Febril N6tropenide Oral Antibiyotik Tedavisi
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Notropenik bir hastanin seyrinde ates hemen hemen kaginilmaz bir sonugtur.
Notropenik hastadaki ates kimi kez altta yatan hastalik, ila¢ toksisitesi, hemoraji,
pulmoner emboli gibi infeksiyon dis1 nedenlerle veya kan ve kan tirtinleri transfiiz-
yonuna bagli olabilir; fakat en sik neden bir infeksiyondur. Yaklagik 30 yil 6nce sito-
toksik kemoterapotik ajanlarin klinik kullanima girmesinin hemen ardindan, yapi-
lan kemoterapi kiirlerini izleyerek, kemik iliginin oldukga agir olabilen siipresyona
ugradigr gozlenmistir. Kemik iligi stipresyonunu izleyerek bu hastalarda oldukga
agir seyirli, cogu kez hastanin yasamini tehdit eden, infeksiyonlar hemen hemen
kaginilmazdir. Hastalarin mortalite nedeni biiyiik oranda altta yatan hastaliklar:
degil, sepsis, Gram-negatif comak pnémonileri gibi agir seyirli infeksiyonlardir.
Yapilan tiim ¢alismalarda erken baslanan antibiyoterapinin mortalite ve morbidite
oranlarini 6nemli 6l¢tide digiirdigi bildirilmistir.

Febril notropeni atak tanisi konulan hasta zaman gecirilmeden olas1 infeksiyon
odaklar1 yoniinden degerlendirilmeli ve laboratuvarla ilgili ¢alismalar seri halde
tamamladiktan sonra derhal hastanin yattig1 klinikte uygulanan antibiyoterapi pro-
tokolii baglanilmalidir. Oncelikle hastaya ait bazi faktérlerin (yas, primer hastalik,
organ fonksiyon bozuklugu, karaciger ve bobrek yetersizligi, hastada kateter olup ol-
madigi, hastanin yattig1 servisin mikrobiyolojik florasinin 6zelligi, bakterilerin direng
kaliplar1 ve sik goriilen etkenler, hastada sepsis ile uyumlu bulgularin olup olmamasi
ve hastanin 6nceden antibiyotik kullanmadig1 vb) goz 6ntine almasi gerekir.

Febril nétropenik hastalarin tedavisinde son yillardaki en 6nemli gelismelerden
biri hastalarin risk gruplarina ayirimi ve bu gruplar dikkate alinarak degisik antibi-
yoterapi yaklagimlarinin belirlenmesidir. Ozellikle diisiik risk grubundaki hastalarin
hastaneye yatirilmadan ayaktan parenteral veya oral antibiyoterapi yapilmas: son
yillarda kabul goren bir yaklasimdir. Spektrumu ve farmakokinetik/farmakodinamik
ozellikleri uygun yeni antibiyotiklerin(florokinolonlar, amoksisilin-klavulanik asid,
sefiksim vd) klinik kullanima girmesi, son yillarda febril nétropenik hastalarda oral
antibiyoterapi yapilmasini olanakl: kilmistir.

Boyle bir yaklasim hastanin yagam kalitesi artirmak, tedavi maliyetini azaltmak
ve hastay1 nozokomiyal infeksiyon etkenlerinden uzak tutmak i¢in dikkatli bir ge-
kilde uygulandig: takdirde mantiklidir. Béyle bir uygulama yapilmast icin éncelikle
hastanin diisiik risk grubunda oldugunun kesin olarak saptanmisi gerekir.
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Oral tedavinin basarili uygulanabilmesi i¢in klinigin yeterince destek vermesi-
(gerekirse telefonla 24 saat siiresince), tiim ekibin(hekim, hemsire, eczaci vd) izlem
konusunda yeterince egitilmis ve bu uygulamay1 kabul etmis olmasi, lokal etken
ve diren¢ kaliplarinin bilinmesi, kullanilacak antibiyotiklerin iyi se¢ilmis olmasi,
hastalarin kabul etmesi, tedirgin olmamasi ve evde tedavi icin motive olmasi ve
durumlar: koétiilestigi takdirde ¢ok kisa siire icinde hastaneye ulasabilir olmalar:
gerekli kosullardir.

Kaynaklar

1. De Lalla E Outpatient therapy for febrile neutropenia: clinical and economic implications. Pharma-
coeconomics 2003;21:397-413

2. Finberg RW, Talcott JA. Fever and neutropenia--how to use a new treatment strategy. N Engl] Med
1999;341:362-3

3. Freifeld A, Marchigiani D, Walsh T, Chanock S, Lewis L, Hiemenz ], Hiemenz S, Hicks JE, Gill V,
Steinberg SM, Pizzo PA. A double-blind comparison of empirical oral and intravenous antibiotic
therapy for low-risk febrile patients with neutropenia during cancer chemotherapy. N Engl ] Med
1999;341:305-11

4. Gardembas-Pain M, Desablens B, Sensebe L, Lamy T, Ghandour C, Boasson M. Home treatment of
febrile neutropenia: an empirical oral antibiotic regimen. Ann Oncol 1991;2:485-7

5. Giamarellou H, Bassaris HP, Petrikkos G, Busch W, Voulgarelis M, Antoniadou A, Grouzi E, Zoum-
bos N. Monotherapy with intravenous followed by oral high-dose ciprofloxacin versus combination
therapy with ceftazidime plus amikacin as initial empiric therapy for granulocytopenic patients with
fever. Antimicrob Agents Chemother 2000;44:3264-71

6. Hidalgo M, Hornedo J, Lumbreras C, Trigo JM, Colomer R, Perea S, Gomez C, Ruiz A, Garcia-Car-
bonero R, Cortes-Funes H. Outpatient therapy with oral ofloxacin for patients with low risk neutro-
penia and fever: a prospective, randomized clinical trial. Cancer 1999;85:213-9

7. Hughes WT, Armstrong D, Bodey GP, Bow EJ, Brown AE, Calandra T, Feld R, Pizzo PA, Rolston KV,
Shenep JL, Young LS. 2002 guidelines for the use of antimicrobial agents in neutropenic patients
with cancer. Clin Infect Dis. 2002;34:730-51

8. Innes HE, Smith DB, O’'Reilly SM, Clark PI, Kelly V, Marshall E. Oral antibiotics with early hos-
pital discharge compared with in-patient intravenous antibiotics for low-risk febrile neutropenia
in patients with cancer: a prospective randomised controlled single centre study. Br ] Cancer
2003;89:43-9

9. Kern WV. Modifications of therapy. Int ] Antimicrob Agents 2000;16:139-41

10. Kern WV. Risk assessment and risk-based therapeutic strategies in febrile neutropenia. Curr Opin
Infect Dis 2001;14:415-22

11. Kern WV, Cometta A, De Bock R, Langenaeken J, Paesmans M, Gaya H. Oral versus intravenous em-
pirical antimicrobial therapy for fever in patients with granulocytopenia who are receiving cancer
chemotherapy. International Antimicrobial Therapy Cooperative Group of the European Organiza-
tion for Research and Treatment of Cancer. N Engl ] Med 1999;341:312-8

12. Koh A, Pizzo PA. Empirical oral antibiotic therapy for low risk febrile cancer patients with neutro-
penia. Cancer Invest 2002;20:420-33

62 Bilkent Oteli, Ankara, 27-29 Subat 2004



13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

Malik IA, Abbas Z, Karim M. Randomised comparison of oral ofloxacin alone with combination of
parenteral antibiotics in neutropenic febrile patients. Lancet 1992;339:1092-6

Malik IA, Khan WA, Aziz Z, Karim M. Self-administered antibiotic therapy for chemotherapy-in-
duced, low-risk febrile neutropenia in patients with nonhematologic neoplasms. Clin Infect Dis
1994;19:522-7

Malik IA, Khan WA, Karim M, Aziz Z, Khan MA. Feasibility of outpatient management of fever
in cancer patients with low-risk neutropenia: results of a prospective randomized trial. Am ] Med
1995;98:224-31

Minotti V, Gentile G, Bucaneve G, lori AP, Micozzi A, Cavicchi F, Barbabietola G, Landonio G, Me-
nichetti E Martino P, Del Favero A. Domiciliary treatment of febrile episodes in cancer patients:
a prospective randomized trial comparing oral versus parenteral empirical antibiotic treatment.
Support Care Cancer 1999;7:134-9

Mullen CA, Petropoulos D, Roberts WM, Rytting M, Zipf T, Chan KW, Culbert SJ, Danielson M, Jeha
SS, Kuttesch JE Rolston KV. Outpatient treatment of fever and neutropenia for low risk pediatric
cancer patients. Cancer 1999;86:126-34

Paesmans M. Risk factors assessment in fabrile neutropenia. Int ] Antimicrob Agents 2000;16:107-
11

Paganini HR, Sarkis CM, De Martino MG, Zubizarreta PA, Casimir L, Fernandez C, Armada AA,
Rodriguez-Brieshcke MT, Debbag R. Oral administration of cefixime to lower risk febrile neutrope-
nic children with cancer. Cancer 2000;88:2848-52

Rolston KV. New trends in patient management: risk-based therapy for febrile patients with neutro-
penia. Clin Infect Dis. 1999;29:515-21

Rolston KV, Rubenstein EB, Freifeld A. Early empiric antibiotic therapy for febrile neutropenia pati-
ents at low risk. Infect Dis Clin North Am 1996;10:223-37

Rolston KV, Talcott JA. Ambulatory antimicrobial therapy for hematologic malignancies. Oncology
(Huntingt) 2000 ;14(Suppl 6):17-22

Rubenstein EB, Rolston KV. Outpatient management of febrile episodes in neutropenic cancer pati-
ents. Support Care Cancer 1994 ;2:369-73

Rubenstein EB, Rolston KV. Outpatient treatment of febrile neutropenic patients with cancer. Eur J
Cancer 1995;31A:2-4

Rubenstein EB, Rolston K, Benjamin RS, Loewy J, Escalante C, Manzullo E, Hughes P, Moreland B,
Fender A, Kennedy K, et al. Outpatient treatment of febrile episodes in low-risk neutropenic patients
with cancer. Cancer 1993 ;71:3640-6

Shenep JL, Flynn PM, Baker DK, Hetherington SV, Hudson MM, Hughes W', Patrick CC, Roberson
PK, Sandlund JT, Santana VM, Sixbey JW, Slobod KS. Oral cefixime is similar to continued intrave-
nous antibiotics in the empirical treatment of febrile neutropenic children with cancer. Clin Infect
Dis 2001;32:36-43

Sundararajan V, Rubenstein EB, Rolston KV, Elting LS. Controversies in new antibiotic therapy for
ambulatory patients. Support Care Cancer 1997 ;5:358-64

Talcott JA. Outpatient Management of febrile neutropenia: Should we change the standard of care?
Oncologist 1997;2:365-73

Talcott JA. Out-patient management of febrile neutropenia. Int J Antimicrob Agents
2000;16:169-71

3. Febril Nétropeni Mezuniyet Sonrasi Egitim Kursu 63



30.

31.

32.

33.

34.

64

Talcott JA, Siegel RD, Finberg R, Goldman L. Risk assessment in cancer patients with fever and ne-
utropenia: a prospective, two-center validation of a prediction rule. ] Clin Oncol 1992 ;10:316-22

Talcott JA, Whalen A, Clark J, Rieker PP, Finberg R. Home antibiotic therapy for low-risk cancer
patients with fever and neutropenia: a pilot study of 30 patients based on a validated prediction rule.
J Clin Oncol 1994;12:107-14

Velasco E, Costa MA, Martins CA, Nucci M. Randomized trial comparing oral ciprofloxacin plus
penicillin V with amikacin plus carbenicillin or ceftazidime for empirical treatment of febrile neut-
ropenic cancer patients. Am J Clin Oncol. 1995;18:429-35

Viscoli C, and the EORTC International Antimicrobial Therapy Group. Management of infection
in cancer patients: studies of the EORTC International Antimicrobial Therapy Group (IATG). Eur]
Cancer 2002;38(Suppl 4):82-7

Viscoli C, Castagnola E. Treatment of febrile neutropenia: what is new? Curr Opin Infect Dis
2002;15:377-82

Bilkent Oteli, Ankara, 27-29 Subat 2004





