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Definicio

¢ Temperatura oral >38.5°9 C 0 >380° C
sostinguda > 1 hora.

¢ < 500 cel/ml o esperable que baiXi
<500 en les proximes 48 hores.

- alaividarreal temperatiraraxiiar:



Sindromes de neutropenia febril

¢ Infeccio documentada
microbiologicament: focus clinic |
pategen associat.

¢ Infieccio documentada clinicament:
[OCUS! ClINIC SENSE patedgen.

¢ FEbre norexplicadas SENSE oCUS
ClIRIC NI pPateogen.



Patogenesi

¢ Efecte directe de la quimioterapia en
les mucoses | el sistema inmune.

¢ Alteracions de la defensa de | hoste
secundaries a la malaltia neoplasica
(Infieccions associades) al tipus de
tUmonr):



Epidemiologia

¢ 10-50% tumors solids i > 80%
neoplasies hematologigues de
pacients amb neutropenia febril.

¢ Es documenta infeccio en 20-30%
dels casos.

¢ Bacteriemia en 10- 25% dels casos
(neutropenia proftinda;|
perlleonagada):

¢ Mortalitat 1= 36%.



Etiologia

¢+ 1960- 1970: BGN.

¢ 1980- 1990: CGP mes frequents
(cateters venosos, profilaxis per
BGN), perG menys greus.

¢ Actualment: SCN, enterobacteries, S.
aureus, estreptococs, BGIN no
fErmMERntadors, anaerobis.

¢ Multirresistents.
¢ Fongs (Enralt rIse, prokiaxi)L:

¢ Virus (Enralt rIsE, PromiaxiNfVirEus
EPIGAEMICS)).



HISTORIA CLINICA |
EXPLORACIO FISICA

¢ Moltes vegades nomes febre.

¢ Altres vegades no hi ha febre pero hi
ha criteris de sepsis.

¢ Especial emfiasi alla pell, cavitat oral,
Orolaringe; pulmons, abdemen |
riedior perianal (ne tacte rectal));
cateters.



PROVES COMPLEMENTARIES

¢ Analitica: hemograma, funcio renal,
hepatica i ionograma. PCR.

¢ Com a minim dos “SETS” d hemocultius
periferics (i un de la via central, si porta).

¢ Altres cultius segons simptomes?.
¢ RX torax.
¢ AC segons simptomes.

i ANTIBIONIC TANRAPID COM SIGUI



All patients receiwving systemic anti—-cancer theaerapy
wwibhiim thhe previocwus & weaelks*

Assyuurmmyption: Meutropenic fever ) sapsis symdrornyme

Imitial assessmment

Tempaeraturse, pulse,. respiratory rate, blood pressure, arterial O saturation
Emitial imnterventiomn

1. IW access (CwWalDy, if in situ, or peripheral lime,. 185]) plus mormal salirne

2. Blood work: complets blood count & leukoocwytbte differential. blood
culbures [(CWwWaly + peripheral site, or bvo separate peripheral sites ).
aelactrolyibaes (Ma, ., Cl. TCOS2 ), blood urea nitrogemn 8 serum creatinime,
bBloocd glucose, sermuam lactat=

Saeweare saepsis syrncdeonmee

= Duraticon 4-5 afebrile daws = Duraton 2-5 afebrile dawys

(SIRSS ¢+ altered mental status or hypoper-fusion™ or hypoxial I. 1=
1
= [ X
Coal-directaed therapy? Meaedical assessrmm-amt l =10
Resuscitation facilities = JITdentify potential sowurces of infecbBon
Optimi=ze hamodymnamics 8 O, delivery ':ELLT.—E L_ll:l.;l_r pericdontium, skin, GI btact,
Imitiate empiric antibacterial therapy -*-
Critical care serwvices Sepsis symdrorrmmee
[neutropeanic fewsar syndromee dwee o probable
or docurmeanted imfection together with systermic
manifestations of infection] ¥
|
= [ =]
e Supplemental O4 - l:"iS-l:l'lErI_:.:'-l;_- lower—risk
» Empirical antibacterrial therapy patients" whamn
) physiologically
- I D.9 percent salimne 1 L owver 1-Z howurs =table =rd
comarbidities
'+' are controllad
Risk for mmeeaedical complicatiomns
|
High* L+
- Admission - Consider I — PO o or PO Hheerapy
= IwW antibacterial therapwy = Consider inpatient — coutpatient
- DDischarge when physiclogically stable. - ischarge when physiclogically stable
cormorbidites are controlled and comorbidities are controallaed



AVALUACIO DE RISC: MASCC

Alt risc < 21 (criteri Ingres)

Table 3. The Multinational Association for Supportive Care in Cancer Risk-Index Score

Characteristic Weight

Burden of febrile neutropenia with no or mild symptoms® b
No hypotension (systolic blood pressure =30 mmHg)

No chronic obstructive pulmonary disease”

Solid tumor or hematologic malignancy with no previous fungal infection”
No dehydration requiring parenteral fluids

Burden of febrile neutropenia with moderate symptoms”

Outpatient status

Age <80 years

[ B T R S R A R . I =

NOTE. The maximum value of the score is 26. Adapted from [43]. Reproduced with permission of the American Society for Clinical Oncology.

* Burden of febrile neutropenia refers to the general clinical status of the patient as influenced by the febrile neutropenic episode. It should be evaluated on the
following scale: no or mild symptoms (score of 5); moderate symptoms (score of 3); and severe symptoms or moribund (score of 0). Scores of 3 and 5 are not
cumulative.

* Chronic obstructive pulmonary disease means active chronic bronchitis, emphysema, decrease in forced expiratory volumes, need for cxygen therapy and/or
steroids and/or bronchodilators requiring treatment at the presentation of the febrle neutropenic episode.

* Pravious fungal infection means demanstrated fungal infection or empirically treated suspected fungal infection.




ALTRES CRITERIS ALT RISC

¢ Neutropenia <100 i > 7 dies.

+ Comorbilitats de tipus:
- Inestabilitat hemodinamica.
- Patoelogia gastrointestinal.
- Clinica neurologica.
- Infeccio de cateter.

= Inhltrat pulmoenay/shipoxemiay/ malaltia
pulmoenar cronica.

¢ Insuiicienciarhepatica (ASIEx 5)re renal
(Clearance dercreatininar<s0 milymin).



ANTIBIOTIC EMPIRIC (baix risc)

¢ Iractament oral /domiciliari? (valorar
Segons primera dosi ev. | 24 hores
d “observacio).

¢ Ciprofloxacino mes amoxicilina- clavulanic
(levefioxacino (750 mg/dia)?,
CIprofiloxacine, +/- clindamicinag).

¢» No donar quinelenes si fian profilaxis ami
d@UESLES:

¢ S| [Ebre PErSIStent 6 Empitjerament:
ReINgRES) /- contintiar arhospitals



Oral antibiotics for fever in low-risk neutropenic patients with cancer: a double-blind, randomized,
multicenter: trial comparing single daily moxifloxacin with twice daily ciprofloxacin plus
amoxicillin/clavulanic acid combination therapy--EORTC infectious diseases group trial XV.
Kern WV, Marchetti O, Drgona L, Akan H, Aoun M, Akova M, de Bock R, Paesmans M, Viscoli C,
Calandra T

J Clin Oncol. 2013;31(9):1149.

PURPOSE: This double-blind, multicenter trial compared the efficacy and safety of a
single daily oral dose of moxifloxacin with oral combination therapy in low-risk
febrile neutropenic patients with cancer.

PATIENTS AND METHODS: Inclusion criteriai were cancer, febrile neutropenia, low
risk off complications as predicted by a Multinational Association for Supportive Care
In Cancer (MASCE) score>20, ability to swallow, and=one single intravenous dose
off empiric antibiotic therapy: before study. drug treatment initiation. Early discharge
Was encouraged when a set ofi predefined criteriai was met. Patients received either
moxifloxacin (400 mg once daily) monotherapy. or oral ciprofloxacin (750 mg twice
daily) plus amoxicillin/clavulanic acid (1,000 mg| twice daily). The tral was
designed to show equivalence of the two drug regimens in terms; ofi therapy,
SUccess, defined as defervescence and improvement iniclinical status during study.
drug treatment (<10% difference).

RESULINSE: Among the 333 patients evaltatediinan intention-to-treat analysis,
therapy; SUCCESS Was observed in 80Y% ofi the Batients administered moxifioxacin
and in 82% ofi therpatients administered combination therapy: (©5% Clfor the
difference, =105 tor 8% consistent withreguivalence): Minor differeEnces in
tolerability, safety, and reasens for fallturerwere obsenved. More than 50% ofi the
PAtIENtS NI thEtWO arms Were discharded oni protecol therapy, Withr5%
rEadmIsSsIonNSs amoeng those Rt either arm, Survivaliwas similar (99%)fintboth arms.

CONCLUSION: Monotherapy with once daily oral  moxifloxacin is efficacious
and safe in low-risk febrileneutropenic patients identified with the help of
the MASCC scoring system, discharged early, and observed as outpatients



ANTIBIOTIC EMPIRIC (alt risc)

¢ Monoterapia amb betalactamic amb
activitat antipseudomona (cefepime,
Imipenem, piperacilina- tazobactam).
Afegir aminoglicosids, guinolones i/o
vancomicina si . complicacions (ex.
hlpotensm pReEUmonia, infeccio
cateter, parts toves, mUucositis?) o) Si
ha resisténcia sospitada 0 provada.

¢ \/alorar antecedent microbiologic
(SARMBILEE, Carbapenemases;... )" |
AlIBTPREVIS:



Empirical antibiotics targeting Gram-positive bacteria for the treatment of
febrile neutropenic patients with cancer.
Paul M, Dickstein Y, Borok S, Vidal L, Leibovici L
Cochrane Database Syst Rev. 2014;1:CD003914.

. BACKGROUND: The pattern of infections among neutropenic cancer patients has shifted in the last decades to a
redominance of Gram-positive infections. Some of these Gram-positive bacteria  are increasingly resistant to beta-
actams and necessitate specific antibiotic treatment.
* OBJECTIVES: To assess the effectiveness of empirical antiGram-positive (antiGP) antibiotic treatment for febrile
neutropenic cancer patients in terms of mortality and treatment failure. To assess the rate of resistance development,
further infections and adverse events associated with additional antiGP treatment.

. SEARCHIMETHODS: We searched the Cochranel Central Register of Controlled Trials (CENTRAL) (2013, Issue 7),
MEDLINE (1966 to 2013), EMBASE (1982 to 20132, LILACS (1982 to 2013), conference proceedings, and the
references of the included studies. First authors of alllincluded and potentially relevant trials were contacted.

. SELECTION CRITERIA: Randomised controlled trials; (RCIs) comparing one antibiotic regimen tojthe same regimen
with the addition of an antiGP. antibiotic for the treatment of febrile neutropenic cancer. patients.

. DATA COLLECTION AND ANALYSIS: Two review authorsiindependently assessed trial eligibility’ and risk of bias, and
extracted|all data. Risk ratios (RR) with 95% confidence!intervals (CI) were calculated. A random-effects model was
used for all'comparisons showing substantiallheterogeneity: (1(2)>50%). Outcomes were extracted by intention to)treat
and the analysis was patient-basedfwhenever possible:

. MAIN RESULTS: Thirteen trials and 2592 patients or episodes were included: Empirical antiGP: antibiotics were tested at
the onset of theatment in 11 studies, and for persistent fever in two studies. The antiGP. treatment was alglycopeptide
in nine; trials. Seven studies werelassessed!in the overallimorntality. comparison and no significant difference was seen
between the comparator arms, RR 6f 0.82/ (95%, CI' 0.56 to 1.20, 852 patients). Ten trials assessed failure, including
modifications as failures, While'six:assessedlovenallfailure disregarding treatment modifications: Failure with
modifications was significantly, reduced, RRIof 0.76/(95% CI 068 to)0:85, 1779 patients) while overallffailure’was the
same, RRofi 1,00 (95206 €I 0.791toe 1.27, 943 atients?. Sensitivity:analysis for allocationconcealment andiincomplete
outcome datardid not change the results. Both montality and failure did not differ: significantly; amonglpatients with
Gram-positive infections, but the number ofistudiesiin the comparisons was small: Datairegarding otherpatient
subgroups likely torbenefit from antiGP treatment Were not available. Glycopeptides did notiincreasefungal
superinfection rates and were associated with a reduction in decumented Gram-positive superinfections. Resistant
colonisationiwasinot documentediin therstudies.

¢ AUTHORS' CONCLUSIONS: Current evidence shows that the empirical
routine addition of antiGP. treatment, hamely glycopeptides, does not
improve the outcomes of; febrile neutropenic patientsiwith cancer:



AL-LERGIA PENICILINA

¢ L.a majoria toleren cefalosporines i
carbapenems.

¢ Si historia d anafilaxia evitar-los:
ciprofloxacine mes clindamicina o
aztreonam mes Vancomicina.



Initial management of fever and

neutropent

cl

Fever® and neutropsnia

v

Low risl

= Anticipated neutropenia =7 days and
climically stable and no medical comorbidities

+

'

High risk
= Meutropenia
(ANC <500 cellsfmicrolL)&
anticipated to last for
=7 days
= Clinically unstable or

Cutpatient antibiotics
= Oral regimen if able to tolerate
and absorb
= Availability of caregiver,
telephone, transportation
= Patient B physician decision

¥

Oral ciprofloxacin +
amoxicillin/clavuanate

¥

Observe 4-24 hours in clinic to
ensure that empiric antibictics
are tolerated and patient
remains stable prior to
discharge for outpatient therapy

Inpatient IV antibiotics
= Documented infection
reguiring IV antibiotics
= Gastrointestinal intclerance
= Patient B physician decision

= Any medical comorbidities

v

Inpatient IV antibiotics
Empiric antibioctic monotherapy
{any of the following):

# Piperacillinftazobactam or
= Carbapemem or
s Ceftazidime® or
If responding and » Cefepimea
criteria met for -
outpatient
managerment
¥

Adjust antimicrobials based on specific
climical, radiograph andfor culture data,
for example:
= Vancormycin or linezolid for callulitis or
peEurmonia
= Add aminoglycoside and switch o
carbapenem for pneumonia or gram
negative bactersmia
= Metronidazole for abdominal symptoms
or suspected C. difficile infection




G-CSF (Factor estimulador de
colonies)

¢ No recomanat (IDSA) pergue no millora la
supervivencia, alt cost i efectes
secundaris.

¢ Redueix els dies de neutropenia, la durada
de la febre i estada hospitalaria.

o ASCO I ESMO: Norpero ST (< 100 cel.,
neutropenia esperable > 10 dies, edat >
65 anys, heoplasia nercontrolada;
pREUMORnIa;, NIPOLENSIO, SEPSIS, INFECCIO
illngica o fichre intrahoespitalarnia)



MANEIG AMBIENTAL

¢ Higiene de mans (mesura mes eficac
DEr prevenir infeccions).

¢ No alllament ni barrerres de
Droteccio ni ventilacio especifigues
(excepte trasplantament
hematopietic).

¢ Dieta neutropenica?.
¢ Cures de la pell, cavitat oral i perine.
¢ No plantes nifanimals:

¢ EVitar treballadors I visitants ne
Vacunats I malalts.




Sant Camil 2008-201.3

& 68 episodis.
¢ 67 % dones.
¢ Edat mitja 59 anys (28- 81).
¢ Neoplasia solida: 76.5%.

30 A

25 +

20 A

A5 +

1.0 -

Ccasos

pulmao

[ 1L

gastric



Sant Camil 2008-201.3 (I1)

¢ Dies QTP: 10 (2- 51).

o Comorbilitat: 25%.

¢ Ingres per urgencies: 79.4%.

¢ Hemocultius: 88.2% (5% positius).
¢ Altres cultius: 57.4 %.

¢ Radiolegia simple: 86.8%.

o MASCE < 21: 30.5%.

¢ Mortalitat:s 5. 9% (Felacionat amb edat?,
hipotensio tMASEE <21).



12

10 -

Antibiotics




CONCLUSIONS

o Es diferent la febre neutropénica de la
Sepsis neutropenica.

¢ Les infeccions per CGP son mes freguents
B%rﬁ MENYSs greus gque les produides per

¢ Hi' han escales de risc validades: (MASEE)
PLONESEIGUES.

s Un boniirapiditractament antibiotic €s
ionamentall per larstupervivenciardiaguests
PACIENLS:



