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Lent Nodu

* Lenf damarlarinin yolu tzerinde bulunan 1-15 mm c¢apinda oval,
yuvarlak veya bobrek sekilli kapsulli lenfoid organlardir
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Lenfadenopati

* Lenf nodlariin (LN) biytikliik, kivam ve sayisinda olusan
anormallik

* Servikal bolgede 1 cm,
* Inguinal bélgede 1,5-2 cm’ ye kadar olan lenf bezleri normal

* Oksipital, postaurikular, aksillar, epitroklear bolgede 0,5 cm,

e Supraklavikular bolgede 1-2 mm. den blyuk lenf bezleri patolojik



Tablo 1. Lenfadenopati Tanisinda Epidemiyolojik ipuglar
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Lenfadenopati
Yaklasim

 Lokalize LAP icin anamnez ve fizik muayene bulgulari ile benign veya
kendi kendini sinirlayan bir streci dustindurirse takip edilebilir

(4 hafta kadar)

* Bu sirede yeni semptom ortaya ¢cikmasi durumunda veya LN hizli
degisiklikler fark edilir veya baska LAP gelisirse erken basvuru
onerilmeli ve arastiriimali

* Nedeni aciklanamayan,
e 3-4 haftadan uzun suren,

* Yuksek riskli: Supraklavikular LAP, eslik eden semptom varligi (ates,
gece terlemesi, kilo kaybi) durumunda biyopsi yapiimali



Lenfadenopati
Yaklasim

* Reaktif stirecler dustintiliyor ise ince igne aspirasyon biyopsisi (IIAB)
vapilabilir, ancak malignite 6n tanisi durumunda eksizyonel biyopsi
planlanmali

* En bluyuk
* En riskli (Supraklavikular>......> Inguinal)
 Kolay ulasilabilir LN tercih edilmeli



Jeneralize- Lokalize Lenfadenopati

* Bu ayirim ayirici tanida cok onemli
* Sistemik bir hastalik gostergesi olan jeneralize LAP hemen arastiriimal

* Lokalize LAP saptandiginda diger bolgelerin muayenesi ve
goruntuleme onemli

* Lokalize LAP en sik bas boyun bdlgesinde
* Genelllikle reaktif buylyen servikal ve inguinal LN 3-4 hafta izlenebilir



Lenfadenopati-Etyoloji

Malignancies

Infectious
Autoimmune Disorders

Miscellaneous/unusual conditions

latrogenic causes

e Cancer

* Hypersensitivity

* Infection

* Collagen vascular diseases

* Atypical LPD

* G:Granulomatous (Tuberkiloz,
histoplazmoz, mikobakteriyel
enfeksiyonlar kriptokok, kedi
tirmigi)

* Others



Lenfadenopati-Etyoloji
HIV Enfeksiyonu

e Kolombiya’da 120 HIV hastasinin eksizyonel biyopsi sonuclari
* %58 enfeksiyonlar, %32,5 reaktif LN, %6,6 neoplastik hastaliklari ve % 2,5 normal

bulgular
Table 1 Diagnosis of HIV-Positive Cases
. 0 L] oo e - - -
% 48,3 ile en sik tani tuberkuloz Cytologic diagnosis No. of cases
PGL 10
Main causes of non-neoplastic lymphadenopathy associated with HIV infection. Infection
Tuberculosis 8
1. Infections Suggestive of tuberculosis 1
2 R;“‘F“’"’ Ch“"g"’s;. R, Fungal infection
) tent :
a. Persisten gEI'I.EI’ 1Zed lymp enopatny Cryptococcosm 2
b. Castleman disease . .
c. Kikuchi-Fujimoto disease H_|st0plasm05|s 1
d. Progressive transformation of germinal centers Malignancy
e. IgG4-associated disease Non-Hodgkin’s lymphoma
f. Rosai Dorfman disease Squamous cell carcinoma 1
Nondiagnostic 1

Total cases 25




Lenfadenopati-Etyoloji
HIV Enfeksiyonu

* En sik servikal, sonrasinda jeneralize LAP
* 30 hastaya IIAB

Frequency and proportion of etiologies of lvmphadenopathy in HIV/AIDS patients.

Etiology Diagnosis (n) Study patients (n=72)  Localized LAP (n=45) Generalized LAP (n=27)
Tuberculosis Definite (8) Probable (16) 24 (33.3¢;) 15 (33.3¢93) 9 (33.3¢)
Lymphoma Definite (6) Probable (6) 12 (16.69) 3 (6.6%) 9 (33.39)
Toxoplasmosis Definite 4) Probable (1) 5 (6.99;) 1 4 (14.8¢)
Cytomegalovirus Definite (1) Probable (2) 3 7 1
Kaposi’s sarcoma Lymph node pathology (1) Palatine lesion pathology (1) 2 1 1
Leishmaniosis Skin pathology (1) Bone marrow culturesserology (1) 2 1 1
Streptococcus pyogen  Lymph node smearsculture (1) Lymph ulcer smear+culture (1) 2 2 0
Staphylococcus aureus Blood/lymph node culture+pathology (1) Lymph node smear+culture (1) 2 2 0
Varicella Lymph node pathology+skin rash+response to treatment (2) 2 2 0
Herpes simplex Serology+clinical+response to treatment (2) 2 2 0
Oral cavity infection  Clinical infection+response to treatment (1) I 1 0
Unknown N/A 13 (18.09) 11 (24.4¢;) 2




Lenfadenopati ,, | )
* 453 HIV + ve and 136 genel populasyonda servikal LAP [IAB
HIV+ / - sonuglari degerlendirilmis

Diagnosis HIV positive HIV negative P value
patients(cases) patients{cases)

Benign lesions
Reactive lymphoid hyperplasia 131(28.9%) 51(37.5%)
Non-specific inflammation 90(19.9%) 26(19.1%)
Suppurative lymphadenitis 11(24%) 8(5.9%)
Granulomatcus lymphadenitis 5(1.194) 0
Kikuchi disease 1(0.29) 1(0.79)
Opportunistic infections 190(41.9%) 17(125%)
Mycobacterial infection 174{38.4%) 17(12 5%)
Tuberculosis 155(34.2%) 17(125%)
Nontuberculous mycobacteria 19(4.29) 0(4.2%)
Cryptococcosis 701.5%) 0
Talaromyces marneffei 7(1.5%) 0
Other fungus 2(04%) 0
Epidermal inclusion cyst 2(04%)
Lipoma 102%)
Vascular lesions 0

Malignant lesions
lymphoma
Hodgkin lymphoma
Non Hodgkin lymphorna
Kaposi's sarcoma
Metastatic carcinoma
squamous cell carcinoma
adenocarcinoma
small cell carcinoma
hepatocellular carcinoma

Unsatisfactory aspirates

Total




_enfadenopati
HIV+ / -
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Opportunistic Mycobacterial Tuberculosis Epidermal inclusion Metastatic carcinoma
infections infection cyst

mHIV positive patients (n=453) ® HIV negative patients (n=136)

Fig. 1 The positive rate of Opportunistic infections including Mycobacterial infection that are mainly tuberculosis in HIV/AIDS patients is
significantly higher, and the positive rate of Epidermal inclusion cyst and Metastatic carcinoma is markly lower than that in HIV negative patients
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HIV iliskili Lenfadenopati

* HIV enfeksiyonunun herhangi bir doneminde, hastaligin kendisinin yol actigi LAP
gorulebilir

e Akut HIV enfeksiyonu
Reaktif LAP (%50-70 hastada gorulmekte)
Ates, HSM
e Kronik HIV enfeksiyonu
* ileri evre hastalik/AIDS
Dusuk CD4 sayisi! Enfeksiyonlar ve maligniteler

Persistant Jeneralize Lenfadenopati *



Persistant Jeneralize Lenfadenopati

* HIV hastalarinda jeneralize LAP’in en sik nedeni ve LN biyopsi
sonuclarinin yaklasik %50’sini olusturmakta

* Inguinal boélge disindaki en az iki bolgede, tic aydan daha uzun suredir
devam eden bluyumus LN (> 1 cm)

* Genellikle simetrik, orta derecede buylimaus, hareketli, agrisiz, plastik
kivamli

 Servikal, submandibular, oksipital ve aksillar bolgede

* HIV pozitif hastada ciddi immunsupresyon ya da diger klinik belirtiler
yoksa simetrik lenfadenopati icin ileri inceleme genellikle gerekmez



Persistant Jeneralize Lenfadenopati

e Patoloji:

 Evre I: Reaktif germinal merkezleri olan bliyimus lenfoid foliktller
ile karakterize. Germinal merkeze penetre olan kiicuk lenfosit
kimeleri folikul lizisi ve germinal merkezin destriksiyonu ile
sonuclanir

* Evre ll: Lenfosit miktarinda azalma, plazma htcrelerinin birikimi ve
kcUlmus germinal merkezler gorullr

* Evre lll: Foliklller neredeyse tamamen kaybolmustur ve tamamen
destrikte olmus (burned-out) germinal merkezler mevcuttur. Plazma
hlcrelerinde artis ve lenfositlerde azalma mevcuttur. LN icindeki
damarlarin proliferasyonu gorulir



LAP-Enfeksiyonlar

TABLE 87-1 Forms of Lymphadenitis

REGIONAL "WITH FGUINAL
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LAP-Enfeksiyonlar

TABLE 87-1 Forms of Lymphadenitis—cont"d

REGIOMAL WITH INGUIMAL

SUPPURATION BURC

D SEA SE INFECTING ORGAMNISM REGOMAL (DR CASEATIOM) FORMATION ULLEROGLANDULAR GCULOGLANDULAR GEMERAL
Ridkuttsiaa
Houlonress e, s R il anong +
Soub phe Rickelish Bnsmanesty +
Rk etk i Rz sy el +
Chla g olia |
LyTTiEd10 i@ ma ko A e um Champala fachonat s + + +
WViral
Measl Mz s v s +
Hubdls Aubels vius +
Ik o rmororisd ece s Freldn-Eam v +
Cybom elow ines monanucks Cylomegabyins +
Damnqua Tevwr Dargua vne +
Wil Mo Tover Wimt Mlevine +
Lasa e v Lz Tever s +
Crophar yrosa Feaps inlechion Hatpes Arpde vinas s 1 + + +
Genital hemEs niecion He: e smplex vius ipe 2 +
Frimany HHV-S nleclion Human herpesims & +
Frmagy HH-7 miedon Hymen epevins 7 +
Cowpox Compom wus + £
Fraryrgocapancial Tasr Fdanoines (hypes 2 ard T + +
Epie mic beralo on jun diilis Ad e s (s B and 19 +
A, ACG-reda ke compl ax Human immunodsl dency Wns +
Frotozoan
Kl arar Lashmensdomiien/ +
AWcan inypan ool s iy mescm a oy +
Chaps disaas Ty rrsrna ol +
TompEsmoss yopesma ganoi + +
Halminthic
Filar s Wirchoaya banoodt + +

Bnpls masy ! !
Lotads L b

[ glageia-faF i

Ommhacera e ilos




Enfeksiyonlar

e HIV hastalarinda LAP’In 2. en sik sebebi

* Tuberklloz endemik Glkelerde sik, diger tGlkelerde tiberktloz disi
mikobakteriler (Mycobacterium avium complex, MAC) etken

TABLE 1: Comparison of Mycobacterial Tuberculosis and Nontuberculous Mycobacterial Infections in

Patients With HIV Infection

Feature Mycobacterial Tuberculosis Nontuberculous Mycobacterial Infection
Transmission Person to person Environment to person
Lymph node attenuation Central or diffuse hypoattenuation (93% of cases) | Central or diffuse hypoattenuation (14% of cases); clustered lymph
nodes typical
Presence of visceral lesions More common (73% of cases) Less common (20% of cases)
Individual node size Typical mean, 4 cm Typicalmean, 2cm




TUberkUloz

100 HIV tanili hasta, IIAB
* %72 WHO klinik evre 4
%24 evre 1, %4 evre 2 ve %4 evre 3
* En sik axillar LAP (%84) (%26 lokalize axilla)
* %60 servikal LAP (12% lokalize servikal)
* % 52 jeneralize LAP

Cytological examination Number of patients AFB +VE in TB culture in Fungal culture in
put to culture (76) IN-stained smears  LJ-media +ve (60) SDA media +ve

Reactive hyperplasia (40} 27 Fi 15 1]

Caseation necrasis (40) 40 az? 40 1]

Caseation nacrosis and ill-formed epithelioid call granuloma {16) 5 5 & 0

Epithelicid cell granuloma 2 0 0 2

NHL (2] 0 0 0 0
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* CD4 sayisi >350/pL olan hastalarin %70’inde s i o e
reaktif hiperplazi (p=0.047). BRI | ety
- ; - AL - 9 ‘.\ . " y . 3
e CD4 sayisi <50/uL olan hastalarin %71’inde T '-,7'_""&”’ %*‘ﬁ%

kazeifikasyon nekrozu ve ARB+
e En dlistik ARB+ligi CD4 sayisi >350/uL olan hastalarda
* ARB+ligi ve disuik CD4 sayisi arasinda anlamliiliski bulunmus (p=0.017)

CD4+ count  No of patients Reactive Caseation Caseation necrosis+ ill-formed Granuloma (%) NHL AFB +ve (%)
hyperplasia (%) necrosis (%) granuloma (%)

0-50 28 4 (14.3) 20 (71) 4(14.3) 0 20 (71.43)

>50-200 36 14 (38.89) 12 (33.33) k3 10 (27.77) 0 16 (44.44)

>200-350 16 8 (50) 4 (25) 1(6.25) 2(12.5) 1 4 (25)

>350 20 14 (70) 4 (20) 1(5) 1 4 (20)

Total 100 40 40 16 2 44



TUberkUloz

* 15 HIV+
* EBUS

Total Microbiological results
Characteristics n=15 _ _
- — Positive smear for acid-fast bacilli: 1 (7%
Demographic characteristics
Age (years) S0+11 Positive culture
Male sex 12 (80%) Mycobacterium fuberculosis 2 (13%)
HIV infection Mycobacterium avium-intracellulare 3 (20%)
CDC stage C 6 (40%) Xpert MTE/RIF
Nadir CD4 cell count (/mm’) 195162 Positif for Mycobacterium tuberculosis 2 (13%)
ith viral loa res/ 265031+3252 . : : ; \
Zenith viral load (coples/ml) 65031+ 60 Negatif for rifampin resistance mutation 2(13%)
CD4 cell count (/mm?) 345+292 -
B Side effects
Time between HIV diagnosis and EBUS-TBNA (vears) 14+11
. — . . - Bronchospasm 1{7%)
Antiretroviral initiated at the time of EBUS-TENA 11 (73%)
- — J—— Diagnosis after EBUS-TBNA
Viral load < 20 coples/ml 7 (47%)
. S .
Chest computed tomography Tuberculosis 2 (13%)
Lymphnode stations involved Infection & Mycobacterium avium-intracellulare 3 (20%)
2 3 (20%) Adenocarcinoma 1(7%)
4 8(53%) Epidermoid carcinoma 2113%)
6 1(7%) Non-small cell carcinoma 1 (7%)
7 7 (A7) - - _
: 7 47%) Castelman disease 1(7%)
10 2 (13%) . . -
e Sarcoldosis 1 (79%)
11 4(27%) .
Professional dustiness 1(7%)
12 1(7%)
- - - ;
Lymphnode size (cm) 2 25.20.62 Surgical procedures following EBUS-TBNA
PET/CT results Mediastinoscopy 1 (7%)
SUV max 7.6£2.8 Thoracoscopy 1 (7%)




TuberkUloz-disi Mikobakteriler

* 33 y kadin hasta

* HIV tanili + PCP 6ykuasu, ancak ART kullanimi yok

e CD4 sayisi 4/ul ve HIVRNA 3.1 milyon kopya/mL

e Kusma+ karin agrisi

* Btde boyun ve intraabdominal yaygin LAP+, Lenfoma?

* Lap. Mezenter LAP biyopsi: Non-nekrotizan granilom ve ARB+
* Kan ve periton klltirinde Mycobacterium avium complex

* 18 ay anti-mikobakteriyel tedavi ? ile sifa



IRIS-MAC

* |IRIS’ te LAP sik gortlen bulgu

e Tuberktloz endemik olmayan
ulkelerde MAC enfeksiyonu
IRIS’in en sik enfeksiyoz
komplikasyonu

* Bu enfeksiyona atfedilen IRIS
. . . . . . . TABLE 2: Diseases Associated With Inmune Reconstitution Syndrome After Highly Active
gelisimini MAC profilaksisi Antiretroviral Therapy

e n e I I e m ez Type of Condition Disease
g Infectious
. . Mycobacterial Mycobacterial tuberculosis, nontuberculous mycobacterial infections
° 3 kI I n I k fo rm : Fungal Cryptococcal infections, Pneumocystis carinii pneumonia, histoplasmosis
Viral Cytomegalovirus infection, hepatitis B or C, herpes simplex infection, progressive multifocal leukoencephalopathy
. . o ) .
Pe rlfe ri k LA P ( 3 3 A)), Neoplastic Kaposi sarcoma, lymphoma
Inflammatory Sarcoidosis
H (o) Autoimmune Polymyasitis, lupus erythematosus, rheumatoid arthritis, Graves disease
Pulmoner-torasik form (29%) P

intraabdominal form (25%)
(Morbidite ylksek)




Toksoplazma

En sik klinik ensefalit

(Fokal santral sinir sistem lezyonlari
gorulebilmekte)

LAP ile prezente olabilir, genellikle bas
ve boyun bolgesi

Histolojik olarak folikiler hiperplazi ve
monositoid B-lenfosit agregatlari ve
tabakalari gbzlenir. Monositoid hlicreler
subkapstller ve paratrabekiler
alanlarda ve epiteloid hiicrelerde
bulunur ve folikulleri istila eder.
Granllom gorilmez

Tani Giemsa veya immunhistokimyasal
boyama ile trofozoit gértlmesi veya
PCR ile saptanmasi

Fig. 3. Toxoplasmic lymphadenitis in a patdent with HIV infection. Reactive follicle, epi-
thelioid histiocytes, some in clusters, in paracortex, encroaching a germinal center.




Lenfoma

* Lenfoma insidansi HIV hastalarinda belirgin artmistir

* HIV hastalarinda non-Hodgkin lenfoma riski genel populasyona gore 60-200
kat yuksek

* Bu risk ART ile azalmakla birlikte HIV hastalarinin yaklasik %5-20’sinde non-
Hodgkin lenfoma gelismekte

* HIV hastalarinda daha genc yaslarda (ortalama yas 37) gorilmekte (Genel
populasyanda 65 yas)

* En sik lokalizasyon boyun (%50)
* Generalize LAP ile karakterize, generalize HIV LAP’tan ayirmak guc

* Lenfomada orantisiz daha buyuk LAP ve LN disi tutulum mevcut (santral
sinir sistemi, gastrointestinal sistem ve kemik iligi)



Castleman Hastaligl

* Lenfatik dokuda B-lenfosit ve plazma hucre proliferasyoni ile karakterize
* Jeneralize LAP, multisentrik veya unisentrik,

e HIV hastalarinda tipik olarak multisentrik ve human herpesvirus-8 (HHV-8)
ile iliskili, kotl prognozlu

* Kaposi Sarkomu siklikla eslik etmekte
e Kaposi Sarkomundan farkli olarak CD4 sayisi ve ART'den bagimsiz

* HIV ve Castleman hastaligi birlikteliginde non-Hodgkin lenfoma riski 15 kat
artmakta

* Lenfomadan ayirmak zor olabilmekte
e Yasam suresi aylar ile sinirh, tedavi rituksimab



Castleman
Hastaligl

e Sistemik bulgular gortlmekte
* Diffuz pulmoner infiltratlar

* Plevral ve perikardiyal
eflizyon

* HSM ve asit
* Patoloji:

* Lolipop lezyonlar: Skleroze
germinal merkezlerin
etrafinda hyalinize damarlar

* Sogan kabugu: Marginal
zonlarda katmanlasma
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Kaposi Sarkomu

Vaskuler kaynakli timoral lezyon
HHV-8 iliskili

Sikhkla mukokitanoz tutulum,
sonrasinda visseral tutulum

Visseral tutulumda en sik LAP (%72)
sonrasinda akciger ve GIS (%50)

Kraniofasyal ve oral mukozada tipik
mor polipoid lezyonlar




Sonuc olarak,

* HIV hastalarinda LAP sik karsilasilan klinik bir durum

* HIV enfeksiyonunun herhangi bir doneminde, hastaligin kendisinin yol
actigi LAP gorulebilmekte, persistant jeneralize LAP en sik

e Hastanin immun durumu (CD4 sayisi) nemli
* Enfeksiyonlar arastirilmali, en sik tiberkiloz
* [RIS ve MAC enfeksiyonlari akilda tutulmali

* [IAB ve malignite 6n planda disuniliiyor ise eksizyonel biyopsi
planlanmali



