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Neutropenia
<500/l for <10d
MASCC (see ,outpatient” algorithm) >20, no
fluorquinolone prophylaxis, no ESBL/

Neutropenia
<500/l for <10d
All other settings

Neutropenia
<500/l for >10d
e.g. AML/ALL induction and
consolidation

MRSA

Autologous SCT

Fecal/rectal screening for ESBL-producing Enterobacteriaceae and Vancomycin-resistant Enterococci [1]

(2}
(_>t<5 Corticosteroids >21d, Alemtuzumab, Idelalisib, Fludarabine (2nd line treatment)[20] TMP-SMX 960 mg Mo-Wed-Fr p.o. [3] Prior to engraftment:
> TMP-SMX 960 mg Mo-Wed-Fr p.o. N hylaxi
e me Vio-Wed-tr p O. AML/MDS induction, VSAA, MDS palliative © prophy a?<|s
Qo All others: No TMP-SMX prophylaxis Posaconazole: d1: 3 Thl. 2x/d; d2+: 3 Tbl. 1x/d [4, 19] Engraftment until d100
o - 4% 2 1Ol 244, 9ot S 1D ’ TMP-SMX 960 mg Mo-Wed-Fr p.o.
o Valacyclovir 500 mg 1-1-1
No posaconazole
3x/week galactomannan from serum [2]
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8 Blood cultures (central + peripheral); further cultures (urine, stool, sputum), if applicable clinical signs and symptoms; If mucositis: oral swabs (HSV, fungi); If abdominal pain or obstipation: Abdominal ultrasound; if lower
|’: respiratory tract symptoms: Chest CT scan (If infiltrates, see ,,chest CT“ algorithm) and if <72h since admission: Legionella-antigen from urine [7]
5
Ciprofloxacin 500 mg 2x/d p.o. + Ceftriaxon 2 g/d + gentamicin 5 mg/kg/d i.v. [5] . - .
——
‘2 Amoxicillin/Clavulanate 875+125 mg 3x/d p.o. (also applicable in case of penicillin allergy, see below) Piperacillin 4 g + tazobactam 0,5 g 3x/d i.v. [6]
(Penicillin allergy: clindamycin 600 mg 3x/d) [21]
Consider treatment according to ,,outpatient” MRSA-colonization: plus vancomycin 1 g 2x/d i.v.; ESBL: meropenem 1 g 3x/d i.v. instead of standard beta-lactam [1]. If blood cultures sterile or identification of susceptible
algorithm pathogen, switch back to 1st line treatment
o
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o} S No response within 96h B —
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o Blood cultures (central + peripheral); further cultures (urine, stool, sputum), if applicable clinical sighs and symptoms; chest CT within 24h
— (see ,chest CT“ algorithm); PCT; If abdominal complaints, see” chemotherapy-Associated abdominal complikations” algorithm
()
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'CC) Piperacillin 4 g + tazobactam 0,5 g 3x/d i.v. No change
AN

No further switch of antibiotics by default [16]

Chest CT [9, 10]

Suggestive lung infiltrates BAL workup:

Bacterial pathogens

Fungi

Atypical pneumonia panel
Respiratory viruses
Mycobacteria + TB-PCR
Galactomannan
Aspergillus / Mucorales-PCR

No
infiltrates

Unspecific
infiltrates

Vessel occlusion,
nodule, halo, cavernous
lesion or air crescent

Inverse
halo

v

Infectious diseases
consultation or hotline

~<

@Yes, Mucorales

Pathogen identification FNO

Aspergillus I

High-risk*
patient or
vessel occlusion

v ' Yes

High probability of invasive ‘
aspergillosis [11]

identification

Targeted antifungal treatment
Isavuconazole

No specific treatment

Specific treatment Order infectious
d1+2: 200mg iv 3x/d Order infectious diseases diseases consultation,

d2+:200mg iv 1x/d [12] consultation if status deteriorates

. oL [15]
Liposomal amphotericin B

3 mg/kg/di.v.
(e.g. breakthrough infection under
posaconazole prophylaxis) [13, 14]
or Repeat chest CT after 7d and 14d [22]

Voriconazole
d1: 6 mg/kg iv 2x/d
d2+: 4 mg/kg iv 2x/d
(e.g. CNS involvement)

Response/stable disease
minimum 14d i.v. treatment, then switch to oral

Treatment failure after d14
Consider biopsy

%
j/

Infectious diseases consultation

P06200 Posaconazole vs.
voriconazole iv, recruiting

*) High-risk = ANC <500 for >10 d or GvHD treatment

eptic shoc utpatient treatmen nd of treatmen
Septic shock Outpatient treat t End of treat t
v v
. . - MASCC Score: L. ] o
Inflammation + organ failure + hypotension e No or only mild symptoms other than fever.............. 5 points ) (R U LA Bt G e s U R )
®  NO hypOteNnSION.....cccocece e e 5 points (e-g- Staphylococcus aureus, Candida spp-)
Contact |CU/|MC team (5044) and discuss transfer' intravenous fluids ° NO COPD ...ttt e seseaeaeesenaees 4 pOintS *
(cristavlloids) o EOIId tumo(ti o; r:jo plr‘ewous fungal infection.............. ;1 po!nts Clinical improvement
Blood cultures (central + peripheral), stool workup, urine-/sputum : MO Zeve;e € ytra Ionththf """""""""""""""" 3 po!nts ‘ v
cultures, if symptomatic; Complete physical examination; PCT, venous ° er? € Symptoms OtNErtNAN TEVEL.cccossssssrsvrenss po!n > No fever >48h +neutrophil
p
| e Outpatient at fever onset.........cccococvvviveceniciencicnnnns 3 points : No fever for 7 days
BGA (lactate!) . regeneration
4 ®  ABE < B0 YRAIS..uiictiet it sietete sttt te s st e 2 points
Anti-infective regimen: v v
No standard approach. Change current strategy if more than 24h Qualified for Oral Treatment? [17]
administered before shock. Administer new drugs within 1h, MASCC Score > 20 Stop antibiotic treatment [16]

default: piperacillin/tazobactam. Choice based on: Current coverage, duration
of ongoing regimen, known colonization from any site, symptoms, anti-
infective prophylaxis, presence of severe mucositis and/or neutropenic
enterocolitis.

Expected neutropenia < 10 days
No fluoroquinolone prophylaxis

No ESBL/MRSA colonization

2

v

Abdominal pain or constipation: Abdominal CT; no x-ray!
Dizziness, headache, coma, meningitis: cranial CT + LP

Respiratory or no focus: chest CT (see ,,Chest CT“ algorithm)
v

Immediate action to eliminate most likely focus, e.g. emergency removal of
indwelling catheters including port catheters
Consider contacting infectious disease 24h-hotline

A
Y

Qualified for Outpatient Treatment? [18]
Can reach qualified hospital within 30 min

Did not deteri
Does not require other intravenous treatment

Penicillin allergy

v

Is not alone at home
orate further in the first four hours after fever onset

2

Readmission

Maculopapular rash = only
symptom

Life-threatening symptoms
Anaphylaxia, Lyell-syndrom,
asthma, urticaria, further Type |

Discharge patient

v

if still febrile after 48 hours or clinical deterioration
Follow-up in outpatient department

Consider reduction of antibiotic coverage based on diagnosed pathogens

Recommendations
All:

24h Hotlines:
Janne Vehreschild (25-2540 & 0171-6211442)

Maria Vehreschild (25-1303 & 0170-5376001)
Oliver Cornely (25-1076 & 0172-2442726)

Febrile Neutropenia:

CABS:
Septic Shock:
Penicillin Allergy:

Outpatient treatment:

Standard treatment
Dimetinden 4 mgi.v. +
Ranitidin 300 mg i.v. prior to first
administration

Ceftriaxon/gentamicin or
meropenem instead of
piperacillin/tazobactam

Discussed & Approved by:

A 4

Chemotherapy-associated abdominal complications [8]

Fever plus abdominal pain
or
Fever plus obstipation > 3 days

Abdominal ultrasound;
if obstipation: abdominal x-ray, stool workup including C. difficile;
if antibiotic treatment already initiated, repeat blood cultures

v

e If not colonized with ESBL-producer: switch to piperacillin 4 g +
tazobactam 0,5 g 3x/d i.v.

If colonized with ESBL-producer: switch to meropenem 1 g 3x/d i.v.
Bland diet

Intensive laxative treatment in case of obstipation

If signs of ileus on abdominal x-ray: gastrointestinal passage

A
Diarrhoea

v

e Order CDT-rapid test at 85523 or 25-2939
Send stool samples to central laboratory for CDT and viral panel

e If <72h After admission: test Stool for community acquired pathogens (Salmonella, Shigella,
Campylobacter spp)

e Avoid loperamide, if infectious cause of diarrhea not yet excluded or confirmed

Cornely, Vehreschild M&J (Hem/Onc, ID),
Gerd Fatkenheuer (ID), Harald Seifert (MiBi)
Department meeting, ID meeting
Department meeting, ID meeting, outpatient

Contact dermatology for allergy testing between chemotherapy cycles

478-4539

department

Department meeting, ID meeting
ICU leads
Dermatology

Oliver A. Cornely, Maria J.G.T. Vehreschild, Lena Biehl, Mario Fabri, Matthias
Kochanek, Blasius Liss, Annika Y. Lohnert, Sibylle C. Mellinghoff, J6rg J. Vehreschild
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