53
i Antifungal prophylaxis ** h
' Full compliance n, (%) 7/33 (21.2) 8/74 (10.8) 0.19 |
Type of antifungal drug n, (%) 29/33 (87.9) 65/71 (91.5) 0.72
Compliance with the dosage n, (%) 25/28 (89.3) 64/65 (98.5) 0.08
Time of initiation and cessation n, (%) 3/24 (23.1) 7/59 (17.5) 0.54

Tas Z, et al. Antibiotics 2024,;13:832, doi: 10.3390/antibiotics13090832

ou



Bir klinik eczacinin audit ve geri bildiriminin

etkisi: Profilaksi

Period 1
Uygun G-CSF kullanimi 187/209 (%89)
Dusuk risk kategorisinde G-CSF 22/142 (15.5%)
kullanimi
Yerel antibakteriyel profilaksi %72.7
kilavuzuna uyum*
Yerel PCP profilaksi kilavuzuna 70%
uyum*
Yerel antifungal profilaksi kilavuzuna 71%
uyum*

*Kriterler: endikasyon, zamanlama, dozaj, sure

Elif Aras Atik, Clinical Pharmacy PhD dissertation thesis, 2024

Period 2

131/138 %(94.9)

3/100 (0.3%)

%380.9

382%

93.5%

P degeri

0.072

<0.001

<0.001

0.03

<0.01
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AFY programinin temel dayanaklari

= [stem formlari
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Istem formlari
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AFY programinin temel dayanaklari

= Kombinasyon tedavisi
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Kombinasyon Rx

e Pratikte antifungal kombinasyon tedavisi gerektiren durumlar
son derece azdir.

e Kombinasyon tedavisi verilecek hastalar icin kombinasyonun
nedenini, etkeni, enfeksiyonun yayginligini, varsa onceki AF
tedavinin doz ve suresini iceren bir formun doldurulmasi
gereksiz kombinasyonlarin onune gecebilir.

ou



AFY programinin temel dayanaklari

» De-eskalasyon tedavisi ve parenteralden orale
gecls
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AFY programinin temel dayanaklari

= Doz optimizasyonu
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Antifungal ila¢c doz optimizasyonu

e Yukleme dozu
e Organ fonksiyonlarina gore idame dozu
e |lac-ilac etkilesimleri

Drug-Drug Interaction

—
Drug(s)

Possiblé Effects

Increase Action
of Drug(s)

Decrease Action Cause Adverse
of Drug(s) Effects
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Hacettepe ilk veriler: Vorikonazol duzeyleri

Median duzey:

Oral tedavi:

4.2 (1.9-6.5) mg/L
Parenteral tedavi: 4.7 (2.4-7.0) mg/L

3.0 (1.5-5.4) mg/L

. (%33)

(%16)

14

Kara E, et al. Flora 2022;27:183

Duzey sonuclarina gore
toplam 30 mudahale
(11 doz azaltilmasi)

B Terapotik =~ Subterapotik © Supraterapotik
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You can't manage what
)
Jou don't measure.

Peter F. Drucker
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AYP performans olcutleri: Stirec Olcutleri

= Antifungal ilac tuketimi
» Recetelemenin minimum standartlari (gerekce, TDM)

= Tedavinin degistirilmesi: (de-eskalasyon/iv'den orale)

= |[FH suphesi oldugunda tanisal tetkiklerin zamaninda tam olarak
vapillmasi:

= Kurulusun klinik yolaklari temel alinir.
= Indikasyona dayali, kurulusun ilac kullanimi ilkelerine uygunluk

= Rasgele “auditing”’ (emek yogun ve zaman alici)

= Kurulusun kendi kilavuz/klinik yolaklari varsa mimkindur.

Ananda-Rajah MR, et al. Curr Opin Infect Dis. 2012;25:107.
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Tesekkurler
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