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MaBnolaka anoteAeopata 9
2TO TEAOC TOU paBnpatoc Ba MPEMEL va UTTOPELTE VAN

Epappooete ta OLAyVWOTIKA KPLTNPLOL TOU TIUPETOU OyVWOTOU
aLtLoAoyioc

AvadepeTe TIC KaTnyoplec attiwyv FUO kal TIC KUPLOTEPEC QLTLEC
ava Katnyopla

Na avayvwpilete ta mbBava dloyvwoTlka oTolxela o€ aoBevelc
ue FUO

Na oxedlalete TNV apxLkn SLayVwWOTLKN IPOooEyyLon o€ a.oBevn
ue FUO

Na eTIAEYETE TN OLAYVWOTIKA TPOOCEYYLON AVOAOYQ LLE TA
mbova OLayVWOoTIKA OTOLKEL



NEPINTQ2H A2OENOY2 1



|OTOPLKO

= Avopac 35 eTwy, KATOKOC ABnvwy, Kataywyn amno OscoaAla,
emayyeAa: odnyoc o€ WOLWTIKN €TALPEL

= Artia el0odou: NMupeToc amod pnvog

" Mapovoa voooc: MNMpLv éva pAva, epdavios mupetod wc 40°C pe
ePLOpWOELC, Kakouyla kal Enpo Pnxa. O MUpeTOC NTaV
KaBnuepLVOC Kol Oev UPLETO pe avTutupeTika. MpLv pia
eBoouada, epdavioe BUOLO dAyoc oTto apLotepo umoxovoplo. O
aoBevnc avadePeL OTL TOV TEAEUTALO PNV EXEL YAoEL BAapoc 5
Kg. AOyw €MLUOVIC TWV OUUIMTWHATWY Kol ETLOEIVWONC TNC
VEVLKNC TOU KaTAoTtaoncg, o acBevnc elonxOn 0To VOOOKOUELO.



ATOULKO OVAVNOTLKO

" Mpwv 15 €tn OteyvwoBn Ywplaoikn apBpitda. Ta teAevtala 5
£Tn eAapBave KuKAooTioplvn Kol TOUC TEAEUTALOUC 3 UNVEC
apyloe avtl-TNF mapdayovta (Infliximab 5 mg/kg dma pnviaiwc)
wc¢ Beparmeia tnC Pwplaoikne apBpitdac. H teAeutala eyxuon
eywe 20 HEPEC TIPO TNC EUPAVLIONC TOU TTUPETOU

= ‘E€eLc KoL ouvnBeLec {wnG: 2uvnBilel va KaTavaAwveLl
YOAAQKTOKOLLLKA OTTO KTNVOTPOPOUC TNC TTEPLOXNC TOU
(amootepilwTa;). EXEL Eva yOoTOKL.



AVTLKELLLEVLKN €EETOLON

‘OYn naoyovtoc. ©: 39,5°0, AM: 135/65 mmHg >$:120/min,
Avarmvogc: 22/min.

Kedbalr/tpaxnioc: ObBaApoloyikr) ektipnon K,
Aev PnAadwvtal mepidepikol Aepdadevec.

Kapdla: Aev umapyxouv puonpuata.

[TveVoveC: UOLOAOYLKO avVarveLoTIKO PLBuplopa.

KoWla:

® 'Hrap paAako, opaAo, avwduvo, PnAadnto 3-4 ek katwbev Tou O&€Lov
TAEUPLTIKOU TOEOU.

* >mAnvac PnAadpntoc 2-3 ek, eAadppa emwduvoc.
Aoun) puolkn e€€taon K.o.
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ExeL 0 acBevnc MUPETO AyvwoTou altloAoyiag;

1. Now

2. 'OxL



OPIZMOZ MYPETOY AINQ2TOY AITIOAOT A2



APYLIKOC 0pLOUOC TIUPETOU ayVWOoTOURD)
attoAoyioc (FUO)

= Petersdorf RB, Beeson PB. Fever of unexplained origin: report
of 100 cases. Medicine 1961;40:1-30.
® AldpkeLla vooou TtouAaxlotov 3 eBSopadec
* ©>38,3 °C, 0 QPKETEC TEPUTTWOELG

* Aduvapuia Stayvwong etd amno pa fdouada mapapovig oto
VOOOKOLELO.




Tpomonotroelc: Optopol FUO katd Durack fan)

KAaoowoc FUO Noookopelakog FUO

" Mupetoc >38.3° C o€ QPKETEC = NoonAevopevog aoBevnc
TEEPLITTWOELG = Nupetdg >38.3° C 0 APKETEC

= Aldpketa vooou >3 eBSopadec NMEPUTTWOELG (R >3 NUEPEC)

= Aldyvwon apépata petd 3 npépPEC " Anoucta AolLwENnG N EMWaong
£VOOVOOOKOUELRKIG SLeEpElvoNG 1 AotpwENG kata my eLoaywyn
HETA 3 eMLOKEPELS O€ EEWTEPLKN " Awyvwon aBepata Leta 3 NpEPES
Baon. Slepevvnonc (ouumeplhapBavetal
KOLL N EMWOoN TWV KAAALEPYELWV
el TouAaylotov 48 wpeq)

Durack DT, Street AC. Fever of unknown origin —reexamined and redefined. Curr Clin Top Inf Dis 1991:11:35-51



Oplopol FUO kata Durack

Oubetepomnevikoc FUO FUO o€ Aolpwén HIV

" Qubetepodha<500/pL " EnBePalwpevn Aotpwén HIV

" Mupetog >38.3° C 0e APKETEC " Mupetoc >38.3° C 0g APKETEC
MEPUTTWOELG (N yLa >3 NUEPEC) TEPUTTWOELG

= Aldyvwon ofépata petd 3 nuépeg ™ Aldpkela >4 eBdopadeg oe
Slepelivnonc (cupmepAappAveTal e§wtepLkouG aoBevei N >3 NuEPES
KQL N ETWO0N TWV KAANLEPYELWV O€ VOONAEUOUEVOUG
eni TouAdLlotov 48 wpeq) = Aldyvwon apeBata HETA 3 NUEPEC

Sdlepevvnonc (ouumeplhapBavetal
KOLL N EMWOoN TwV KAAALEPYELWV
el TouAaylotov 48 wpeq)

Durack DT, Street AC. Fever of unknown origin —reexamined and redefined. Curr Clin Top Inf Dis 1991:11:35-51
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TL e€umnpetel n SLAKpLon Twv umtokatnyoplwyv tov FUO;

AcBeveic pe ovdetepomneviko FUO mpemel va Aapfdavouv apeoa
QVTLULKPOBLaKn aywyn

AoBeveic pe FUO og Aolpwén HIV €xouv ouvnBwc Baktnplokn Aolpwén.

H StayvwoTtikn mpoogyylon SltadEpeL avaloya LLE TNV UTTOKATNYopLa
FUO

H dudkplon gival xpAoLpn yla EpEVUVNTLKOUC OKOTIOUC

To pdopa Twv attiwv dtadEpel avaloya pe tTnv urtokatnyopia FUO



Kpttnplo dlapkeLac vooou

= XpNOLUOTIOLELTAL WOTE OL AUTOTEPLOPL{OUEVEC AOLLWEELC VAL LNV
Bewpouvtal FUO.

" YriapyeL oXeO0V amOAUTN OO WVLA OXETIKA LLE TLC TPELC
eBdouadec.

" EAaylotol ouyypadEeLc mMpoTeELlVOUV N OLAPKELDL VOOOU YL TOV
OPLOMO €voC ouvdpopou cav FUO va elval dUo eBOOUAOEC
* Whitehead TC. Curr Opin Infect Dis 1997;10:134
® Konecny P. BrJ Hosp Med 1996,;56:214.



KpLtnplo ektaonc OLEpEVVNONC

Yriapyxet kpueripro AIAPKEIAZ aAAa AEN
uTtapxel kpttnplo EKTAZHZ Siepsuvnong

O SLOYVWOTLKOC EAEYXOC TTOU YIVETOL OTO SLACTN O TTOU
niPoPAEMEL 0 oplopog tou FUO eéaptatal amo tnV EUMELpLa
TOU LOTPoU, Ta SLaBEoLa SLOYVWOTLKA LLECOL KOl OTTO
OLadopeC LETAEL YWPWV N Kol LETOED VOCOKOUELWV.

The Netherlands FUO Study Group: mpoteivetal n
QVTLKOTAOTOON TOU KpLtnplou tng dLapkeLoc Stepelivnong e
EVOL CUYKEKPLULEVO GUVOAO SLayVWOTIKWY OOKLLLOOLWV.

EurJ Intern Med 2000;11:1, J Intern Med 2003;253:263



AITIA NMYPETOY ATNQ2TOY AITIOAOTI'A2
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Moo amo ta mapakdtw mephappavetal ota aitia FUO;

Vote for up to 5 choices

AM\epyla otnv MpwTtelvn TOU YAAQKTOC
Ertiveppldlokn avenapkeLa

Kapkivoc tpaxnAou puntpog
Kpuoodatpvorpia

MoAAammAOUV HUEAW L



TABLE 20-2 All Reported Causes of Fever of Unknown Origin (FU
Infections

Bacterial, nonspecific

Abdominal abscess, adnexitis, apical granuloma, appendicitis, cholangitis, cholecystitis, diverticulitis, endocarditis, endometritis, epidural
abscess, infected joint prosthesis, infected vascular catheter, infected vascular prosthesis, infectious arthritis, infective myonecrosis,
intracranial abscess, liver abscess, lung abscess, malakoplakia, mastoiditis, mediastinitis, mycotic aneurysm, osteomyelms pelwc
inflammatory disease, prostatitis, pyelonephritis, pylephlebitis, renal abscess, septic phlebitis, sinusitis, spondyl xanthogr
urinary tract infection

Bacterial, specific

Actinomycosis, atypical mycobacterial infection, bartonellosis, brucellosis, Campylobacter infection, Chlamydia p jae infection, chronic
meningococcemia, ehrI|ch|05|s gonocuccemla Ieg|onell05|s leptospirosis, listeriosis, louse-borne reIapsmgfeverlBorre/la recurrentis), Lyme
disease, melioidosis (P: Mycopl: infection, nocardiosis, psittacosis, Q fever (Coxiella burnetii), rickettsiosis,

Spirillum minor infection, Strepmbacrl/us mam//furmlsmfectlon syphilis, tick- borne relapsing fever (Borrelia duttoni, tuberculosis, tularemia,

tvphmdfeverand other salmonelloses, Whlpplesdlsease(Tropheryma hipplei) yersm|05|s

Fungal Aspergillosis, b didi coccidioidomy , cryptococcosis, histopl is, Mal: ia furfur infi
paracucud|0|dornyct)S|s Fneumucystlsuravecupneumoma sporutr|ch05|s zygomycosis

Parasitic Amebiasis, babesiosis, echinococcosis, fascioliasis, malaria, schistosomiasis, strongyloidiasis, toxocariasis, toxoplasmosis, trichinellosis,
trypar iasis, visceral leishmaniasis

Viral Colorado tick fever, kievirus infection, cytc lovirus infection, dengue, Epstein-Barr virus infection, hantavirus infection, hepatitis (A,

B, C, D, E), herpes simplex, HIV infection, human herpesvirus 6 infection, parvovirus infection, West Nile virus infection

Noninfectious Inflammatory Diseases

Systemic rheumatic
and autoimmune
o

Ankylosing spondylitis, antiphospholipid syndrome, autoimmune hemolytic anemia, autoimmune hepatitis, Behcet's disease, cryoglobulinemia,
dermatomyositis, Felty syndrome, gout, mixed connective-tissue disease, polymyositis, pseudogout, reactive arthritis, relapsing polychondritis,

h

I ic fever, rheumatoid arthritis, Sjogren’s syndrome, systemic lupus erythe Vogt-Koyanagi-Harada syndrome

Vasculitis

Allergic vasculitis, eosinophilic granulomatosis with polyangiitis, giant cell vasculitis/polymyalgia r ica, granul is with polyangiitis,
hypersensitivity vasculitis, Kawasaki disease, polyarteritis nodosa, Takayasu arteritis, umcarlalvasculltls

AITIEZ NYPETOY-ATNNZTOY: AITIDAOTIAX

PFAPA syiiurome (periouic fever, aphthous stoinats, pharyiigius, adeniusj, recurrent idiopathic pericarais, SArnU (synovius, aciie,

pustul03|s hyperostosis, osteomyelitis), Schnnzlersyndrome TRAPS (tumor necrosis factor receptor—associated periodic syndrome)

Amyloidosis, angioi oblastic lymphoma, Castl ‘s disease, Hodgkin's disease, hypereosinophilic syndrome, leukemia, lymphomatoid
qr is, malignant histiocytosis, multiple myeloma, myelodysplastic syndrome, myelofibrosis, non-Hodgkin's lymphoma,

plasmacytoma, systemic mastocytosis, vaso-occlusive crisis in sickle cell disease

Solid tumors

Most solid tumors and metastases can cause fever. Those most commonly causing FUO are breast, colon, hepatocellular, lung, pancreatic,
and renal cell carcinomas.

Benign tumors

Angiomyolip cavernous ioma of the liver, cr

yngioma, necrosis of dermoid tumor in Gardner's syndrome

Miscellaneous Causes

ADEM (acute disseminated encephalomyelitis), adrenal insufficiency, aneurysms, anomalous thoracic duct, aortic dissection, aortic-enteral
fistula, aseptic meningitis (Mollaret's syndrome), atrial myxoma, brewer’s yeast ingestion, Caroli disease, cholesterol emboli, cirrhosis,
complex partial status epilepticus, cyclic neutropenia, drug fever, Erdheim-Chester disease, extrinsic allergic alveolitis, Fabry's disease,
factmous disease, fire-eater's lung, fraudulent fever, Gaucher disease, Hamman-Rich syndrome (acute interstitial pneumonia), Hashimoto’s

phalop hv, thel hypertriglyceridemia, hypothalamic hypopituitarism, idiopathic normal-pressure
hydr halus, infl Klkuchlsdlsease linear IgA dermatosis, mesenteric fibromatosis, metal fume fever, milk protein
allergy, mymonlc dystrophy, nonbacterlal osteitis, organic dust toxic syndrome, panniculitis, POEMS (polyneuropathy, organomegaly,
endocrinopathy, monoclonal protein, skin changes), polymer fume fever, post-cardiac injury syndrome, primary biliary cirrhosis, primary
hyperparathyroidism, pulmonary embolism, pyoderma gangrenosum, retroperitoneal fibrosis, Rosai-Dorfman disease, sclerosing
mesenteritis, silicone embolization, subacute thyroiditis (de Quervain's), Sweet syndrome (acute febrile neutrophilic dermatosis), thrombosis,
tubulointerstitial nephritis and uveitis syndrome (TINU), ulcerative colitis

Thermoregulatory Disorders

Central

Brain tumor, cerebrovascular accident, encephalitis, hyp ic dysfunction

Peripheral

Anhidrotic ectodermal dysplasia, exercise-induced hyperthermia, hyperthyroidism, pheochromocytoma

“This table includes all causes of FUO that have been described in the literature. "CAPS includes chronic infantile neurologic cutaneous and articular syndrome (CINCA,
also known as neonatal-onset multisystem inflammatory disease, or NOMID), familial cold autoinflammatory syndrome (FCAS), and Muckle-Wells syndrome.

Harrison’s Principles of Internal Medicine, Ch 20. 215t ed; 2022

21st Edition
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NOLLULWEELC

NeomAaopato

M AoLpwon GAEyLovVwWon
VOGO HLOTOL

Awadopa — ataévopnta
voonuata

AyvwoTtn alttlo

Kokkuwpotwén voorpata: taivopolvrat ite oav NIID ) oav «Stadopa»
Oplopéva voorjpata £xouv aMAEeL katnyopia, rty vooog Whipple: o moAdtepeg olpég taglvopoltay ota
«SLadopar evw Twpa ota Aotpwdn
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2 € TIOLAL KATNyopLla VOO UATWY aVAKEL TTAEOV TO MEYOAUTEPO
ooooTo aocBevwv pe FUO;

1. Ayvwotn attia

2. Awddopa — atatvopnta voonpato

3. Nolpweéelg

4. Mn Aolpwdn pAseypovwdn voorpota

5. NeomAdaopata



Distributions of Diagnoses (and Lack of Diagnosis) #xg

among Patients with Fever
N=100 N=105 N=133 N=199 N=153 N=167 N=73

16.0
X
@ 7.0
o 22.0
rer)
]
o
2
% M Infection
L; M Neoplasm
'é B Noninfectious
@ inflammatory
o disease
(1]
8 104 Miscellaneous
5 No diagnosis

1961 1982 1992 1994 1997 2002 2007
Publication Year

N EnglJ Med 2013; 368:197-199 DOI: 10.1056/NEJMp1212725



FUQ is not a biologically uniform phenomenon but rather a common
manifestation of multiple, disparate disease processes. '

AN\ayEC oto paopa tou FUO

" H ouyvotnta Aoluwéewy PalveTal va LELWVETOL E€aLTiac TwV
VEWTEPWV dlayvwoTtikwy pebBodwv (PCR, avixvevuon aviyovwy)

" H ouyvotnTa TWV VEOTIAOOLATWY LLELWVETOL EEQLTLAC TNC EVPELAC
XPNOoNC QTELKOVIOTIKWY LEBOOWV OTwC N a&ovikn Topoypadio mou
ETUTPETIOVV TN ypNyopn dLayvwon TwV OYKWV.

" Efaltlac Tne taxetac SLayvwonc TwV AOLUWEEWY KL TWV
VEOTTAQOMATWY QUEAVETAL N CUXVOTNTA ASLAYVWOTWY TTEPLTTWOEWV.

* ‘Eva evbokoW\Lako amootnua mou anokaAurttetal e CT tn 3" nueEpa
voonAeiag, Sev Bewpettat mAéov FUO.

" OLAOLHWEELC TTOPALLEVOUV TO KUPLOTEPO atltlo FUO, emopevwe n
avalNTnon ToUC AMOTEAEL TIpOTEPOLOTNTAL.

N Engl ] Med 2022;163:545



>YuvnBeotepa attia FUO

Qupatiwon

= H ouyvotepn Aolpwén oTLC
TIEPLOOOTEPEC OELPEQ

" EEWTIVEVLOVLKN, KEYXPOELONC,
TIVEULLOVLKN O€ 0.00€eVE(C e
UTTOKE(LEVN TIVEU LOVLKI) VOOO

= H dokipaola pupativne Betikn oe
<50% aoBevwv pe pupatiwon mou
ekdnAwvetal cav FUO.

" H kaAALEPYELD TTTUEAWY yLa M.
Tuberculosis elval Betikn povo oto
25% Twv acBevwy e pupatiwon mou
ekdnAwvetal cav FUO.

Aoluwodncg evbokapditida

= H dlayvwon pmopet va etvat SUOKoAN
O€:
* [lponyoupevn ANPn avtiBLlotikwy
* MIKPOOPYOVLOUOUC TIOU KaAALEpyoUVTaL

duokoAa (HACEK group, Brucella,
Bartonella, Coxiella Burnetii)

* Aolpwén 6e€Lwv KOWNOTATWY O€ XPrOTEG
e€apTnoLoyOvVwWY ouoLwy IV.

* Jtnv unoéela evdokapditda pmopel va
Aelmouv oL mepLpepLkEC eKONAWOELC.



>YuvnBeotepa attia FUO

= AMEC AoLUWEELC

AmnootApata: eVOOKOWALAKA, EVOOTIUEAKA, VEDPLKA, OOOVTIKA, UAAOKWY
Loplwv

NAOLLWEELC 00TWV: ooTeopueAtda, omovdulodlokitida, onmrtikn apBpitida
NMPOBETIKWY apBpwoewv

Xpovia mpootatitda

Eldikec Aolpwéelc: BpoukeAAwaon, mupetoc Q, Coxiella burnetii (Cat-scratch
disease

loyeveic Aowuwéelc: EBV, CMV, Parvovirus B19, HIV
[MopaoLTIKEC AOLUWEELC: Asiopaviaon

Zwovoool & voool petadldopeveg ano apbBpomnoda: Otav ekdnAwvovtal oav
FUO, cuvnBwc amouoldlel To TUTILKO LOTOPLKO €kBeonc



>YuvnBeotepa attia FUO

Neom\aoparta

= JxebOV OAQ TAL VEOTIAQOUOTA UTTOPEL vat
npokaAeocouv FUO

Nepdwpata, vooocg Hodgkin, Aeuyatpieg

Ca vedpoU: umopel va anouvolalel n
alpatoupla.

MueAoUTeEPTMAQOTIKA VOO AT

Hratokuttapikd Ca, NATLKEC
LETOLOTAOELG

Ca max€ocg eVIEPOU
Kapkivwpatwdnc unviyyitida

Mn Aotpwdn pAeypovwdn
voohuarta

Nooog Still twv evnAikwy
2UOTNUATIKOC epuBNuaTwdnG AUKOC
Ayyelitidec peyalwv ayyeiwyv

* Kpotadikn aptnpitida

* Olwdnc moAuvaptnpitda
ANCA(+) Ayyelitidec

Peupatikr) moAupUaAyla
2apkoeldbwon
OAeypovwdng evtepomnabela
MKT Kpuoodalplvatpia



DopPUOKEUTLKOC TIUPETOC

[TUPETOC TTOU CUUTILITTEL LE TN XOPNYNoN €VOC PaPLLAKOU Kol
uUTtoXWpPEL e TN SLaKkorr) Tou GappaKou.

O mupeToc umopel va elval yapnAoc n vPnAoc ue piyoc.
O aoBevnc pnopel va epdaviletal EmNPEACLLEVOC.

O dLapeooc xpovoc epdavionc elval 8 NUEPEC UETA TNV XOpNyNnon
ToU PopuaKou (24 wpec —UNVEC)

O MuPEeTOC uToXWPEL 3-4 NUEPEC LETA TN dlakomn Tou GapUAKOU.
HwowodAla kat e€avOnpuo utapxouv Lovo oto 25% kat 5%
QVTLOTOLXA TWV TIEPUTTWOEWV POPUAKEUTIKOU TIUPETOU.

O GAPUAKEUTLKOC TIUPETOC MAPATELVEL TN vOoonAela Katd 8,7 NUEPEC
KoL TIPOKOAEL KOTA LECO 0p0 TN AN 5 eMUTAEOV ALUOKAAALEPYELWY
Ko 2,85 aKTWVOAOYLKWVY EEETACEWV

Pharmacotherapy 2010; 30: 57-69.



Table 1. Drugs Reported in the Literature to Cause Drug Fever

Category Drug

Antimicrobials Acyclovir,'"” amphotericin B,” aureomycin,'* declomycin,'* erythromycin,” furadantin,'* isoniazid,? '
minocycline,”'~* nitrofurantoin,”>> novobiocin," rifampin,’ streptomycin'* * terramycin,'**
tetracycline,'"'* trimethoprim-sulfamethoxazole,” *® vancomycin™

Penicillins Ampicillin,'"' carbenicillin,*® cloxacillin,* mezlocillin,*® nafcillin,” oxacillin," penicillin,' '
piperacillin,”?° staphcillin,'? ticarcillin’
Cephalosporins Cefazolin,’ cefotaxime,’ ceftazidime,” cephalexin,’ cephalothin'"#

Antineoplastic agents 6-Mercaptupurine,” bleomycin,'” chlorambucil,*! cisplatin,***> cytosine arabinoside,*
daunorubicin,” hydroxyurea,** interferon,” L-asparaginase,* procarbazine,” streptozocin,®
vincristine™

Cardiovascular agents Clofibrate * diltiazem,* dobutamine,’®?!' furosemide,** heparin,” hydrochlorothiazide,’
methyldopa,”**® oxprenolol,” procainamide,” quinidine and quinine,®* triameterene®

Immunosuppressants Azathioprine,”'¢ everolimus,” mycophenolate mofetil,** sirolimus®

NSAIDs Ibuprofen,* naproxen,” tolmetin®

Sympathomimetic and Amphetamine,” lysergic acid,” 3,4-methylene dioxymethamphetamine*’

hallucinogenic agents

Anticonvulsants Carbamazepine,” '®'° phenytoin”*°

Antidepressants Doxepin,** nomifensine®*

Other Allopurinol,” cimetidine,*** folate .’ iodide,” mebendazole,” metoclopramide,’ piperazine adipate,™

propylthiouracil,? prostaglandin E,,” ritodrine,” sulfasalazine,’” theophylline,” thyroxine’

NSAIDs = nonsteroidal antiinflammatory drugs.
“Discontinued from the U.S. market.

2xe60V 10 1/3 TWV MEPIMTWOEWV PAPHAKEUTIKOU TTUPETOU

odeilovral o€ avTiBLOTIKA, KUPLWCE B-AaKTOLILKA
Pharmacotherapy 2010;30:57-69




Altloloyia voookopetakou FUO

BaktnpLoKkES AOLUWEELS

En

NOLUWEELS oupoToLNTLKOU 18% Eneppatikeg pebodol 5%
Mveupovia 12% QapUAKEVTLKOG TIUPETOC 5%
MikpoBLatuia 10% Naykpeatitda 3%
Ayyelakn Aolpwén (dAepitda) 4% Alpdtwua 2%
AMEC AOLLWEELC 7% ApemavoKuTTapLKn Kpion 2%
AOLUWEELC AVATIVEUOTIKOU 2% KakonBec veomhaoua 2%
Pneumocystic carinii pneumonia 1% KakonBeg veupoAnmtikd cUvOpouo 1%
AIDS 1% Yriapaxvoeldng atpoppayia 1%
Aonmtn punviyyitida 1% Noonua cuvOETLKOU LOTOU 1%
Otela oupikn apBpitda 1%
MR ELDAVAG aLTLa: 19%

Am J Med 1993;95:505
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Mol oo TLC mapakATw £ival n cuxvotepn attio FUO oe
aoBeveic pe HIV;

1. Tevikeupévn Aolpwén amod Mycobacterium avium complex
2. Neppwpa

3. Tvevpovia anod Pneumocystis jirovecii (carinii)

4. Yapkwpua Kaposi

5. Qupuatiwon



TABLE = Diseases Established as the Etiology of Fever in 70

51-6 = Cases of HIV-Associated Fever of Unknown Origin

Etiology

Infection

DMAC

EGE

CMV

Histoplasmosis

Viral (not CMV)*
Bacterial

Mycobacterium tuberculosis
Fungal (not histoplasmosis)"
Parasitic*

Mpycobacterium genavense
Total

Neoplasia

Lymphoma

Kaposi’s sarcoma

Total

Miscellaneous

Drug fever

Castleman’s disease

Total

No. (%) of Times Diagnosis
Was Established

6

2 (3)
1(1)
3(4)

Principles & Practice of Infectious Diseases 7t ed; 2010:51:779




FUO o€ NALKLWILEVOUC

OL NALKLWHEVOL EXOUV XaLNAOTEPN Baotkr Beppokpacio Kol ULKPOTEPN
nuepnoLa ook pavon
Ot NAKIwHEVOL prmopel va epdavidouv ouBAULLEVN TTUPETLKN ATIOKPLON O€
AOLLWEELC
® 20-30% TwVv NAKLWHEVWY UE 0oBapeg AolpweeLc Ba epdaviCouv xapunAo f ko
KaBOAov TUPETO.

* Baktnptatuia, evbokapditida, mveupovia kot pnviyyitda mapovotalovtal pe
XaUNAOTEPN BEPLOKPATLA 0TOUC NALKLWLEVOUC.

®* Movo 8% TwVv NALKLWHUEVWY TTOU VOONAEVOVTAV E TIUPETO OE yNPLATPLKA povada
elyav ©>38,5° C.

H atttoAoyio tou FUO otoug nAklwpevouc eival OLadOpETLKN

To mooooTo Twv adlayvwotwy neputtwoewv FUO otoug NAKLWUEVOUG lvat
LKPOTEPO



TABLE 56.3 Final Diagnosis in Elderly Compared

With Younger Patients With Fever of Unknown
Origin From Patient Series Pre-1990

DIAGNOSIS <65 YEARS (N =152) >65 YEARS (N = 201)

Infections 33 (21%) 72 (35%)
Abscess 6 25
Endocarditis 2 14
Tuberculosis 4 20
Viral 8 1

infections

Tumors 8 (5%) 37 (19%)
Hematologic 3 19
Solid 5 18

Multisystem 27 (17%) 57 (28%)
diseases?

Miscellaneous” 39 (26%) 17 (8%)

Other 13 12

No diagnosis 45 (29%) 18 (9%)

Principles & Practice of Infectious Diseases 9% ed; 2020:56:793



Npooéyylon FUO og nAikiwuévouc ()

= Kpotadikn aptnpltida: mBavwc n cuxvoTEPN CUVOALKQ oLTia
FUO
* Av n Bloyla kpotadiknc elvat apvnTik aAAQ TTOPAEVEL LOXUPN
KAWLk urtola mpemel va yivetal o la kat tTng AAANC aptnplog
" Quuatiwon: n ocuxvotepn Aowdnc awtia FUO oe
NALKLWILEVOUC
® MoAAEC dopEC dev UTIAPYXOLV TUTILKA EVPH AT
" DopUAKEUTIKOC TIUPETOC: ONAVTLKA OUXVOTEPOC OE
NALKLWILEVOUC



AIATNQ2TIKH MPOXEITIZH



2TON MYPETO ArNQZTQOY AITIOAOTIAZ AKOAOYOOYME ANAAYTIKH MPOZETTIZH

~

Initial complaint (e.g. chest pain) ]

Clinician not familiar
with situation
ANALYTICPROCESS

Problem representation

O &
Hypothesis(es) generation

L1

Data interpretation

Ll

Hypothesis(es) verification

Ll

Search for additional information

(Bunjuiya mojs) z INILSAS

.

Working hypothesis(es), decisions about tests, treatment, triage, etc. ]

”

e

Swiss Med Wkly 2012;142:w13706



ALOyVWOTIKA AoyLKn o€ aoBevelc pe FUQRR)

" OLaoBevelg pue FUO guxvotepa Exouv eva. cuvnBec voonua mou
ekOnNAwveTaL pe acuvnBLoTo TPOmo mapd VoL AcUVHBLOTO
vOonua.

" >e aoBevelc pe FUO n ouvnBlopevn OLayvwoTIKN AOYLKN UITOPEL
Va LNV elvol amoteAeopatikn emeldn ol pre-test probabilities
elval oAU yapnAec (<10%).

® Akopa kot dokipaotec e upnAn LR(+) divouv Pevdwce Betika
amoteAEopaTa otnV nepinmtwon FUO.

‘most patients with FUO are not suffering from unusual diseases;
Instead, they exhibit atypical manifestations of common iflnesses.

Petersdorf RB, Beeson PB. Fever of unexplained origin: report of 100 cases. Medicine 1961;40:1-30



[Tpotewvopevn Paotkn dLayvwoTLKN

NPOOTIEAQLON
- AIATNQ2TIKEZ
IZTOPIKO KAINIKH EZETAZH AOKIMASIES
e MAnpeg ! e MAnRpng ! * Baolkog
e SUMTANPWVOULE e Mrmopei va bLayvwoTikog
&Ao to pUAo eravaappBAaveTal eAEYXOG
LoTOPLKOU nepLodLKA e MBava
e MBavd e MBavd blayvwortika
SLayvwoTKA SLayVWOoTIKA OTOLXELQ
oToLXEla oTolxela e KALHOKWTN

TPOOEYYLON



lotopko o€ FUO

" |Slaltepn mpoooxn o€
* Oapuaka
* Tatlbla
* Eradn pe katowkidia n aAka (wa
* ErayyeApatikn ekBeon
® OLKOYEVELAKO LOTOPLKO
" >YOAOOTIKN OvAOKOTINON CUCTNHATWY Yo TNV aveEUPEDN
EVOYANUATWY TTOU evToTil{ovTaL O€ Eva cUOTNUO



TUTOL TTUPETOU

2UVEXNC MUPETOC: ©>38°C pe dlakupavoelc <1°C evtoc tou 24wpou
Ydeouoc mupetoc: Beppokpaoiog >1°C evtog tou 24wpou xwplc va
dOavel oe puololoyika emimeda
AtaAeinmwy mupetoc: Mpriyopn avodoc tn¢ Bepuokpaciag KaL TTwon
o€ puoLloloyLka emimeda

* AlQAEMWV aUPNUEPLVOC N ONTITLKOC: KaBnuepvol mapoéuouol mupeToU

* AlaAeinwy TpLraioc N tetaptaioc: mapofuopol mupeTol ava 48 1) 72 WPEC
Kupatoeldnc mupetoc: Mupetika kUpata dtapkeiac 8-15 nuepwv
evaAldooovTal pe OLaoTApaTa anupeélac avaAoync rn HUIKPOTEPNC
SLAPKELAC



Join: vevox.app |ID: 147-732-489 POLL OPEN

2 € TIOLEC TIEPLITTWOELC N LOP PN TOU TIUPETOU UTTOPEL VO EXEL
SlayvwoTtikn aéla;

1. Otav ivaw kaBnuep ?/te for >1 choices

2. Otav eival KUPATOELONC
3. Otav eival teplodLKOC
4. ‘Otav eivat cuvexng

5. Otav ouvodevetal pe plyog



ALQYVWOTIKEC LOPpPEC MUPETOU

Mupetoc elovooiag
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Mackowiak PA, ed. Fever. Basic Mechanisms and Management. 2nd ed; 1997:215-236,
Principles & Practice of Infectious Diseases 9t ed; 2020:56:796



H onuaola Tou plyouc

The American Journal of Medicine (2005) 118, 1417.e1-1417.26

‘-.J‘ e
ELSEVIER

CLINICAL RESEARCH STUDY

RESULTS: Of a total 526 patients, 40 patients (7.6%) had bacteremia. There were 65 patients (12.4%)
with shaking chills, 100 (19%) with moderate chills, and 105 (20%) with mild chills. By comparing
patients with no chills, the risk ratios of bacteremia were 12.1 (95% confidence interval [CI] 4.1-36.2)
for shaking chills, 4.1 (95% CI 1.6-10.7) for moderate chills, and 1.8 (95% CI 0.9-3.3) for mild chills.
Shaking chills showed a specificity of 90.3% (95% CI 89.2-91.5) and positive likelihood ratio of 4.65
(95% CI 2.95-6.86). The absence of chills showed a sensitivity of 87.5% (95% CI 74.4-94.5) and
negative likelihood ratio of 0.24 (95% CI 0.11-0.51).

a SpringerOpen Journal

Shakespeare, William
He had a fever when he was in Spain,

And when the fit was on him, I did mark RESEARCH Open Access

How he did shake; . . . . . . .
- Shaking chills and high body temperature predict
ActLsene Il 1101 bacteremia especially among elderly patients

Tomohiro Taniguchi“, Sanefumi Tsuha, Yoshihiro Takayama and Soichi Shiiki



KAwikn e¢etaon o FUO

MANPNG KAWVIKN EEETAON: APXLKA KaL Va EMavOAaPAVETAL O TAKTIKN Baon.

KaBnuepwvn e€€taon tou SEPUATOC, TWV VUXLWY, TwV AEUPaOEVWY, TNG KOWALAG KaL TNG
KapdLAG.

Ta e€avOrjpota eivat onpaviika wiaitepa tng v. Still Twv evnAikwv mou eival mapodika

H e€€taon twv patiwyv pmopel va amokaAUeL mportwon, enumedukitida, EnpodOaiuia,
payoeLditida.

Aev MpEMEL va EEXVIETAL N EEETAON TWV OPXEWV, TOU TIPOOTATN KAl TWV KPOTAPLKWV
apTNELWV.

[pemeL va yiveETalL TavTa EAEYXOG VLA TUXOV. AITOOTH LLOTal
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[MoLeC armo TIC MOPAKATW EEETAOELC Ba KAVATE AUECO OTOV

aoBevn pagc;
Vote for up to 6 choices

KaAALEpyeLeG alpaTog
KoAovooKomnon Kot yo.oTpooKOmnon
Opoavrtidépaon Wright
Yriepnxoypadnua kapdLog

CT kolAiag

Mantoux



[TIPOTEWVOUEVOC APXLKOC EPYAOTNPLAKOC —
QTTELKOVLIOTIKOC EAEYYOC

= YuvNnOnc epyaoTnpLokog = Avtiowpata HIV, HBV, HCV

eAEYXOG = Avtiowpata EBV, CMV
= KaAALlEpyeLec

= AxTivoypadio Bwpakoc
* CT Bwpakog

= CT kol\lac
* Yriepnyoypadnpua Koklag

= ANA, RF
= AoKlpaota upativne

" OpoAoyLKeC OOKLULAOLEC
AVAAOYQL [LE TOL TOTILKAL
eriidnuLoAoyLka dedopeva

EurJ Intern Med 2000;11:1, J Intern Med 2003;253:263



Epyaotnplokec e¢etaoelc aoBevouc

Aeukd: 11640/ul (N: 75%, A: 15%, M: 10%) Hct:34.1%, Hb:11.4 g/d|,
Auu:258.000.

XoAepuBpivn 3 mg/dl (apeon 2.30mg/dl), ALP: 1110 U/L, yGT:1235
U/L, SGOT:137 U/L, SGPT:197 U/L, LDH:484 U/L CPK:189 U/L,
Mpwteilvec: 6.1 g/dl, Albumin= 3.1 g/dl, H\extpodpopnon mpwteivwv
KD,

[evikn oUpwV: KO,

CRP:179, TKE: 65 mm/h.

OpoAoyLkoc eAeyxoc yia BpoukeAla, Asiopavia, plketolec, Bartonells,
HBV, HCV, kat HIV ntav apvntikog, VDRL (-),

ANA (-), Ra test (-).



Epyaotnplakec e¢eTaoelC aoBevouc

Axtivoypadia Bwpakoc: K,

CT Bwpakoc, Avw Ko KATw Kowtac: SLtoykwon Aepdpadevwy
LecoBwpakiou, Sloykwon peoevieplwy Aepudadevwy Kal
NMATOOTIANVOLLEYOALD UE TIOANQTIAEC UTIOTTIUKVEC EOTLEC OTO OTIANVQ

KaAALEPYELEC QULUOTOC X 6 APVNTIKEC, KAAALEPYELQ OUPWV APVNTLKA.

Mantoux 8 mm, eé€taon mtueAwy yla ofeavtoxa X 3 apvntikn, PCR
ylo M. Tuberculosis mtueAwy, YooTpLKOU Kol OUPWV ApVNTLKN.
KaAAlEpyeLla mtueAwy yLa M. Tuberculosis avapevetad.

AtaBwpakiko ECHO kapdiac k.
Mueloypappa K.



MOavn dtayvwon;



Apxkn ripooeyyon FUO

= Avalntnon rmbavwv dlayvwoTtlkwv otolxeiwv (potential
diagnostic clues — PDCs)

" Alakorn 00wV QapuUAKwV UTTOPE( var oxeTI(oVTAL UE PAPUAKEUTLKO TTUPETO
m Je ao¥evelc ywplic madoAoyikd KALVIKA N EpyaOTNPLAKA EUPNUATO TIPETIEL VA

artokAelo9el o mpokAntoc mupetoc (factitious fever) kai n tbtoouotaotakn
urepUepulia (habitual hyperthermia)



[TBava dLayvwoTLKA OToLXELal
Potential diagnostic clues (PDCs)

" KaBe otolyelo armo To LoToPLKO, KALVIKO ONUELD N CUMTWHA N
EPYAOTNPLAKO EVPNLA TO OTTOLO UITOPEL VO UTTIOOELKVUEL TN
dLayvwon.

" Mmopouv va xpnotpornotnBouv oav odnyol yLa To mpwTo
oTaoLo TNC Olepevvnonc.

" Y€ pLo TtPoOoTtTLK pHeAeTn Tou FUO to 97% twv acBevwy
eudavile eva n neploootepa PDCs

The Netherlands FUO Study Group

|. A prospective multicenter study of 167 patients with FUO, using fixed epidemiologic entry criteria. Medicine 1997;76:392
Il. Diagnostic procedures in a prospective multicenter study of 167 patients. Medicine 1997;76:401



[TBava dLayvwoTLKA OToLXELal

2TOLYElO ATTO TO ATOULKO QVOUVNOTLKO
AntwAeLa Bapouc

[MpONYOUUEVEC XELPOUPYLKEC EMEUBATELC
KedahaAyia

MuoaAyia

Aldppola

ALtyyoc

ApBpalyia

Kapdlako puonua
[MVEUOVIKEC VW LOALEC
Oodualyia
QapuyyaAyia

Ko\lakd evoyAnpota
AUCOUPLKA eVOYANHATA
ALoONTIKEC dLaTapaXEC

ApBptida

Hratopeyahia

Mopdwpata pootou

Eradn pe TB

OMTIKEC OLaTAPAXEQ
[Mpoodato TPOoTiko Tagidl
BpoyxoknAn

2niAnvopueyaAia

Avoaveéia oto Puyog
NeupPOAOYIKEC AVWUAALEG
|OTOPLKO (KTEPOU
OB60OVTLATPLKES EpYAOLEC
Melwon akonc

Avoaveéia otn (€otn
TpaxnAkn Aepdadevomabela
AdBec oto oTopa
[evikevpevn Aepdadevonabela

Medicine 1997;76:392



INFECTIOUS
EoSN DISEASE CLINICS
ELSEVIER

SAUNDERS o OF NORTH AMERICA
Infect Dis Clin N Am 21 (2007) 917-936

Fever of Unknown Origin:
Historical and Physical Clues
to Making the Diagnosis
Jill Tolia, MD*"*, Leon G. Smith, MD*

*Department of Infectious Diseases, St. Michael's Medical Center,
111 Central Avenue, Newark, NJ 07104, US A
bStaten Island University Hospital, Staten Island, NY, USA




Box 3. Physical clues to diagnosing fever of unknown origin

Arthritis or joint pain

Familial Mediterranean fever
Pseudogout

Rat-bite fever

Rheumatoid arthritis
Systemic lupus erythematosus
Lyme disease
Lymphogranuloma venereum
Whipple's disease

Brucellosis
Hyperimmunoglobulinemia ©

Band keratopathy

Adult Still's disease

Adult juvenile rheumatoid art
Sarcoidosis

Bruit over spine
Tumor
Arteriovenous fistula

Calf tenderness

Rocky Mountain spotted feve
Polymyositis

Pneumaococcal bacteremia

Conjunctivitis

Tuberculosis

Cat-scratch disease

Systemic lupus erythematost
Chlamydia infection
Histoplasmosis

Conjunctival suffusion
Leptospirosis

Relapsing fever

Rocky Maountain spotted feve

Costo-vertebral angle tenderness

Perinephric abscess
Chronic pyelonephritis

Dry eyes
Rheumatoid arthritis
Systemic lupus erythematosus

Periarteritis nodosa
Sjogren’s syndrome

Epididymo-orchitis
Tuberculosis

Lymphoma

Brucellosis

Leptospirosis

Periarteritis nodosa
Infectious mononucleosis

Blastormycosis
CarrinAama

Conjunctivitis
Tuberculosis
Cat-scratch disease
Systemic lupus erythematosus
Chlamydia infection
Histoplasmosis

Toxoplasmosis

HIV infection

Adult Still's disease
Brucellosis
Whipple's disease
Pseudolymphoma
Kikuchi's disease




Structured approach to patients with FUO

Fever =38.3°C (=101°F) and illness lasting =3 weeks
and no known immunocompromised state

History and physical examination

Stop antibiotic treatment and glucocorticoids

Obligatory investigations:
ESR or CRP, hemoglobin, platelet count, leukocyte count and differential, electrolytes,

creatinine, total protein, protein electrophoresis, alkaline phosphatase, AST, ALT, LDH,
creatine kinase, antinuclear antibodies, rheumatoid factor, urinalysis, blood cultures (n = 3),
urine culture, chest x-ray, abdominal ultrasonography, and tuberculin skin test or IGRA

Exclude manipulation with thermometer

Stop or replace medication to exclude drug fever

PDCs present PDCs absent or misleading

Harrison’s Principles of Internal Medicine Ch 20, 22" ed; 2022




PDCs present PDCs absent or misleading
Y Y
Guided diagnostic tests Cryoglobulin and funduscopy
| Y
" " FDG-PET/CT
DIAGNOSIS NO DIAGNOSIS (or labeled leukocyte scintigraphy or gallium scan)
Scintigraphy abnormal Scintigraphy normal
Y Y
Confirmation of abnormality Repeat history and physical examination
(e.g., biopsy, culture) Perform PDC-driven invasive testing
E— E—
DIAGNOSIS || NO DIAGNOSIS DIAGNOSIS NO DIAGNOSIS

Y

Chest and abdominal CT
Temporal artery biopsy (=55 years)

|
v v

DIAGNOSIS NO DIAGNOSIS
I
Stable condition: Deterioration:
Follow-up for new PDCs Further diagnostic tests
Consider NSAID Consider therapeutic trial

Harrison’s Principles of Internal Medicine Ch 20, 22" ed; 2022



[Tola mBava OLayvwoTIKA OTOLXELD
UTTALPXOUV OToV aLoBevn o

" AntwAeLla fapouc

" Znpog Bnxag

" |oTOpLKO YwpLaolkne apBpitidac

" Qeparmeia pe anti-TNF

" KatovaAwon amaoTeplwTwy YAAOKTOKOULKWY TTPOLOVTIWY
" Avénuevol delktec pAeyoVNC

" HriatopeyoAla e BLOXNLKEC OLATOPAYEC

" >TIANVOUEYOALO LLE UTTOTIUKVEC EOTLEC

" Aepdadevomnabela pecobwpakiov Kot LeEcEVTEPLOU
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Mol Ba ATav n emopevn e€€taon o Ba KAveTe otov aoBevn;

1. Buoyia Amatog

2. Buoyia Aepdadeva pecobwpakiou

3. Bpoyyookonnon

4. Aamopookorikn Blogia peocevteplov Aspdpadéva

5. PET/CT



Broiec

Biola kpotadlknc:
* Anopaitntn oe aoBeveic >55 etwv (Atia FUO oe 16%).
Biola nmatoc: dtayvwotikn anodoon 14-17%.
* H nnatopeyaAia r) ol avwpaAleg Twy NTATIKWY VLWV 6V TIPOBAETTOUVV TIC
SlayvwoTikec Bloyliec.
Bopio Aepdadevoc:
* otav n Aepdpadevonabela elval eviomopevn N SLayvwoTik armodoon UELWVETAL.
® >1tn yevikeupevn Aepdadevondbdela n StayvwoTiky armodoon elval HeyaAn.
Avappodnon/BloPio LU AoV 00TWV:
* [Ip€mel va ylvetal povo otav umapyouv evOeitelc vooou oTo HUENO. H avatuia povo
Sev elval emapknc evoeLén.

* KaMAlEpyela puelhol ootwv: AtayvwoTikh anodoon 0-2%. Aev cuVLOTATOL OTNV APXLKN
SLayvwoTLK mpooegyylon tou FUO.



FDG-PET/CT oe FUO

Evtorotikn pebodoc
Atayvwotikn anodoon >50%

* AVWTEPN TWV KAQAOOLKWV QTIEIKOVIOTIKWY KOl TwV padLolcOTOTIKWY HEBOdwWV
® TouAayxlotov 30% peyaAutepn tnG cupPatikng CT

* Ynepexel tncg CT o€ evaloBnola, kuplwg otnv avixveuon kakonBwv
veonmhaouatwy (38.5 vs. 58.3 %)

Avaokornnon (2022): evatoBnoia 83%, eldikotnta 64%, PPV 81%,
akpiBela 76%, Stayvwotikn anodoon 54%

Apvntikn PET/CT oxetietal pe vPnAn mBavotnTo autoOuaTNG
UdeONC TOU TTUPETOU

Japanese Journal of Radiology, published online 4 July 2022, https://doi.org/10.1007/s11604-022-01306-w



PDCs present PDCs absent or misleading
Y Y
Guided diagnostic tests Cryoglobulin and funduscopy
| Y
" " FDG-PET/CT
DIAGNOSIS NO DIAGNOSIS (or labeled leukocyte scintigraphy or gallium scan)
v I Y
Scintigraphy abnormal Scintigraphy normal
Y Y
Confirmation of abnormality Repeat history and physical examination
(e.g., biopsy, culture) Perform PDC-driven invasive testing
E— E—
DIAGNOSIS || NO DIAGNOSIS DIAGNOSIS NO DIAGNOSIS

Y

Chest and abdominal CT
Temporal artery biopsy (=55 years)

|
v v

DIAGNOSIS NO DIAGNOSIS
I
Stable condition: Deterioration:
Follow-up for new PDCs Further diagnostic tests
Consider NSAID Consider therapeutic trial

Harrison’s Principles of Internal Medicine Ch 20, 22" ed; 2022



FDG PET/CT
Qupatiwdnc
oTtOVOUALTLOQ

FDG PET/CT 26/5/16



AloyvwoTlkn e€gtaon (;)

* Bloyia Aratog: Kokkiwpata e vekpwan, Ziehl-Neelsen xpwon
yla oéeavroxa (-), PCR ywa B.Koch(-).

EINAI OYMATIQZH;



[TlBavoAoyLKr) CUANOYLOTLKN)

A Tiered Approach

o Tier | Possibility: CLINICALLY HIGH LIKELIHOOD
* Disease explains all of patient’s major findings
* Patient has all major manifestations of the disease.
* They have no rejecting features and may have a key feature
o Tier Il Possibility: CLINICALLY MODERATE LIKELIHOOD
* Disease explains most of the patient’s findings
» Patient lacks some of the usual manifestations of the disease
* They have no rejecting features
o Tier lll Possibility: CLINICALLY LOW LIKELIHOOD
* Patient has single or few features of the disease in question
» Patient has a rejecting feature of the disease in question.

UCsF




KAwikn miBavotnta pupatiwonc;

" H pupatiwon eEnyel oAa Ta euprjpata tou aacBevouc (MUPETO,
Kakouyila, Enpo Prxa KAT);

" O aoBevnc exel OAEC TIC KUPLEC KALVIKEC EKONAWOELC TNC
dupatiwonc;

" O aoBevnc dev €XEL UPNUOL TIOU VO OTTOPPLTTEL TN dupaTiwonN

" O a0Bevnc EXEL EVAL XAPAKTNPLOTLKO OTOLXELO;(KOKKLWLATA UE
VEKPWON);



[Topela vooou

" O aoBevnc etEON o€ avTLPULATLKN aywyn (pLdaprikivn,
Looviallibn, eBapBoutoAn kol mupadllvapion).

" AVo eBOopadeC peTa TNV Evapén TnC Bepamelac o acBevnc eixe
KALVLIKN KAl Epyaotnplokn BeAtiwon.



Mwc¢ tekpnplwvetat n dtayvwon tou FUO;

Table 3. Decisive Method of Diagnosis®

All Patients With Diagnosis Early Diagnosis Imtermediate Diagnosis Late Diagnosis

Diagnostic Method (n =192} (n = 67) (n = 38) {n=87)
History and evolution 44 (22.9) 20 (29.9) 7 (18.4) 17 {19.5)
Culture 13 (6.8) 4 (6.0) 2 (5.3) 7 (8.0)
Infectious serology 13 (6.8) S (7.9) 3(7.9) S5 (5.7}
Immunalogy 7 (3.6} G (9.0} 0 1{1.1}
Standard radiology 3 (1.6) 1{1.5) 1(2.6) 1{1.1)
Abdominal US 3 (1.6) 3(4.5) 0 0
Echocardiography T (3.6} 7 (10.4) 0 i}
CT/MRI 12 (6.3} 4 (6.0) 5(13.1) 3(3.4)
Endoscopy 3 (1.6) 1{1.5) 0 2 {2.3)
Scintigraphy 7 (3.6) 3{4.5) 1(2.6) 3(3.4)
Biopsy 47 (24.5) 6 (9.0) 12 (31.6) 30 (34.5)
Autopsy 5 (2.6) 0 1 (2.6) 4 (4.8}
Other/combination 27 (14.1) 7 (10.4) 6 (15.8) 14 (16.1)

Abbreviations: GT, computed tomography; MRI, magnetic resonance imaging; US, ultrasonography.
*Data are number [percentage) of patients.

Arch Intern Med 2003;163:1033
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OAoKANpwaon eAEyxoU XwpLc dtayvwon
TLKAVOUE;

= >YoAooTIKN emmavaAnn LOTOPLKOU KoL OVTIKELLEVLKNC EEETAONC.

" ErtavaAnyn tnc Baoiknc dtepevivnonc.

" Agv oLUVLOTATAL VA YIVOUV VEEC DLOYVWOTLKEC SOKLUAOLEC LE TN
Lopdn screening tests.

" H gumeLplkn xopnynon avtlpikpofakwy Ba mpemeL va yivetol
eTil Loyupn¢ umoy lac Aotweénc Kat pe Baon tTnv KALWVLKN Kplon
TOU Latpou

= Avapovn yla tnv epdavion SLoyVwoTKWY OTOLXELWVY
uTtootnpllovtac Tov acBevr) LLE OVTUTUPETIKA TTY TIAPAKETOUOAN
(N NSAIDs av elval amopaltnto).



MokpomnpoBeoun mapakolovBnon acBevwv
ue FUO

AcBeveic pe FUO xwplg
dLayvwon

50% Udeon ToU 20% 6lLayvwon 20% umoTpoernn N
TIUPETOU XWPLG TOUG ETTOLLEVOUG 10% amepfiwoav*

SLayvwon UrVEG

OUVEXLON TOU
TUpETOU

* Atia Bavatou
oxetwopevn ne FUO oto 3%

56 patients with FUO without a diagnosis were followed up as outpatients.
Fever resolved in 53/56 during follow-up with or without treatment (95%).

Arch Intern Med 1996;156:618, Medicine 2020;99:e18532



Tackling fever and inflammation of unknown
origin: the do’s and don’ts

Think Categorical: Remember the Big 3... Infections, non-infectious
inflammatory diseases & malignancies

... and the Little 3: drug fever, factitious fever, habitual hyperthermia

Think ‘Inflammatory’, Not ‘Infectious’

Rare Diseases Are Rare

Remember Sutton: Go where the money is

Love Your PET

Avoid Premature Closure

Acta Clinica Belgica 2014;69:412-17



The feaver is to the
physitians the
eternal reproach

John Milton
1608-1674
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