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¢ Breasted J. The Edwin Smith surgical papyrus: The surgical treatise.

Fig. 13.1 The three words for fever used by the ancient physicians in Egypt were (a) nsr- (b) smm-t Chicago: University of
and (¢} srf. (Redrawn from Edwin Swith Swrgical Papyrus [3]) Chicago Press, 1930, pp. 37-77



Flg. 13.2 The earhiest Sumenan pciogram
writing of Ummu (=~ inflamioastion o hot
thing, meaning fevier), wnllen about 2500 &
fad, andd the fmal Akkadin cuneiform woiting,
about 300 g (b (Redrown by permission of
the publishers from The Alealing Herd: Man
angd Wonmd i the Ancient World by Guido
Majno, Cambridge, Massachusetts: Harvard
Limiversity Press &3 1975 by the President and

Fellows of Harvard College)

Majno G. The healing hand: Man and wound in the ancient world: The
Asu. Cambridge, MA: Harvard University Press, 1975, pp. 374-91






Kuglik pargaciklarin bir
kisiden digerine gecisi
sohucu

¥  Ates sistemik bir

hastalik

M.S. 2. yy Galen
16. yy’da Gerolamo Fracastoro



“Ates, cok hucreli organizmalarin, kendileri icin patojen ya da
yabanci, canli ya da cansiz maddelerin isgallerine karsi

gelistirdikleri, kismen savunmayla iliskili yanitlarinin bir parcasi
olarak vicutlarinin 6z isilarinin yukselmesi durumudur”

Febril yanit hastalik durumuna karsilik organizmanin verdigi

karmasik bir tepkime olup vucut isisinda sitokin kaynakli bir

artis, akut faz reaktanlarinin ortaya cikisi ve cesitli fizyolojik,
endokrinolojik ve immunolojik sistemlerin aktivasyonu

international Union of Physiological Sciences Commision for Thermal Physiology



| Infection, inflammation, trauma
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Hipertermi

* Hipotalamus isi ayari normal i1si sinirlari icindeyken vucut isisinda artis
olmasi durumudur.

»Sicak carpmasi

»Malign hipertermi
»Noroleptik malign sendrom
» Serotonin sendromu




Sicak ¢carpmasi

* Vucut i1sisinda 40°C veya uzerine artis

* Mental statusta degismeler

* Akcigerler, kalb, karaciger, bobrekler, beyin ve barsaklarda kanamalar
ve nekrozla giden cogul organ hasarina yol acabilir.

e Mortalite %10-20 HEAT STROKE  svmeroms
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Malign hipertermi

hastalik

a da depolarize edici kas
T yukselmenin ortaya

e Otozomal dominant gecisli kalitsal bi

* Inhalasyon yoluyla verilgn an¢fhes

gevseticilere yanit olaral |
cikisi Mortalite

Y) -
* Is1 46°C’ye kadar yukS 0 7
* En sik ve en erken belirt§"be enmedik ve acitklanamaz bir sekilde
end-tidal karbondioksit duzeylerinde hizli bir artis (dakikalar ya da
saatler icerisinde) ve bunu izleyen tasikardi ve masseter kasi
spazmidir.

* Vucut isisinda artis genellikle gec bir bulgudur.



Neuroleptic Malignant Syndrome

Noroleptik malign sendrom | .
(NMS) AT S &

* Tedavi edici dozlarda da olsa noroleptiklerin (haloperidol,
tiotiksen ya da piperazin fenotiazinler) kullanimindan sonra™
gelisen bir klinik tablo

e Siklikla bir noroleptik ilacin dozunda hizli bir (5 gun icinde)
vukseltmeden sonra ortaya cikar.

e Otonomik disfonksiyon
 Ekstra piramidal disfonksiyon (katotoni, genel kas kasilmalari)

* Bilinc degisiklikleri ve hipertermi (vucut isisi 41°C’ye kadar
cikabilir)

* Kreatin fosfokinaz duzeyi belirgin sekilde yukselmistir.



Serotonin sendromu

* Secici serotonin geri alinim
inhibitorleri, monoaminoksidaz

inhibitorleri ya da diger serotonerjik

ilaclara bagl olarak serotonin
reseptorlerinin asiri uyarilmasi

sonucunda ortaya cikan bir tablo

SEROTONIN @ NEUROLEPTIC
SYNDROME MALIGNANT SYNDROME

What time 15 $he

Cireps coming?

T heard +he circus

2 In a few m-mt'es? : \
? 15 (Wif\’ n SOJ‘Y‘.

Selegi“ne Meperidine



Nedeni Bilinmeyen Ates

* 1955 Keefer ilk kez detaylandirmis
e 1961 NBA (Petersdorf ve Beeson)

e 1991 Durack ve Street’in tanimlamalari Oh. .
e Klasik NBA you said
* Nozokomiyal NBA FUO...
| not UFO.

* Notropenik NBA
* HIV'la iliskili NBA




TABLO 2: Tirkiye'de NBA'nin etiyolojik dagilimi (%
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Kollajen doku hastaligi (%23.8, n= 10)

Tablo 3. Nedeni bilinmeyen atesi olan hastalarin
aldign tanilar

Tamilar Sayi

Infeksiyon hastaliklan (%45.2, n= 19)
Infektif endokardit
Bruselloz
Tiiberkiloz
Salmonelloz
Piyelonefrit
Karaciger apsesi
Psoas apsesi
Cluteal apse

ST I e AT T S o T = T UL Y S

lyi tedavi edilmemis bakterivel menenijit

Toplam 19

Still hastahg;
Gruplandinlamayan

Reiter sendromu

— ot ad

Romatoid artrit

Sistemik lupus eritematozus 1

Toplam 10
Malignite (%16.7, n=7)

Mide kanseri

Hipofiz adenomu

Akcider kanseri

Goz kansen

Hodgkin lenfoma

Akut lenfosiler losemi

] ol omed e md ok ]

Toplam

Digerleri (%:14.3, n=6)
Aillevi Akdeniz atesi
Tiroidit

Uzamis Febrl mivalji

- el o

Civa intoksikasyonu
Ulseratit kolit
Behcet hastalig

Toplam 6

Evaluation of Fever of Unknown Origin: Our Clinical Experience.Haykir Solay A,
Uslu M, Tiitiinci EE, Yiice D, Sencan i. FLORA 2013;18(4):161-168



Pooled analysis of 857 published adult fever of
unknown origin cases in Turkey between 1990-2006

0guz Resat Sipahi™™™ £ Sehnem Senol™® Guray Arsu™® Husnu Pullukcu™,
Meltem Tasbakan™®, Tansu Yamazhan™, Bilgin Arda™, Sercan Ulusoy™®

Ege University Faculty of Medicine Department of Infectious Diseases and Clinical Microbiology, Bornova, lzmir,
Turkey

@ Med 5ci Monit, 2007, 13(7). CR318-322
PMID: 17599026

Table 1. Causes of FUO in cases in whom it could be determined. 4 Turkiye’den 13 ¢calisma
857 hasta
Causes of FUO N (%)
Infectious diseases 403 (47.0)
Collagen vascular diseases 137 (15.9)
Oncological diseases 126 (14.7)
Other diseases 53 (6.1)
Reason of fever could not be determined 138 (16.1)

Total 857




Table 3. Collagen-vascular disease-related causes of FUQ.

Table 4, Oncological dissasss—elatsd causes of FUD

Table 5. Other diseases causing FUQ.

Oncalogical disease Disease N
Collagen-vascular disease Miacighinisihesses i
: Subacute thyroiditis
e e Mon-Hodokin'
Adult-onset Stills disease Lymiphoimia Familial Mediterranean fever 7
Systemic lupus erythematosis Leukemia d Sarcoldosis 4
: =4 Other hematological \
Systemic vasculits H Mialignancies ' Drug fever 4
Rheumatoid arthritis 8 Malignancy of unknawn crigin jmetastatic A Cirrhosis 3
Temporal arteritis b Esnarrema|
P Sedid angan tumer [anigin net menticned) 5 Inflam matory bowel disease 3
Polymyalgia rheumatica b —
ymyaig Lurey cancer 4 Hy’pﬂ Th}l'l pidism 2
Periarteritis nodosa 5 Other gastrointesting] system malignandes ] Basedow-Graves Disease .
Rheumatic fever ) Benal cell carcinoma 3
FrS— . Sweat’s Syndrome ¥,
Ankylosing spondylitis 4 ther nenpasia -
:'I B g * dﬁr Primary liven cange 3 Diverticulitis 1
Behcet's disease 4 \ .
__ _ Gastric adenocardnoma 3 Acute hepatitis 1
Other connective tissue diseases 3 - —
W | : ; Wivelodysplastic synerome i Guillain-Barre Syndrame 1
egener’s granulomatosis - :
- : - Colon carcinoma 3 Thrembotic thrombocytopenic pur pura 1
Juvenile rheumnatoid arthritis 2 Breasl caner :
, . ) Weber-Christian disease 1
Mixed connective tissue disease Z Peritanitis carcinomatasis [origin unknown) 2
= ) . Histiocytosis X disease 1
Takayasu arteritis 2 filultiple myelerna : ik
. " i - Granulamatous hepatitis 1
Henoch-5chonlein vasculitis 1 Hairy cell leukemnia ! P
iy Lwings sarcma 1 Tooac hepatitis 1
Dermatomyositis | skin cancer 1 ~
- - Reactive arthritis 1
Total 137 —— :
esuthelivcr i _ z
Hemalytic anemia 1
Cershellnpontin-angls wmer 1
Total 126 Total »

Sipahi OR et al — Fever of unknown origin In Turkey. Med Sci Monit, 2007; 13(7): CR318-32:



Malignancies

Systemic inflammatory diseases

Miscellaneous

Aleukemic leukemia 1/3 vakada
Atrial myxoma ates
Colon cancer

Hepatocellular carcinoma or other tumors
metastatic to the liver

Kaposi's sarcoma

Leukemia

Lung cancer

Lymphoma, especially non-Hodgkin's
Multiple myeloma
Myelodysplastic syndromes
%20 ates

Renal cell carcinoma

Sarcoma

Allergic granulomatous angiitis
Antiphospholipid syndrome
Behcet's disease
Cryoglobulinemia

Giant cell arteritis

Granulomatosis with polyangiitis (formerly
Wegener's disease)

Granulomatous hepatitis

Hypersensitivity vasculitis

Inflammatory bowel disease

Panaortitis

Polyarteritis nodosa

Reactive arthritis (formerly Reiter's syndrome)
Sarcoidosis

Still's disease

Systemic lupus erythematosis

Takayasu's arteritis

Disorders of temperature regulation (neurologic
and dermatologic)

Drug fever®

Environmental (metal and polymer fume fevers)
Factitious fever

Familial Mediterranean fever

Inflammatory bowel disease

Neuroleptic malignant syndrome

Periodic fever

Pulmonary emboli

Retroperitoneal hematomas

Chronic fatigue syndrome

Thyroiditis




BMC Infectious Diseases

RESEARCH ARTICLE Open Access

Clinical features and outcomes of patients @,
with fever of unknown origin: a o
retrospective study

ang 1ot AA0OINg Liu and Xlaochun Shi'™~

e 2004-2010 arasinda NBA nedeniyle takip edilip tani konmadan ve ates

yiksekligi devam etmekte iken taburcu edilen hastalarin uzun dénem
sonuclari

* Ortalama takip suresi: 518 hafta
e Ortalama ates suresi: 26 hafta

e 11 hasta (%19) sonrasinda tani almis (klinik tani, genetik test ve
biyopsi)




Table 2 Final diagnoses of 11 FUO cases

Final Time from febrile iliness Time from discharge Diagnostic

diagnosis to diagnosis (weeks) to diagnosis (weeks) methads
1 Viral infection 74 1 Clinical diagnosis
2 Tuberculosis 64.5 239 Diagnostic therapy
3 AID 3936 Genetic screening
4 AlID 479.1 4503 Genetic screening
5 ASD 383 173 Clinical diagnosis
6 ASD 46.7 239 Clinical diagnosis
7 ASD 534 5 Clinical diagnosis
8 ASD 86.2 466 Clinical diagnosis
9 Lymphoma 745 44 Pathology

93.1

Pathology
1484

5 hasta 46-450

6 hasta taburculuktan hafta arasinda

sonraki 6 ay icerisinde
Tan et al. BMC Infectious Diseases (2019) 19:19¢



Table 3 Outcomes after prolonged follow-up of 58 patients
discharged with undiagnosed FUO

n (%)
Final diagnosis 11 (19)

No final diagnosis 47 (81)
Devam eden ve 35 (60)

| kotulesen atesli /
Recurring fever hastalik nedeniyle 2 (4)

Death

Spontaneous resolution




* 39 yas kadin hasta

* 4 aydir ates yuksekligi

* Diz, el bilegi ve dirseklerde
agri

* Myalji

* Bogaz agrisi




 WBC: 32200 (%89 PNL)

e ESR92, CRP normalin 5 kati

e AST ve ALT normalin 3 kati

* Ferritin 3600 ng/ml (40-200)

* PAAG normal

 Otoimmun panel negatif

e Kan kulturtinde Greme yok, bogaz kulturt NBF



Yamaguchi ve arkadaslan

Major Kriterler
- Ates > 39 C’; 1 hafta veya daha fazla stiren
-Artralji: 2 hafta ve daha fazla stren
-Tipik cilt dokuntUsu: atesle birlikte makulopapuler,
Kasintisiz, somon-pembe renkli
-Lokositoz > 10 000mm3 nétrofil > % 80

Minor Kriterler
-Farenijit veya bogaz agrisi
-Lenfadenopati ve/veya Splenomegali
-Karaciger enzim anormallikleri (aminotransferazlar)
-Romatoid faktor veya anti-ntkleer antikor negatifligi

Digslama Kriterleri
-Enfeksiyonun olmayisi; 6zellikle sepsis ve EBV enfeksiyonu
-Malign hastaligin olmayisi; 6zellikle lenfora
-inflamatuar hastaliklarin yoklugu; ézellikle
Poliarteritis nodoza

Ikisi majér olmak (izere en az bes kriterin varligi ve dislama
kriterlerinin bulunmayis!




Malignancies

Systemic inflammatory diseases

Miscellaneous

Aleukemic leukemia
Atrial myxoma
Colon cancer

Hepatocellular carcinoma or other tumors
metastatic to the liver

Kaposi's sarcoma

Leukemia

Lung cancer

Lymphoma, especially non-Hodgkin's
Multiple myeloma

Myelodysplastic syndromes

Renal cell carcinoma

Sarcoma

Allergic granulomatous angiitis
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Wegener's disease)

Granulomatous hepatitis

Hypersensitivity vasculitis
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Panaortitis

Polyarteritis nodosa

Reactive arthritis (formerly Reiter's syndrome)
Sarcoidosis

Still's disease

Systemic lupus erythematosis
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Disorders of temperature regulation (neurologic
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Drug fever®
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Advanced

Format: Abstract « Send to ~

J Rheumatol. 2019 Mar 15. pii: jrheum.181204. doi: 10.3899/jrheum.181204. [Epub ahead of print]

Monoclonal gammopathy, arthralgias, and recurrent fever syndrome: a new autoinflammatory
syndrome?

Terré A', Talbot A2, Louvrier C3, Picque JB**, Mahévas M°, Amselem S°, Giurgea I°, Boutboul D®, Grateau G, Georgin-Lavialle S% GFM and MINHEMON
(Erench Network of dysimmune disorders associated with hemopathies).




E]-Rf.nqlul_h,.rr.;l:l
Aheumaloiagy D01: 10,5152 eurrheum 2014, 18023

m Novel presentations of periodic fever syndromes:
Discrepancies between genetic and clinical diagnoses

e FMF

* Muckle-Wells sendromu (MWS)

* TNF-iliskili periyodik sendrom (TRAPS)

* Hyperimmunoglobulinemia D with periodic fever syndrome (HIDS)

* Majeed syndrome
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ATES
TANISAL YAKLASIM

e Tekrarlanan klinik
) degerlendirmenin %90
olguda olasi tanisal
ipuclarinin saptanmasini
sagladigini gostermistir.

LABORATUVAR

* Bu sekilde saptanan
bulgularin bir ya da daha
fazlasi 2/3 hastada dogru
taniya ulasiimasini saglayan
bulgulardir.




OYKU TEKRARI!!!!
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Edtion; ENGLISH DEUTSCH ESPANOL FRANCAIS PORTUGLES
Dr | Solak £} SEARCH Q

Medscape Wednesday, May 1, 2019

NEWS & PERSPECTIVE  DRUGS & DISEASES ~ CME & EDUCATION  ACADEMY  CONSULT  VIDEO

CME

Copied and Pasted and Misdiagnosed (or Cloned Notes and Blind
Alleys): Case

Case Developed and
funded by Medscape
Ms. Green, 72 years old, was transferred to a university hospital for evaluation of a
change in mental status and for neurological follow-up. The patient had a history of CME Infsrmation
stage |IB adenocarcinoma of the colon s/p resection and neoadjuvant
chemotherapy and external beam radiation therapy. Prior to transfer, she was first
found to have an ischemic stroke in the right posterior temporoparietal area and Table of Contents
subsequently, a small frontal hematoma. Rheumatologic workup was unrevealing.
Transthoracic echocardiogram showed mild aortic regurgitation. She was also

] e (T i . - ' '



< & https//www.medscape.org/wewarticle/763617_2 |us)

Medscape CME & EDUCATION \ ATY TRACKER v

~ -~

treated WIS Cillin-sulbactam for presumed aspiration pneumaonia, and urine

grew out mel v-sensitive Staphylococcus aureus (MSSA) and Candida. Latn
On tn‘f; read as suspicious for hemorrhagic metastases, and gﬁsgite . notﬁ from the
place

read Wressmg concern about a loud murmur and possible
2‘:::: endocarditis, the term "hemorrhagic mets” appeared in the assessment and plan
[ |

andwe and was co
examir

note. The patient’s neurological function stabilized and she was discharged with
plans for possible brain biopsy and follow-up by oncology.

led from note to note for the rest of the hospital course. The physical

Three and a half weeks later Ms. Green was admitted with sepsis. MSSA grew out
of blood cultures and treatment for presumed endocarditis was initiated.
Echocardiogram revealed vegetations on the aortic valve. The patient continued to
deteriorate despite antibiotics and died three weeks after the second admission.
Autopsy confirmed that the brain lesions were due to septic emboli. There was no
evidence of recurrent colon cancer.



DIAGNOSTIC DILEMMA
Aimee K. Zaas, MD THE AMERICAN

Thomas J. Marrie, MD, Section Editors JOURNAL of
MEDICINE @

Rewriting History: Fever of Unknown Origin W) cosov

Jenna R. Bordelon, BS,*” Syeda U. Abbas, MD,” Arsalan Q. Shabbir, MD, PhD,® Andrew L. Ross, MD?

Departments of “Dermatology and Cutaneous Surgery and "Internal Medicine, Miller School of Medicine, University of Miami, Miami, Fla.

PRESENTATION significant for hyperpigmented. indurated plaques on the
bilateral external thighs. The plaques were exquisitely warm
and tender (Figure 1). Significant bilateral inguinal

Itrn\\c\l\nf‘.\o\nn\nfl\‘v TYrane ﬁl‘“ﬂ meacant

Sometimes, several attempts at an accurate history are
necessary before questioning elicits crucial information. The



* 34 yasinda kadin hasta

* Tip 1 DM

e 5 aydir suren, her gtin 40 dereceyi bulan ates
* Halsizlik, yorgunluk, kilo kaybi

« Ozgecmis ve soygecmiste ozellik yok

* Lokositoz yok.

* ESR: 140 mm/saat ve Hb: 8.3 g/d|I

 Amprik antibiyoterapiye yanitsiz.

* Romatolojik ve enfeksiydz nedenlere yonelik yapilan tim testler
negatif.



* Akciger BT normal

e Batin ve pelvis BT'de hepatomegali, retroperitoneal ve inguinal LAP
* LN biyopsi sonucu: reaktif hiperplazi

* KC ve kemik iligi biyopsileri: normal

e Taburcu ediliyor



e Taburculuktan 2 hafta sonra
* Ates 40 derece

* Her iki uyluk bolgesinde
hiperpigmente, endure, I1si artisi ve
hassasiyetin oldugu lezyonlar




Silikon granilomlarina karsi
sistemik reaksiyon

Figure 2 Tl1-weighted magnetic resonance imaging of the
pelvis with contrast enhancement and fat suppression demon-

strated a heterogeneous appearance within the soft tissues sur-
rounding the buttocks. This was representative of an intense

inflammatory process. Numerous arcas of signal void were

consistent with silicone denosits.



HAYALLER HAYATLAR

HASTAYA PULSE STEROID VERECEGIZ.
OLASI ENFEKSIYON,
KONTRENDIKASYON ACISINDAN

DEGERLENDIRILMESI

Odagi da yok
aslinda ama
bilemedim ki



Pet BT

* Maliyet etkin

* Geleneksel tani ydontemleriyle tani konulamadiginda

 Duyarhgi: Kanserler > Enfeksiyonlar, Inflamasyonlar > otoimmun

hastaliklar

Dong MJ et al. Eur J Radiol 2011; 80: 834-44




Acts Radedoges
Contribution of I18F-FDG PET/CT in 15 The Fosnduio Act Raki
a case-mix of fever of unknown origin —
and inflammation of unknown origin: f’fmi"i'ﬁ"“
a meta-analysis SSAGE

Ying Kan' @, Weil".ll:ﬂlanglr jie Liu', Jigang Yang'** and
* PET/BT nin degerlendirildigi 23 calismayi iceren bir metaanaliz
* Toplam 1927 hasta

* Non spesifik semptomlarin eslik ettigi NBA’da odagi erken saptamak

ve gereksiz tetkiklerden kacinmak icin ilk basamak testler arasinda
degerlendirilebilir



Medicine
I Systematic Review and Meta-Analysis e IC I n e

Association of '®F-FDG PET or PET/CT results
with spontaneous remission in classic fever of
unknown origin

A systematic review and meta-analysis

Maloki Takeuchi, MD, PRC®, Takashi Mihashi, MD, PhD®?, Anal Galler-Gwili, MDE,
Francisco Javier Garcia-Gomez, MD, MSc”, Emmanuel Andres, MD, PhD®, Daniel Blockmans, MO, PhD',
Mitsunaoa lwata. MD. PhD® Teruhiko Terasawa, MD, PhD*#

Medicine (2018) 97:43(e12909)

* PET/CT negatif NBA’da spontan regresyon %20-78
* pozitif hastalarda 0% to 48%

* PET/CT negatif hastalarda spontan regresyon ihtimali daha yiiksek



European Joumnal of Nucear Medicine and Molecular Imaging
hitpsy/doiorg/10,1007/500259-018-4121-1

ORIGINAL ARTICLE

@ Croeshark

'8F_FDGPET/CT in fever of unknown origin and inflammation
of unknown origin: a Chinese multi-center study

Qian Wang ' (® + Ya-Ming Li® - Yuan Li" - Feng-Chun Hua” - Quan-Shi Wang* + Xiao-Li Zhang® - Chao Cheng® -
Hua Wu” - Zhi-Ming Yao® - Wei-Fang Zhang? - Qing-Yi Hou'® - Wei-Bing Miao'" - Xue-Mei Wang '*

Received: 3 April 2018 fAccepted: 1 August 2018
1 Gpringer-Verlag GmbH Germany, part of Springer Nature 2018

Table 4  FDG uptake in different etiological diseases

Unknown

FDG uptake Infection Rheumatologic discase Malignancy Miscellancous
SUV mas Mean = 5D 54+3.6 94+7.0 50+33
Range 0.5~18.9 28-473 |.3~13.0

Visual score Mean £ 5D 23+0.7 2305 2804 2408
Range 0-3 -3 1-3 0-3

431+2.6
1.2~11.2
2.1+£0.7
-3




Akut faz reaktanlar

* ESR > 100 mm/h olan 263 hastanin %58’inde malignite (genellikle
lenfoma, myeloma), %25’inde enfeksiyon (endokardit genellikle) ve
romatizmal hastaliklari (RA veya dev hiicreli arterit)

* Normal ESR ve CRP belirgin bir inflamatuvar hastalik olmadiginin
gostergesi (enfeksiyon/romatolojik). Fakat her zaman ISTISNAlar
mevcut.

e Normal ESR ile bildirilen vaskulit vakalari mevcut
* PCT NBA’da yeri yok

A prospective study of 287 patients with polymyalgia rheumatica and temporal arteritis: clinical and laboratory
manifestations at onset of disease and at the time of diagnosis. Myklebust G et al.Br J Rheumatol. 1996;35(11):
116




Naproksen Testi

* Enfeksiyon vs Malignite

* Naproksen 2x375 mg veya baska bir NSAID 3 giin stire ile verildiginde
maligniteye bagli atesin hizli ve kalici bir sekilde dismesi beklenir.

* Enfeksiyoz etiyolojilerde ise bu dusus gozlenmez.
* Malignite vs Diger nonenfeksiyoz etiyolojilerde yeri yok




Lenf Nodu Biyopsisi

Generalize lenfadenopati varliginda yapilan lenf bezi

biyopsisi olgularin %70’inde tani konmasini saglarken, "L

izole servikal lenfadenopati de biyopsi ile tani konmasi

olasiligi cok daha dusuktur. D e

Spesifik olmayan inflamatuar degisiklikler, Sriotele
enfeksiyon / malignite ekarte olamaz

Posterior servikal, supraklavikular veya epitroklear bolge
tercih edilmelidir.




Lenf Nodu Biyopsi

* 7. LN biyopsisinde tani alan Hodgkin lenfoma bildirilmis.

* NBA ile izlenip lenfoma tanisi alan 53 hastanin retrospektif

incelemesinde

e 154 biyopsi (kemik iligi, lenf nodu, nazofarenks, karaciger, dalak ve subkutan

noduller) yapildigi

* hastalarin sadece 9’unun tekrarlayan kemik iligi biyopsisi ile tani aldigi

Biopsy needle inserted
into lymph node and
sample removed



* 26 yas kadin hasta

e 15 giindur ola al AP

R’  KiKuCHI FUJIMOTO
* Lokopeni, atig
* Monospot negati
* LN biyopsisi: histiyositik infiltratlarin eslik ettigi nekrotizan lenfadenit
* ARB ve fungus negatif



NBA’da amprik tedavi

 Steroid veya antimikrobiyal tedaviler
* Yeri tartismali olmakla birlikte genel olarak 6nerilmiyor.
* Bir sey yapmis olma cabasi daha cok

https://www.uptodate.com/contents/approach-to-the-adult-with-fever-of-unknown-origin




Cunha et al  Fever of Unknown Origin

1138.e12

(umbilicated papules) may suggest disseminated fungal
infections (Fusarium sp.). Noninfectious causes of solid
organ transplant fevers of unknown origin include drug
fever/rash. Post-transplant lvmphoproliferative disorders
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separated by at least 2 weeks of fever free intervals.'

Miscellaneous disorders are more likely the longer the
duration of recurrent fevers of unknown origin.'”"'" The
diagnostic approach to_recurrent fevers of unknown origin is
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unpasteurized milk suggests possible brucellosis. In fevers
of unknown origin, tick or louse-bome relapsing fevers
should be considered with headache, conjunctival suffusion,
and liver/spleen enlargement.” 'Y In returning travelers
from malarious areas, malaria should be suspected, but other
causes should be considered, including viral hepatitis,
typhoid/enteric fever, leptospirosis, endemic mycoses, and
rickettsial diseases (Rickettsia africae or R. typhi, R. conorii,
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Therapy of Fever of Unknown Origin

Fevers of unknown origin are a diagnostic challenge and not
a therapeutic problem. Until a definite fever-of-unknown-
origin diagnosis, antipyretic or antimicrobial therapy may
mask, delay, or obscure clinical manifestations and should
be avoided.""” Empiric therapy is prudent in a few difficult-
to-diagnose life-threatening fevers of unknown origin, for




Malignancies

Systemic inflammatory diseases

Miscellaneous

Aleukemic leukemia
Atrial myxoma
Colon cancer

Hepatocellular carcinoma or other tumors
metastatic to the liver

Kaposi's sarcoma

Leukemia

Lung cancer

Lymphoma, especially non-Hodgkin's
Multiple myeloma

Myelodysplastic syndromes

Renal cell carcinoma

Sarcoma

Allergic granulomatous angiitis
Antiphospholipid syndrome
Behcet's disease
Cryoglobulinemia

Giant cell arteritis

Granulomatosis with polyangiitis (formerly
Wegener's disease)

Granulomatous hepatitis

Hypersensitivity vasculitis

Inflammatory bowel disease

Panaortitis

Polyarteritis nodosa

Reactive arthritis (formerly Reiter's syndrome)
Sarcoidosis

Still's disease

Systemic lupus erythematosis

Takayasu's arteritis

Disorders of temperature regulation (neurologic
and dermatologic)

Drug fever®

Environmental (metal and polymer fume fevers)
Factitious fever

Familial Mediterranean fever

Inflammatory bowel disease

Neuroleptic malignant syndrome

Periodic fever

Pulmonary emboli

Retroperitoneal hematomas

Chronic fatigue syndrome

Thyroiditis




llag atesi

* Termoregulasyonu etkileyerek, alerjik veya idiosenkratik bir
reaksiyonu stimule ederek atese yol acarlar

Eozinofili ve dokiintu vakalarin %25’inde

mevcut.
Dolayisyla olmamasi ila¢ atesini dislamaz.

https://www.uptodate.com/contents/etiologies-of-fever-of-unknown-origin-in-adults




llag Atesi

ANTIMIKROBIYAL ILACLAR

* Antihipertansifle
* Antiaritmikler

* Antittiroid ilaclar
e Kokain veya eroi
* Digoksin, aminog

1 WIN] I Olk hangi
grupta
gozleniyor?




llag atesi

 Sure degisken, taniy1 destekler bir bulgu degil

* |lac baslandiktan kisa siire sonra, haftalar aylar hatta bazen
villar sonra

* Tani: stipheliilacin kesilmesi sonrasi genellikle 72 saat icinde _®
ates duser. Bazi vakalarda haftalari bulabilir. |

* Birlikte alinan ilac sayisi arttikca risk artar



llag Atesi

* |leri yasta risk daha yiksek
* HIV + hastalarda daha sik goruluyor
e Kistik fibrozis hastalarin ilac atesi daha sik bildirilmis.

* Ozellikle parenteral beta laktam antibiyotikler (piperasilin, imipenem
silastatin )

Allergic reactions to parenteral beta-lactam antibiotics in patients with cystic fibrosis
Pleasants RA, Walker TR, Samuelson WM Chest. 1994;106(4):1124.




Antikonvulzanlar

* Karbamazepin

* Fenitoin

* Fenobarbital

* Primidon

* Insidans 5000 hastada 1

* Ates genellikle tedavinin 5-6. glininden sonra baslar.
* Lenfoma, mononukleoz benzeri tablo ile seyir

* [la¢ kesildikten sonra 2-6 haftada gerileme




Ates ve dokuntu

* DRESS sendromu (eozinofili ve sistemik semptomlarla seyreden ilag rxn)
* Stevens Johnson sendromu

* TEN

e GVHD

* Sweet sendromu (akut febril notrofilik dermatoz)

* Vaskulitler

* Lédsemi kutis

* Kutandz lenfoma

e Engraftman sendromu (HSCT sonrasi ates dokiinti ve multiple organ yetm



Dress sendromu
(Drug reaction with eosinophilia and systemic

symptoms)

* Nadir fakat mortalitesi yiksek (ilaca ve immun duruma goére
degismekle birlikte 1-5/10000 hasta) (en sik karbamazepin, fenitoin)

e Lamotrijinde eriskinde 1/300, cocuklarda 1/100
* Ciltte erupsiyon, hematolojik bozukluk, LAP

* Organ yetmezligi

* Latent herpes virls reaktivasyonu
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DRESS syndrome: Part |. Clinical perspectives. Husain Z, Reddy BY, Schwartz RA
J Am Acad Dermatol. 2013;68(5):693.e1



Drugs associated with drug reaction with
eosinophilia and systemic symptoms (DRESS)

Frequently reported

Allopurinol
Carbamazepine
Lamotrigine
Phenytoin
Sulfasalazine
Vancomycin
Minocycline
Dapsone

Sulfamethoxazole

Also reported

Phenindione
Fluindione

Beta-lactam antibiotics
Nevirapine

Olanzapine
Oxcarbazepine
Strontium ranelate
Telaprevir

Lenalidomide

Yeni bir ilaca baslamis
Dokintusi olan

38-40 derece atesi olan
Yiizde 6dem

LAP



Postoperatif ates

* Dokuda gelisen travmaya bagli salinan sitokinlere bagli inflamatuar
yanit

* IL-6 ile iliskili
* Genellikle kendiliginden geriler fakat ciddi bir komplikasyonun
habericisi de olabilecegini unutmamaliyiz. Sadece enfeksiyon degil,

enfeksiyon disi ciddi komplikasyonlar da benzer tabloya sebep
olabilir.

e Cerrahi buyudukce ates yaniti artar
* Laparoskopik kolesistektomi < acik kolesistektomi

o Open versus laparoscopic cholecystectomy: a comparison of postoperative temperature. Dauleh Ml et al J R Coll Surg Edinb. 1995;40(2):116.
Cytokine secretion after cardiac surgery and its relationship to postoperative fever Mitchell JD et al. Cytokine. 2007; 39:37
Postoperative hyperthermia following off-pump versus on-pump coronary artery bypass surgery. Clark JA et al. Cardiothorac Vasc Anesth. 2005;19(4):426



Postoperatif ates

* Doku travmasina bagli gelisen sitokin yanitini etkileyen genetik
faktorler gosterilmis.

* Osteogenesis imperfekta nedeniyle yapilan ortopedik cerrahi sonrasi
artmis ve uzun suren ates yaniti (kontrol grubu ile karsilastirmali)

Increased postoperative febrile response in children with osteogenesis imperfecta. Ghert M et al.
J Pediatr Orthop. 2003;23(2):261.
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Causes of postoperative fever

Infectious

Surgical site infection

Pneumonia (ventilator-associated and aspiration)

Urinary tract infection (usually with an indwelling bladder catheter)

Intravascular catheter-associated infection
Antibiotic-associated diarrhea

Sinusitis

Otitis media

Parotitis

Intraabdominal abscess

Meningitis

Acalculous cholecystitis
Transfusion-associated viral infections

Foreign body infection (orthopedic hardware, endovascular devices eg, prosthetic heart valves, grafts, and stents)

Osteomyelitis
Endocarditis




Noninfectious

Surgical site inflammation without infection

Hematoma/seroma

Suture reaction

Thrombosis

Deep vein thrombosis
Pulmonary embolism (thrombotic or fat embolism)

Inflammatory

Gout/pseudogout

Pancreatitis

Vascular

Cerebral infarction/hemorrhage

Subarachnoid hemorrhage
Myocardial infarction
Bowel ischemia/infarction

Other

Medications

Drug/alcohol withdrawal

Transfusion reactions

Transplant rejection

Hype‘rthyroid'i'sm (including thyroid storm)

Hypoadrenalism

Cancer/neoplastic fever




Postoperatif ates

Akut | ( Subakut | [ Gecikmis |

Hizli gelisen

|

|

| Saatler icinde < 1 hafta

* Enfeksiyonlar

* llaglar | e Pankreatit * Enfeksiyonlar
* Anestezikler
e * Mi :
e Kan urinleri . b embol * Enfeksiyonlar
* M.hipertermi * Tromboflebit * llag atesi

0 U » Alkol cekilme * P.emboli

e Gut * Tromboflebit



e 37 yasinda erkek hasta

* 3 glin 6nce ADTK nedeniyle gelisen tibia kirigi nedeniyle acik
reduksiyon ve fiksasyon uygulanmis.

* Operasyondan sonraki guin gelisen ates nedeniyle genis spektrum
antibiyotik baslanmis.

* Ertesi glin hipotansif olmasi Gzerinde konsulte edilmis.
e 3 aydir milier tbc tanisi ile antitbc tedavisi almakta
 Halsizlik, glicstzluk



* Inotrop baslanmis.
* FM’de ates 39, TA: 85/60 mmHg (inotrop altinda) HR: 112/dk
* Batinda yaygin hassasiyet + defans rebound yok

e WBC: 11500 (%70 PNL)
e CRP: 89 Na: 129 K: 5.6 Cre: 1.8
e PAAG normal. Batin USG normal



Ipuclar

* Hipotansiyon
* Ates
* Hiponatremi

ADRENAL KRIiz

* Hiperkalemi
* Travma/stres sonrasi gelisen septik sok tablosu
e Steroid tedavisi/ adrenal bezleri tutabilecek grantilamatoz enfeksiyon




Postoperatif ates vs Atelektazi

* Postop atesi yorumlamak icin sik kullandigimiz bir durum
* Atesin atelektazi ile bir iliskisi olmadigi gésterilmis.
e Fakat her iki durum da sik karsilasildigi icin muhtemelen koinsidental.

* Maalesef klinisyenleri ates etyolojisini aciklamak icin yanlis
yonlendiren bir durum, gercek sebebini arastirmiyoruz.




GEL DE
. 5 giin 6nce TEY ANTIBIYOTIK
VERME

ade greft cev




Postimplantasyon sendromu

* Endovaskuler anevrizma onarimi (EVAR) sonrasi %13-60 siklikta
» Ates (bazi serilerde vakalarin 2/3’Gnde 38.6 Uzerinde bildirilmis)
* TEVAR sonrasi da gozlenebiliyor
* Postop ilk 10 glinde

* Lokositoz

e Akut faz reaktanlarinda artis

e Kulturler negatif




Postimplantasyon sendromu

* Antimikrobiyal tedavisiz ateste gerileme

* Sebebi net ortaya konmus olmasa da vaskller midahale ile IL-6’daki
artis olabilir

e farkl greft tiplerinde sikhigi benzer
* Tedavi: aspirin
* Steroid, danazol denenmis. Tartismal

Volume of new-onset thrombus is associated with the development of postimplantation syndrome after
endovascular aneurysm repair. Kakisis JD et al. J Vasc Surg. 2014 Nov;60(5):1140-5.

The impact of endograft type on inflammatory response after endovascular treatment of abdominal
aortic aneurysm. Moulakakis KG et al. J Vasc Surg. 2013 Mar;57(3):668-77




241.12C genellikle
enfeksiyon disi
nedenlere bagl

Sik gorulenler
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Noninfectious causes of fever in the intensive care unit

Other causes

Acalculous cholecystitis

Adrenal insufficiency

Benign post-operative fever
Drug fever

Pancreatitis

Thyroid storm

SOK TABLOSU

Acute respiratory distress syndrome (late)
Burns

Drug overdose (eg, aspirin anticholinergic drugs)
Drug withdrawal

Gout

Heat stroke

Intracranial hemorrhage

Ischemic colitis

Malignancy

Malignant hyperthermia

Myocardial infarction

Neuroleptic malignant syndrome
Pheochromocytoma

Seizures

Serotonin syndrome

Thromboembolic disease

Vasculitis




YBU’de hasta ates gikardi, sevinelim
mi?

Enfeksiyonu varsa evet

Cunki YBU’de enfeksiyon gelisen hastalardan ates yaniti olanlarda
mortalite daha dusuk saptanmis (36.5-36.9 vs 39-39.4) (OR, 0.56; 95%
Cl 0.48-0.66)

Enfeksiyonu yoksa hayir

Atesi olan hastalarda mortalite daha ytksek (OR, 2.07; 95% ClI
1.68-2.55)

Early peak temperature and mortality in critically ill patients with or without infection.
Young PJ, et al. Intensive Care Med. 2012



tical Care 2012, 16R33

‘C: CRITICAL CARE

Association of body temperature and antipyretic
treatments with mortality of critically ill patients
with and without sepsis: multi-centered
prospectlve observatuonal study

RESEARCH

i Antipyretic in Critically ill pa Evaluation (FACE) Study Group, Byung He

¢ 25 YBU’ de >48 saat kalan ve noroIOJlk hasar| olmayan 1 425 hasta

* Septik hastada ates mortalite icin risk faktori degil fakat NSAID veya
acetaminophen ile midahale 28 gunlik mortalite icin bagimsiz risk

faktoru (adjusted odds ratio: NSAIDs: 2.61, P=0.028, acetaminophen:
2.05, P=0.01),

e Septik olmayan hastalarda 239.5°C ates mortalite icin bagimsiz risk
faktoru. Septik olmayan hastada risk faktori degil. (adjusted odds
ratio: NSAIDs: 0.22, P=0.15, acetaminophen: 0.58, P=0.63).



Noroloji/Nérosirurji YBU

Ates insidansi % 23 ve bunlarin yarisi enfeksiyon disi

o

A SANTRAL
HIPERTERMI

Travmatik beyin hasari

Intraserebral kanama
)

Rabinstein AA, Sandhu K. Non-infectious fever in the neurological intensive care unit: incidence, causes and
predictors. J Neurol Neurosurg Psychiatry. 2007;78(11):1278-80.
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ORIGINAL ARTICLE
Procalcitonin is a Poor Predictor of Non-Infectious Fever
in the Neurocritical Care Unit
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* Intrakranial kanamasi olan ve ates yuiksekligi saptanan hastalar
* Sonuc: PCT ile enfeksiyon vs enfeksiyon disi ates ayrimi yapilamaz.
e Hatta en yuksek PCT degeri enfeksiyon disi ates grubunda gozlenmis.



Non-infectious fever in the neurological intensive care unit:
incidence, causes and predictors
Alejandro A Rabinstein, Kirsten Sandhu

* Enfeksiyon disi ates %33 hastada

e Travmatik beyin hasari olan hastalarda enfeksiyon sikligi daha fazla (52% vs 36%;
p =0.06)

e Subaraknoid kanamasi olan hastalarda ise enfeksiyon disi ates daha fazla (48% vs
18%; p = 0.01)

* Enfeksiyon disi ates daha erken basliyor
* |lk 72 saatte gelisen ates enfeksiyon tanisindan uzaklastiriyor (p = 0.01).
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