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Ders Plani

O Paraneoplastik endokrin sendromlar

O Paraneoplastik nérolojik sendromlar

O Paraneoplastik dermatolojik ve romatolojik sendromlar
O Paraneoplastik hematolojik sendromlar

O Paraneoplastik renal sendromlar

O Diger paraneoplastik sendromlar



Paraneoplastik Sendromlarin Ortaya Cikmasi

Kanserin sistemik etkileri

Primer tumorian kaynaklandigi Metastazlarin organ fonksiyonlar
organin fonksiyonu uzerine etkisi dzerine etkisi

Tumorun uarettigi biyolojik olarak aktif maddeler
(hormonlar, sitokinler)
Tumor kaynakl antijenlere karsi olusan antikorlar ile normal
dokular arasinda olusan capraz immin reaksiyon

Paraneoplastik sendrom

Paraneoplastik sendromlar kanserin presentasyonunu,
klinik gidisini ve tedavisini etkileyebilmektedir




Paraneoplastik Sendromlarin Ortaya Cikmasi

d Hormon ve benzeri urunler
 Sitokin ve benzeri Urunler

 Capraz reaksiyonlar ile immuanolojik mekanizma



Kanser Hastalarinda Paraneoplastik
Sendromlarin Gorulme Orani

 Paraneoplastik sendromlar, kanser hastalarinda %4-8
oraninda gorulebilir

] Kanser turu, evresine gore ve yasam beklentisinin
uzamasina gore bu oran degisir

1 Tedavisi semptoma gore ve primer hastaligini turune
gore yapilir

Montserrat Miret at al, PLoS ONE 2017



Paraneoplastik Endokrin Sendromlar

SENDROM
GRUBU SENDROM
Cushing sendromu
UADHS
Hiperkalsemi
ENDOKRIN
Hipoglisemi
Karsinoid sendrom

SIKNEDEN OLAN KANSERTER

oKiicik hiicreli AC Ca
ePankreas Ca

eNoral timdérler
eTimoma

eKicuk hiicreli ACCa
*CNS malignansiler

*AC Ca (yass1 hiicreli)

*Meme Ca

*Renal hiiereli Ca

*Multiple myelom

*Adult T hiicreli leukemia/lenfoma
*Over Ca

eFibrosarkoma
eDiger mezankimal sarkomlar
eHepatoseliiller Ca

*Noroendokrin tiimorler

MEKANIZMA

Ektopik ACTH ve ACTH-like maddeler

Antidiuretik hormon

PTHrP (Parathyroid hormone-related
protein). TGF-o. TNF_1T.-1

Insulin_ insulin-benzeri madde veya
GE-II

bt

Serotonin_bradakinin




Paraneoplastik Endokrin Sendromlar

Cushing Sendromu

O Increased levels of ACTH may be detectable in up to 50% of
patients with lung cancer

O Cushing syndrome has been described in 1 to 5% of patients
with SCLC

O Most commonly, Cushing syndrome occurred in patients with
pulmonary carcinoid (35 of 90)

Hiraki A et al, Lung Cancer



Paraneoplastik Endokrin Sendromlar
Cushing Sendromu

O latrogenic Cushing's syndrome

1 Ectopic ACTH syndrome

About 1 -7% of patients with small-cell lung cancer have ectopic ACTH syndrome

small-cell lung carcinoma causes half of all cases of the syndrome.

O Cushing's disease

Pituitary ACTH-dependent Cushing's syndrome

ACTH-independent macronodular adrenal hyperplasia or primary pigmented

nodular adrenocortical disease.

UpToDate 2023


http://www.uptodate.com/contents/causes-and-pathophysiology-of-cushings-syndrome?source=see_link&anchor=H9#H9

Paraneoplastik Endokrin Sendromlar

Cushing Sendromu

- Belirti ve bulgular
— Sentripedal obezite
— Pleatorik yuz
— Glukoz intoleransi
— Halsizlik, proksimal

— Akne, yagh deri

— Abdominal stria

— Bacak odemi

— Sirt agnisi, vertebral
— Kollaps, kirnk

— Myopati

— Hipertansiyon — Polidipsi, poliari

— Psikolojik degisiklik — Bobrek tas!

— Kolay curuk olusumu - Hlperr:)lgmentasyon
— Hirsutizm — Basagrisi

— Oligo-amenore — Eksoftalmus

— Impotans

HIPERGLISEMI, HIPOKALEMI ve LENFOPENI



Cushing Sendromu Semptomlari ve Bulgulari

Symptom or sign

Reported incidence, percent

(Centripetal chesity

Fadal plethara

(lucose intolerance

Wazkmess, proimial myopathy
Hypertznsion

Poychological changss

Easy bruiszhiity

Hirsuism

Cligomenarrhez or amenorhea
Impotence

Ame, pily skin

Abdomind strize

Ankdz edema

Backache, wertebral collapse, fracturs
Polydipsia, polyuria

Rznal calculi
Hyperpigmentation

Headache

Excphthalmos

Tinea versicolor infiection

Abdominal pain
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Cushing Sendromu

Striae in Cushing's disease

Axillary and lower abdominal striae in a 21-year-old man with Cushing's
disease. Abdominal obesity is also present.

Courtesy of David N Orth, MD.



Paraneoplastik Cushing Sendromu Prognozu Kaotudur

0 SCLC associated with the ectopic ACTH syndrome is more resistant
to chemotherapy and severe hypercortisolism is responsible for a
high rate of life-threatening

O Median survival was only 3.57 months

Hiraki A et al, Lung Cancer, 2004



Paraneoplastik Endokrin Sendromlar Tedavi

KHAK tedavisinde:

Cushing Sendromu tedavisi derhal baslamalidir

1. Tdmoér yukinun azaltilmasi
— Kemoterapi
— Radyoterapi
— Cerrahi

2. Medikal ya da cerrahi endokrin tedaviler

— Ketakanazol, mitotan, aminoglutetimid, metirapon,
etomidat, mifepriston

— Adrenalektomi



Paraneoplastik Endokrin Sendromlar
Uygunsuz ADH Sendromu
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Paraneoplastik Endokrin Sendromlar
Uygunsuz ADH Sendromu

Creck for ful et | Sa2eae
- e - T —— T e r—
Apvt JC Dt AL AseT N
Ase wimew ASed P35O 11T 100
CRITTIVES 7o Crter—ume S0 PIBCMed a0 The IetTrert 7f srrephaspe™s Sud oS f3 (NN T I Stey et DIFIETeT e Sy OnmgT——my
SETYING Commdtaton et wafuni sl servx e of L smnarsly SwcSc sl coviery and (mmesumdy Soaglen

OS50 Cane CONDTH By MNA O 1Y SACEINAOIDY | A0 CONGT S2udy (CMLCE (DU STONG SENONTE »iR ERCECRITGETY )
PATENTE [ zamey POMSE T 2000 o JOSTDETIIVE Dy POASITTG SACSIRENCED, (DTS, AT 378 2041 20T @M TEL JCSN0CTIWE N POIETTIE MGl CXSIRIIDENY INE o0 e wmmrIed T T £ TE (Irusrmve 20U S PTEETS

AEATSIUINTS Age Jrmiey METATUE I TEOTTOOK T TSROTT I X INSNDUe JNT Cepee Of MJOAITETIE FOPNE J00C JTI MMeTergnom e Chemmmws MDAt and monah

MEATS :c—mnxoengr—-x‘\ 2 2% e OO 500 O comuin Scipied NET e [58%) el 20T M s30%) 0 %) Of e M C "mmwmh'wu*\ (IT% ) ween muraw =0 00 Aﬂrvq!hu:r—--e
Dan samage 25 (TE%) wewe mensiant (F<3 001) &m.-ﬂvmmac—cwznmtrmmmm-wm-@m-.n‘l G5% €1 510 T41) 300 I PERETLEN Omen (Depaed awm\
A A 0D X GOgeOsR nmnwr.&-r‘ﬂae-mm 34 45 COMPIeT Wi §T o~ 2 mm »4g PR 00T Famher :Nn‘amm-mpnrwmw 1 D DANTLE T TN DeA e € eERB0sA™ WN N --m

Enrez of oF T 1T OPvEnpEmeTt Of SYDORFESTISS 90 NOF COTEe S2 WERegeeTT pF SyTage (F0 ¢

COWC RIS oomes et Tor e ogoath haf 1 OreetD N pOmsterug el N PCrEteTit o sTRAk A ¥her BIpET) Bt ETe N pUmate T e BT e ESOUT I ETes Taore afy 13 O O Rgee Jeermgmeent Domn Setape
OrGEee wiD Offey MES O PUSTTENCTALS sTrnEs

Bever Coege of Mescne Houston Tesas
pEE b 5

Chack for 44wt avlablity | |- oo
TEIRI0S FRFES TTOREIYII PUCCEWS W R 3 WFTOGE SETID? T ITItey
Asten N LoCuaiey B AseT Ay
Acm Ve YL TONS 1D

Chock for st ot svaslsbdty || = 0vier
Tevere ST Sy S X e Reeter
f= L&

QA 3565612 %00

7 conerse P BOoecce of COMTECINDNS I Jreesel MSONETIeTE SOWREITNC Batery and sy Suiisrne 13t of ComeThon. S Dty SITEDeG I 8 ey ety AoNgRE ¢ e York Of)  USSA o » Evwp of honpitam m Oafoet UM w3 sodtgaor = 170 Mol sew
w%dumnm&nmmmnmudhmn wamuw These s 53 a3Nc0es 0 Naw Yo 202 20 0 Ouoed ower § 5 '\.‘.‘“_ﬂ e W Mmanhm

3 Says Suramon) Oumng Syponataemsh \\meuxmdm W TN e caed OM Dy eRal et ComGRE s SCialed g nwﬁﬁmwm %) SRS (3 %) Ralucratons 0 SN0 Teeer (1T 0% SRRRCI et
M’N’N;" consoousness (I TN 208 acEte JErCR0SE @ TN 4 TN See 25 2 Grect resut of Der secanite SEMSTaNCE Afer COMETION. CeNirl prRame retRohSs O 3% pott comecine seaures (1 3N mw 2 7% yeear € 5N jansesthesoe
R 4%) ane INMN whdone | “\ -—-m Canecien of Py potiiserie mis e £ 158 5wty a3 De Peds Famewes (ie OF Corwclior 1* TN mas 8 4 ookt ST S E rege J-001 The mammtr cafe of (OO Bt DGR £ Do st ShetDed Seoope s
Segetee (11 1 mewstTd f v 81 SesE 8 D~ GOTIT Sl speate sanane T el NEasCRIQA SeGeetar Sees SNt i Senier (i o CRTETION SN CEESCH OF ORI Sewete Sy POASR RTINS SRt S 10 semenl m 22 A

Desarmmes of Ty Unmeily of Sore NS STITTEISeE A S vy Shme on Trewm U

Nausea and malaise, which are the earliest findings, may be seen when the serum
sodium concentration falls below 125 to 130 .Headache, lethargy, obtundation and
eventually seizures, coma, and respiratory arrest can occur if the serum sodium
concentration falls below 115 to 120 Noncardiogenic pulmonary edema has also
been described.



Paraneoplastik Endokrin Sendromlar
Uygunsuz ADH Sendromu

TANI
dPlazma Na< 135 meq/l
dPlazma ozmolarite <280 mosm/kg

Qidrar Na >20 meq/|



Paraneoplastik Endokrin Sendromlar
Uygunsuz ADH Sendromu

TEDAVI
UAltta yatan malignite tedavisi

QAkut tedavi(Na <120)
Hipertonik NacCl
— IV Furosemid 1mg/kg +elektrolit replasmani
— 24 saat Na artig1 10-12mmol /L gecmemeli
— Aksi takdirde norolojik hasar: santral pontin myelinoliziz

QKronik tedavi
— Su kisitlamasi gunde 500-1000ml
— Demeklosiklin 300-600mg/gln
— Vasopresin reseptdr antagonisti (conivaptan )



Paraneoplastik Endokrin Sendromlar
Uygunsuz ADH Sendromu

Elevated levels of antidiuretic hormone (ADH) and impaired water handling can be observed in 30
to 70% of lung cancer patients

However, excessproduction of ADH does not always produce symptoms

Only 1 to 5% of all patients with lung cancer have symptoms attributable to the syndrome of
inappropriate antidiuretic hormone secretion.

SIDAH is frequently caused by SCLC. In a study by List and co-workers approximately 10% of
patients with SCLC had SIADH

SIADH did not correlate with clinical stage or metastatic sites.

SIADH occurred most often with initial presentation and promptly resolved with initiation of
combined chemotherapy in 80% of the patients.

Response to chemotherapy and survival was not influenced by the presence of SIADH

Recurrence of SIADH was associated with tumour progression.

Hiraki A et al, Lung Cancer, 2004



Hiperkalsemi Nedenleri

 Paratiroid ile iligkili > % 90

 Maligniteler ile iligkili

D vitamini ile iligkili
d Artmis kemik donusumu

1 Renal yetersizlige bagl



Hiperkalsemi Semptomlari

Yorgunluk, halsizlik

Kilo kaybi, zayiflama

Bulanti, kusma

Konstipasyon

Polilri

Mental konfluzyon, suur kaybi

Kardiak aritmi



Paraneoplastik Hiperkalsem|

J Semptomlar daha belirgin

Q Akut olarak ortaya c¢ikabilir
O Acil tedavi gereksinimi fazla
L Kanser tanisindan once ortaya c¢ikabilir

O Kotl bir prognostik faktdrdur



Paraneoplastik Hiperkalsem|

O Akciger kanseri ( %35)
d Meme kanseri ( % 25)
d Hematolojik maligniteler (miyelom+lenfoma) ( %14)

A Genitouriner tumarler ( % 6)

Q Diger ( % 20)



Paraneoplastik Hiperkalsemi

Q Hiraki and_colleagues examined 1149 patients witl} lung cancer
and found]6% to have hypercalcemia

O Among those with hypercalcemigd 51% had sqguamous cel
carcinoma, 22% had adenocarcinoma, and 15% had SCLC.

O Most of those patients had advanced disgase (stage Ill or 1V).

O Median survival was only 3.8 months.

Hiraki A et al, Lung Cancer, 2004



Paraneoplastik Hiperkalsemi

d Solid tumarlerde gorulen hiperkalseminin % 70° |
humoral

4 PTHrP ( parathormone related peptide ) salinimina bagl

W PTH ile % 70 benzerlik var



Paraneoplastik Hiperkalsemi

Malignancies associated with hypercalcemia

Osteolytic metastases)

Braast cancer
Multlple mysloma
Lymphoma

Leukamia

Humaoaral hypercalcemia (PTHrP):

Sguamous cell carclnomas
Ranal carcinomas

Bladder carclnoma

Braast cancer

Ovarlan carcinoma
Mon-Hodgkin lymphoma
CML

Laukamia

Lymphoma

1,25 dihydroxyvitamin D

Lymphoma (Nan-Hodgkin, Hadgkin, lymphomatoals/granulomatosis)

Owvailan dyagarmlnoimas

Ectopic PTH sectration:

Owarlan carcinoma

Lung carcinomas
Neursectodermal tumor
Thyrold paplllary carcinoma
Rhabdomyosarcoma

Pancraatic cancar

Graphic 74189 Version 2,0

Osteolytic metastases with local release of cytokines (including osteoclast activating factors); tumor secretion of

parathyroid hormone-related protein (PTHrP); and tumor production of 1,25-dihydroxyvitamin D (calcitriol)

Osteolytic metastases account for approximately 20 percent of cases of hypercalcemia of malignancy



Hiperkalsemi Duzeyi

dCa+ =115-12mg/dl semptomsuz

dCa+ >12 mg/dl semptomatik
dCa+ >13 mg/dl acll mudahale
dCa+ >15 mg/dl koma ve kardiak arest

d Diizeltilmis Ca = Olg¢iilen Ca + 0.8 x (4 — alb)




TEDAVI

Q Hidrasyon
Q Diuretik
Q Bifosfonatlar(zoledronik asit)

Q0 RANKL(Receptor activator of nuclear factor kappa-B ligand)
inhibitérleri(Denosumab)

O Kalsitonin

O Steroid



BISFOSFONATLAR

1 Etkileri 48 saatten sonra baslar
d Uzun donem kontrol saglar
1 Nefrotoksisiteye dikkat etmek gerekir

] Bobrek yetmezliginde doz ayarlamasi gerekir



Kalsitonin

Q

Osteoklastik kemik resorbsiyonunu onler
Bobreklerden Ca+ atilimini arttirir

Akut etkisi 6nemli

Tasiflaksi gelisebilir

Steroidlerle birlikte kullanimi dnerilmekte
2-4 saat icinde akut etkili

4 -8 U/kg i.m/s.c 12 saatte bir



Paraneoplastik Endokrin Sendromlar

Hipoglisemi

» Instlinoma

» Instlinoma disi timar hipoglisemisi
— Fibrosarkom
— Diger mezenkimal tiimérler

— Hepatoselliiler Ca

— Mezotelyoma
—AC Ca



Paraneoplastik Endokrin Sendromlar

Hipoglisemi

* Insdlinoma disi ttmaor hipoglisemisi

— Insulin, insulin-like madde veya IGF-II'ye bagl
ortaya cikar

— Yash hastalara

— lleri evre hastalar

— Ara sira malignite tanisindan énce ortaya cikabillir

— Tekrarlayicit veya surekli 6zelliktedir

— Insulin,C-peptit,Buyime hormon diizeyleri disuk
bulunur



Paraneoplastik Norolojik Sendromlar

SENDRONM

GRUBU SENDROM

Lambert-Eaton mivastenik sendromu
(LEMS)

Paraneoplastik serebellar degenerasyon

Ensefalomiyvelitis

Limbik ensephalitis
NOROLOJIK
Brainstem ensephalitis

Opsoklonus -mivoklonus

Anti-NMDA reseptor ensephalitis

SIKNEDEN OLAN KANSERILER

. Kiiciik hiicreli ACCa

ACCa
OverCa
Meme Ca

. Kiicik hiicrei ACCa

L] Teratoma

MEKANIZMA

Immunolojik



Paraneoplastik Norolojik Sendromlar

Paraneoplastic syndromes of the central nervous system

Encephalomyelitis™

Myalitis*

Limble encephalitis*

Bralnstem encephalitis™

Carebellar degeneration®

Opsoclonus myoclonus ataxla™

Visual syndromaes
Cancer associated retinopathy™
Malanama associatad retinopathy™
Oplic nouritin

Nucrotizing myelopathy

Motor neuron syndromae
Subacute motor neuronopathy
Other syndromes

Stitf-person syndromae™

Subacute sensory neuronopathy™

Parancoplastic syndromes of the peripheral nervous system

Chronle sensorimotor neuropathy
Ansociation with plasma cell dyscrasias
Acuta sensorimotor nauropathy
Guillwin-Barré syndrome
Plexitis (g, brachial neurtis)
Autonomic neuropathy™

Vasculltls of nerve and muscle

Parancoplastic syndromes of the neuromuscular junction and muscle

Myasthenla gravis®

Lambert-Eaton myasthenlc syndrome™
Darmatomyositis/polymyositis
Neuromyotonin®™

Acute nacrotizing myopathy

Cachectic myopathy

" Syndromes In which spacific paransoplastic markars have been Identified In more than three patients, Howevar, the absence of antibodies does not exclude o paraneoplastic etiology,



Paraneoplastik Norolojik Sendromlar

Reactivity of different paraneoplastic antibodies with the
nervous system. Panel A: Reactivity of anti-Hu antibodies with
human cerebral cortex. There is predominant staining of the
nuclei of the neurons (with sparing of the nucleoli), and milder
staining of the cytoplasm. Glial cells are not immunoreactive.
Panel B: Reactivity of anti-Yo antibodies with rat cerebellum.
There is intense immunolabeling of the cytoplasm of the
Purkinje cells and of neurons of the molecular layer. Panel C:
Reactivity of anti-Tr antibodies with rat cerebellum. There is a
characteristic dot-like immunolabeling of the cytoplasm of
Purkinje cells and the neuropil of the molecular layer of
cerebellum. Panel D: Reactivity of anti-Ma2 (Ta) antibodies
with human cerebral cortex. This antibody reacts with the
nucleoli of the neurons, and shows mild immunolabeling of
the cytoplasm; glial cells are not immunoreactive.

Courtesy of Josep Dalmau, MD, PhD.



Paraneoplastik Norolojik Sendromlar

* PNS sinir sisteminin herhangi bir parcasini tutabilir
— Yalniz bir alan (limbik ensefalit)
— Yalniz bir hucre grubu (beyincikte Purkinje hucreleri)
— Bir cok odak tutulumu (ensefelamiyeloradikulitis)

« Patolojik bulgular degiskendir
— Paraneoplastik serebellar degenerasyon
» Purkinje hacreleri tutulur
» Noronlar saglam
— Paraneoplastik ensefelomiyelitis
» Noron ve purkinje hucreleri tutulmus

— Opsoklonus—miyoklonus sendromun
» Patolojik bulgu gézlenmeyebilir



Paraneoplastik Norolojik Sendromlar

- Semptom ve bulgular degisken ve farkhdir

- Siklikla (%80) kanser tanisindan énce ortaya cikar

— Baslangicta kanser arastirmasi sonuc¢ vermeyebilir
— PET/CT maligniteyi saptamak icin en iyi secim olabilir

- Malignite yavas seyir géostermesine ragmen ndrolojik
hastalik hizli seyir gésterebilir
— Norolojik tablo birkac gun-ay icinde ortaya cikabilir
— Siddetli, sakat birakici ve bazen olduruacu olabilir
— Kanserin tedavisi norolojik hasarn duzeltemeyebilir



Paraneoplastik Norolojik Sendromlar

} Antibody Syndrome Associated cancers
- Well characierized paransoplastic anibodies”
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Paraneoplastik Norolojik Semptomla Ortaya Cikan
Malignitelerin Seyri Daha lyidir
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Apti-Hus antbodies in petienss wilh smal-ozll iung canosr- 2ssociation with oompisie response fo therapy and improved survival
Graus F, Daimou J RefieR. Tora M. Matais N, Verschuaren JJ. Cardenal F, Viiclas N, Garcia del Muro J, Vaosll C, Mason WP, Rosel R, Posner JB_ Real FX
4 Cin Oncol. 1957;15{852866

PURPQSE: An3-Hu anfibodies (HuAD) recogniee ansgens expressad by newrons and smak-cel keng cancer (SCLCY. High 3ers of HuAb were indialy repened in serum from patients wilh paraneopiasic encepsalomyeliisiseasory newropathy (PEMISN) and SCLC. Prefiminary
sludies have indicaied that some SCLC patients without PEM/SN harbor low Sier of HuAD in ther serum, and Tat the SCLC of these patienls may grow more indoleniy. Sas=d on these cbsenvations, we conducted 3 mulicenier prospeciive shady of SCLC patients wihout PEMISN
10 detenmine e indidence and prognosic mplications of HuAb

METHODS: Sequm sampies were colecied at dizgnoss of SCLC i 196 pasents without PEMISN. HuAb were determined by immemoblol of purified recombmant HuD an3gen

RESULTS: HuAb were dctected in 32 {16%) of the 135 patiengs. Of the 170 pelients who received treaiment for the Jumcer. 27 (16%) were HuAD pesiive HuAb was associaied with imited disease siage (39.3% v 38.6%; P = (47). complete response o therapy (35.6% v 13.6%;
P< 001} and boager survival {14.9 v 10.2 monihs, P = 013). in 2 logisic regression analysis. HuAb stalus was an ndependent peeticior of complele fresponse induchion. The probabiiy of achieving a compiete respoase was more than ve Smes higher in HuAb-posiive Tan in
HuAb-negafive patients fodds rafio, 3 4; 95% condence inferval. 171 o 16.39. P = DD4). Cox muBivarizie anakysis indicaied that Husb siatus was not independently associzied with survival

CONCLUSION. The prasence of HuAd 2t diagnosis of SCLC is a sirong 2nd independent predicior of complete response 1o Ireatment. This feature accounts for the association betwesn HuAb and ionger sunvival

Service of Neurology, Hospitzl Clinic | Provingial. Bareiona, Spain. graus@medicee ub.es

Chieck for full text avalabiity || Punves
Favourabie prognasis in Lambert-Eaion myasdenic syndrome and smal-call ung cartiinoma
Waddsca P, Newsom-Davis J. Mils KR, Soehami RL
Lancel 1295.353(3147 1117

Chesk for full text avaizbiliy ; | Pubdeq
PIQ-ype calcim channel amabodies. Lambert-Saton myasihenic syndrome and survival in smatk ozl lung cancer.
Wirlz 2%, Lang B, Grass F. van den Maagdsaberg AM, S2iz A de Koning Gans PA. Twijnstra A, Verschuwren JJ

J Neurcimmencl. 2005:164(1-2):161.

To 338238 = sunvival impect of e presence of PIO-ype caicum channel 2ofibodes m pasents wilh smak o2l lung carcnoma (SCLC). we examined Tie frequency of Tie anfibodies and LamoertExion myasihenic synome (LEMS) in 148 consenifive patients wih SCLC 20 in
30 pefients with parancopiastic cerebeller depeneraion and SCLC, and studied ther relation with servival in beth series, only patients with LEMS hiad 2 remarkably iong surnvival whereas presence of the antbodies wihout LEMS did not result in 2 betier prognoss.

Depariment of Neurclogy, Leiden Universty Medical Cemler, P.0. Box 9500, 2300 RC Leagen, The Netheriands. puwirz@hame ni




Paraneoplastik NoOrolojik Sendromlar

Pubmed.gou PubMed|8093269(uid]|

UZ National Lirary of Medicine m RSS Saveszearch  Advanced

National Insttutes of Hzakh

Display Settings: [+| Abstract Send to: [v|
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Regression of small-cell lung carcinoma in patients with paraneoplastic neuronal antibodies.
Damell BB, Defngslis L.

+ Author information

Abstract

Ve describe three patients with known or suspected small-cell lung cancer (SCLC), paraneoplastic neurslogical syndromes, and antineuronal antibodies who had unusually benign
clinical courses. One patient survived & years free of disease and was positive for the anti-Hu anfibody. A second patient survived & vears after spontanecus tumaour regression and
had an atypical antineuronal antibody. A third patient with both the anti-Hu and atypical anfineuronal antibody had spontanecus regression of a lung mass. All three patients had a
subacute senzory neuropathy. Since paraneoplastic antineuronal antibodies alzo bind to tumour cells, these cases suggest that some {paransoplastic) neurological syndromes
without identifiable tumaour may result from immune-medizted eradication of tumour cells.

PMID: B083260 [PubMed - indexed for MEDLINE]
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Anti-Hu pozitif spontan hastalik regresyonu gorulen
3 kucuk hucreli akciger vakasi
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PARANEOPLASTIC SYNDROMES OF THE
SPINAL CORD, NERVE, AND MUSCLE

STACY A. RUDNICK!I, MD.,' and JOSEP DALMALU, MD, PhD"*

P piroment of Neurology, Ulnibversiey of Arkasias tor Mool Sotences, 4001 Wost
Muarkhim, Shot BOO, Linde Rook, Avkansas 722008, LISA

TAC K san Cancer Rescarc b Conrer, Elaiversiey of Arbkansas fon Medbonl Solenees,
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Paraneoplastic disorders (PND) are more frequent than previously considered, with an incidence that varies with
the neurologic syndrome and type of tumor. The more common syndromes are Lambert-Eaton myasthenic
syndrome (LEMS), which affects approximately 3 percent of patients with small-cell lung cancer (SCLC), and
myasthenia gravis, which affects 15 percent of all patients with thymoma. For other solid tumors, the incidence of
paraneoplastic neurologic syndromes is far less than 1 percent in most tumors
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* No&romuskuler bileskenin presinaptik bdlgesini etkileyen
otoimmun bir hastalik
— KHAK’li hastalarin %2-3’'tunde (Tum PNS LEMS’larin %60)
— Sendrom siklikla tumor tanisindan 6nce ortaya cikar.
— Daha cok erkeklerde
— Timoma ve lenfomalarda da gorulebilmektedir.

- Belirtiler

— Pelvik ve uyluk kaslarinda yorgunluk, miyalji

— Agiz kurulugu,

— Disartri,

— Disfayji,

— Pitozis,

— Okuler kas gucsuzlugu, gérme bozuklugu

— Derin tendon reflekslerinin azalmasi ve/veya kaybolmasi
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Kanser tanisi ile takip edilen bir hastada
* Beyin metastazlari

» Leptomeningeal hastalik

» Spinal kord ve sinir kékt basisi

 RT ve KT (platinler,taksanlar ve vinka
alkaloidleri) ‘yi de iceren tedavilerin yan etkileri

- Infeksiyonlar ile tablo nérolohik semptom yada
bulgular aciklanamiyorsa NPNS akla gelmelidir
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Cerebrospinal fluid study in paraneoplastic syndromes. m Full Text

Psimaras 07, CampenSer AF. Rossi C; PNS Euronefwork
& Author information

Abstract

OBJECTIVE: Parancoplastic neuroiogical syndromes (PNS] probabiy resolt from 2n immune reaction against anfigens shared by the nervous sysiem and tumour cslis To
charactense CSF alierafions in these syndromes we studied 2 large series of parancopiastc patients.

METHODS: Using the PNS European database which includes paSents diagnosed with PNS in Ewrope. we reviewed the cinical data of 2l patients included between 2000 and 2007
for which information on CSF was available Pafients wers studied 7 they met he following inclusions oiteria (1) definits parancoplasiic disease with anti-Hu anti-Yo. anti-CV2, anti-
i 2nti-MaTz and 2n5-Tr antibediss (2) clinica! information avalzble. and (3] af izast one CSF study

RESULTS: 255 patients met the inclusion criteria. Abnormal CSF [pleiecytosis andior high protein level andior oligodional bands) was found in 33% of paSients Pleiocytosis. but not
hyperprotsinorachia. was more frequently seen in pafients in whom the CSF study was done early in the evoluion in 24 pafients. oigodional bands were the only sbnormality found
the CSF {10%). Blevated pumbers of celis were found in 47% of paSients before the third month compared with 28% afier the third monéh (p<¥ 01) This evolution might suggest 3
subacuts nflammation phase within the nervoes system. followed by a non-inflammatory phase The inflammaton profile was similar . all anSbody types. cancers or neuroiogical
syndromes of the PNS. Surprisingly. anS-Hu patients with high pleiocytosis at the time of diagnostic had 2 betier survival i this study hhan these wilhout pieiocytosis (572 days vs 385
days p=005}

CONCLUSION: CSF inflammation is 3 common finding in PNS pafienis and can be 2 helpful toal for diagnosis. especially if this analysis & done within 3 months after neurclogical
onsst

g:r:::m:;m fiuid abnormaliSies in pafients with parancopiasiic syndromes of the nervous system_ [J Neurnd Neurssurg Bsychiatry. 2010
The combination of negative cytology for malignant cells and the absence of meningeal
enhancement on MRI can reasonably exclude leptomeningeal carcinomatosis.
Inflammatory changes (eg, pleocytosis, intrathecal synthesis of 1gG, oligoclonal bands)
can support the presence of an inflammatory or immune-mediated neurologic disorder
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Lancet Neayiol, 2074 Feb 132) 10777 dol 10 1010/81A74. 442201702028 Epub 2013 Dec 108

Antibody titres at diagnosis and during follow-up of anti-NMDA receptor encephalitis: a retrospective study.
Crons-Acribas N Tiulaer MJ® Torrents A Aguitmr £', MoGracken L, Leypoldi 1, Qleighimen AJ® Balice-Gordon 19 Bonenteld M7, Lyneh OF Graun © Datosg Y
(= 3] Author Information

Brratum In
Lancet Naurol 2014 Fab 13(2) 134

Abatract

BACKGROUND: Anti-N-meathyl-d-aapartate (NMDA) receptor encephalitis Is o severe but treatable autolmmune disorder which diangnosis depends on sensitive and specific antibody
tenting We almed o assess the senaitivity and specificity of seram and CSF antibody testing In patients with anti-NMDA receptor encephalitis, and the relation between titres,
ralapnan, outcome, and eapltopae repartolire

METHODS: In this observational study, we used rat brain iImmunohistochemistry and cell-based assays (CBA) with fixed or ive NMDA receptor-expressing cells to determine the
sansitivity and spacificity of antibody testing In palred serum and CSF samplos. Samples were obtained at diagrnosis from patients with anti-NMDA receptor sncephalitis and from
control participants wordwide We desmed a patient 1o be antibody positive If thell seram, thele CSF, or both tested positive with both immunohistochemintry and CBA teahniqueas. we
datermined titres with sarlal sample dilution using brain iImmunohistochamistry. We examined samples from 46 patients (25 with good outcome [modifled Rankin Scale, mRS 0-2] ten
with poor outcome [MRS 3.6], and ten with relapses) at three or maore timepointa Wae determined the epltope repertolre In the samples of 23 patients with CBA expressing GiluN1
NMDA recaptor mutants

FINDING S: Wa analysed samplas from 250 patients with anti-NMDA recaptor ancaphalitis and 100 contral participants. All 250 patients had NMDA racaptor antibodias in CSF but
only 214 had antibodies In sarum (sensitivity 100 0% [08 5-10009] vs 86 6% (80 7-89 4%], p<0 0001) Serum immunohistochemistry testing was more often in agreement with CBA
with fixed cells (77 [71%] of 108) than with CBA with live cells (63 [68%) of 108, p=0 0066) In multivariable analysis, CSF and serum titres were higher in patients with poor outcome
than In those with good outcome (CSF dilution 340 va 129, difference 211 [96% C| 1-421), p=0 049, serum dilution 7370 ve 1243 diference G127 [2369-9086), p=0 0025), and In
patiants with taratoma than In those without taratama (CSF 396 va 110 diffarence 286 [134.437] p=0 0079, sarum S615 va 1644, diffarance 3870 [640-7183), p=0.024) Ovar time
thare was a doaoraasae of antibody thras In tha 36 patlents with good or poar outcoma and samplas followad at thraa timapolnts ragardiass of outcoma (from diagnosise 1o last follow-up
CSF 614 10 70, difference 638 (208-7688), serum 6460 1o 1664, difference 3896 [2428-6362), both p<0.0001) Relapses were asaociated with a change in titre more often in CSF than
In sarum (14 of 19 va seven of 10, p=0 037) After recovery. 24 of 20 CSF samples and 17 of 23 serum samples from patients ramained antibody positive Patients’ antibodien
targeted a main apltope raglon at GIUNT aminoacid 369 the epltope repantalre did not differ betwaan patients with diffarant outcomeas. and did not changs during relapsas

INTERPRETATION: The snansitivity of NMDA receptor antibody testing Is higher in CSE than In serum Antibody titres In CS1 and serum waerae highaer in patients with poor outcome or
torntoma than In patients with good outcome or no tumour. The tre change in CSF was more closely related with relapaes than was that in serum. These findings emphasise the
Importance of Including CSF In antibody studies, and that antibody tittes can complameant clinlcal assessments

FUNDING: Dutch Cancer Soclety, National Institutes of Health, Mcknight Neurosclence of Birain Disorders award, the Fondo de Investigaciones Sanitarins, ErasmusMC fellowship,
and Fundaclo la Marato de TV3

Copyright @ 2014 Clseviar Ltd All rights reserved

Santaral sinir sistemi sivida antikor saptanmasi tani icin daha spesifik, yuksek
antikor duzeyi kotu prognoz ile iligkili
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SENDROM < ‘
GRUBU SENDROM
AkKkantosis nigrikans
Pivoderma gangrenozum
Pemfigus
Sweet sendromu
DERMATOLOJIK
ROMATOLOJIK

Dermatomiyvositis

Lokositoklastik vaskiilit

Hipertrofik Osteoartropati

SIKNEDEN OLAN
KANSERIER

Abdominal organlann adeno Ca(en
sik mide)

Hematolojik maligniteler

Lenfoma.

Timoma._

Sarkomlar

Hematolojik maligniteler

AMTI. ve hematolojik maligniteler

Meme Ca
GIS tiimdrleri
Uriner sistem tiimorleri

Prostat Ca

Meme Ca

Over Ca

Akciger Ca

Hematolojik maligniteler.
AkcigerCa

GIS tumaorleri

Uriner sistem tiimorleri

AkcigerCa
Mezotelyoma

MEKANIZMA

Immunologjik
EGF sekresyonu

Immunologjik

Immunologjik

Immunologjik

Immunologjik

Immunologjik

VEGF
PDGF
PGE2
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Sendromlar
Sikhikla akciger ve plevral malignitelerde goralar.

Hipertrofik Osteoartropati
! %! = ; #
£EE S FRNL P el SienOe Artritldizler, ayak bilekleri, el bilekleri, dirsek,

Oligo veya poliartrit,
: metakarpofalangeal ve proksimal interfalangeal
eklemleri tutar.
Cogunlukla simetrik ve agrilidir
Komsu uzun kemiklerde hassasiyet ve periostitte
bagl siddetli agrilar olabilir
Tedavi altta yatan timorian tedavisi, NSAE’lar,

Uzun kemiklerde periostit
Yaklasik olarak %90 sebep paraneoplastiktir.

El ve ayak parmaklarinda comaklaslma, | Klinik triad
Bifosfonatlar, opioid analjezikler, lokalize palyatif RT

Lokositoklastik vaskulit

Alt ekstremitelerde agri,yanma ve kasintinin eslik ettigi

palpable purpura

Nadiren GIS ve renal tutulum

Dolasimdaki tumaor iligkili antijenler suclanmaktadir.

Kanser tanisindan dnce ortaya cikabilir
—redavidetamor-tedavistyetegerieme ot

Hematolojik maligniteler, akciger, GIS ve liriner sistem tumorleri
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Dermatomyozit
Cok sayida deri degisikleri (heliotrop ras, boyunda V isaret, gottron
papulleri) ile birlikte gorilen inflamatuvar miyopati

ilerleyici simetrik proksimal kas gugsuzlugu

Kas enzimleri artar. Anti-Mi2 ve Anti-SRP poazitifligi

Vakalarin %10-25 ‘i paraneoplastik
Meme, over, akciger, prostat kanseri

Konstitisyonel semptomlari varsa!

Miyosit cok ani baslangicliysal

ESRyuksek ise (48 vs 25 mm/saat)!

CK seviyesi cok yuksek ise (2550 vs 1250U/ml)!
Reynoud fenomeni eslik etmiyorsal!

Polimyozit nadiren maligniteile iliskili.

Sweet sendromu

Yuz, govde ve ekstremitelerde, ani baslangicl, agrili, eritematoz
plak, papul ve noduller, nétrofili ve ates ile karakterizedir.
Sweet sendromlu hastalarin yaklasik %620’sinin altinda kanser
vardir.Altta yatan timaorin tedavisi nadiren semptomlariiyilesti
Cogunlukia AML ve diger hematolojik maligniteler

Solid timadrierden meme, gentoiiriner ve GiS kanserleri
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Ann Intern Med. 1976 Jan;84(1).65-76.
Dermatomyositis and malignancy. A review of the literature.

Barnes BE, Mawr B.

Abstract

Although there appears to be an increased incidence of malignancy among patients with dermatomyositis, demonstration of definitive statistical significance is precluded by the lack of
large, controlled series. Patients with the two diseases tend to be older than the general dermatomyositis population and younger than those with cancer alone; and there is a
preponderance of female patients. Tumors of the ovary and stomach are more frequently observed than in the general population, while colorectal malignancies are
underrepresented. Most reported cases show development of the diseases within a year of one another, and, in some patients, the course of the myopathy follows that of the tumor.
No definitive cause for the myopathy in these patients has been established.

PMID: 1106291 [PubMed - indexed for MEDLINE]

lleri yas, kadin cinsiyeti, mide ve over ca ile iligkili
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N Engl ) sMeg 1902 Fep 6.326(6) 363-7

Risk of cancer in patients with dermatomyositis or polymyositis. A population-based study.
Sigrgewsnon 8°, Lindelof 8, Edhag O, Aander £

% Author information

Abstract

BACKGROUND: An assocsbon between polymyosiis and cancer was fust proposed in 1916, but the existence of the assocation has been disputed An assocsbon between
dermatomyositis and cancer 1s batter accepted, but its magnitude (s not known

METHODS: We undernook a study 10 provide accurate estimates of the nsk of cancer in patients with dermatomyosilis or polymyostis We studed the inCidence of cancer and the

rate of mortakty from cancer in a population.-based cohort of 788 pationts with dermatomyositis or polymyositis in Sweden from 1663 through 1683 The results were compared with
those for the general population

RESULTS: Among the 360 patients with polymyositis, 42 cancers were diagnosad at the same time of after polymyosas was diagnosad i 37 patients (9 parcent). The relative nsk of
cancer was 1 B (95 percent confidence interval, 1 110 2 7) in the male patonts and 1 7 (95 percent confidence mterval 1 010 2 5) in the female patients  Eighty-four males and 85
females died. and in 24 of these casas (14 parcent) cancer was the pnncipal causs of death  The mortality rabo (the rate of mortaity from cancer in these pabents as compared with
that in the general population) was D 80 (55 percent confidence inerval, 0 6 10 1.4) Among the 362 patients with dermatomyositis. 51 cancers were diagnosed al the same time of
afler dermalomyosilis was diagnasad in S8 patients (15 percent) The ralative nsk of cancer was 2 4 (85 percent confidence interval 1 6 to 3 6) in the male patients and 3 4 (85
parcent conhidence interval, 2 4 to 4 7) i the femals patients  Fifty-seven males and 110 females dwed, and in 67 of these cases (40 percent) cances was the principal cause of death
(mortality ratio, 3 8, 85 parcent confidence interval, 2 810 4 8)

CONCLUSIONS: The nsk of cancer s ncreased in patents with polymyositis or dermatomyasitis In patients with dermatomyositis there 1S also a higher rate of mortality trom cances

PIAD 1729618 |Pubiled - poexed T MEDUINE]  Free full text
MeSH Terms

LinkOut - more resources ¥

The relative risk of cancer among patients with DM was 2.4 for males and 3.4 for females. The relative
risk of cancer among patients with PM was 1.8 for males and 1.7 for females.

DM and PM, was not associated with an increased risk of cancer mortality compared with the general
population.
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Cancer Causes Control, 1995 Jan;6(1):9-13.

Cancer risk following polymyositis and dermatomyositis: a nationwide cohort study in Denmark.
Chow WH' Gridley G, Mellemkjaer L, McLaughlin JK, Olsen JH, Fraumeni JF Jr.

(%) Author information

|
Abstract |
Polymyositis and dermatomyositis (PM/DM) have been associated with cancer, although the long-term risks are poorly understood. To evaluate the risk of cancer by time periods |
subsequent to PM/DM diagnosis, a cohort of 539 patients hospitalized with PM/DM in Denmark between 1977 and 1989 was identified from the Danish Central Hospital Discharge |
Reqister. Cancer incidence among cohort members was ascertained by linkage to the Danish Cancer Registry using a unigque personal-identification number. The overall cancer risk i
was elevated significantly among patients with DM (standardized incidence ratio [SIR] = 3.8, 95 percent confidence interval [Cl] = 2.6-5.4) and to a lesser extent PM (SIR=1.7, Cl =
1.1-2 4). Significant excesses were observed for cancers of lung, ovary, and lymphatic and hematopoietic system. However, the excess cancer incidence declined steadily with
increasing years since initial diagnosis of PM/DM. The cancer risk was increased about sixfold (SIR = 5.9, Cl = 3.8-8.7) during the first year, but was lower during the second year
(SIR = 2.5, Cl = 1.1-4.8), with no significant excesses in subsequent years of follow-up. These findings confirm that PM/DM may occur as a paraneoplastic syndrome that calls for
steps aimed at early cancer detection and treatment. Among long-term survivors of PM/DM, however, there is little evidence to warrant extensive preventive and screening measures
beyond those recommended for the general population.

DM ve PM tanisindan sonra ilk 2 yil icinde malignite riski var, sonraki
yillarda normal populasyondan fark yok
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Incidence of malignant disease in biopsy-proven inflammatory myopathy. A population-based cohort study.
Buchbinder R", Forbes A, Hall S, Dennett X, Giles G.

4 Author information

Abstract

BACKGROUND: The validity and magnitude of an association between myositis and malignant disease continue to be debated. Such issues as the legitimacy of a myositis diagnosis
and distinction among myositis subgroups in previous population-based studies remain unresolved.

OBJECTIVE: To determine the risk for malignant disease in patients with biopsy-proven inflammatory myopathies.

DESIGN: Population-based, retrospective cohort study.

SETTING: Victoria, Australia.

PATIENTS: 537 patients in whom a biopsy-positive idiopathic inflammatory myopathy was first diagnosed from 1981 through 1995.

MEASUREMENTS: Standardized incidence ratios were calculated to compare the incidence of malignant disease in patients with inflammatory myopathy and the general population.

RESULTS: A total of 116 cases of malignant disease were found in 104 patients. Seventy-four cases were identified concurrently with (within 7 days) or after diagnosis of myositis.
The highest risk for malignant disease was associated with dermatomyositis (standardized incidence ratio, 6.2 [95% CI, 3.9 to 10.0]). The risk was also increased in polymyositis
(standardized incidence ratio, 2.0 [CI, 1.4 to 2.7]), although the relative risk for malignant disease in dermatomyaositis compared with polymyositis was 2.4 (Cl, 1.3 t0 4.2). An
increased risk for malignant disease was also found in inclusion-body myositis (standardized incidence ratio, 2.4 [CI, 1.2 to 4.9]). The excess risk for malignant disease diminished
with time (standardized incidence ratio, 4.4 [Cl, 2.7 to 7.1] in the first year; 3.4 [Cl, 2.3 to 5.1] between 1 and 3 years; 2.2 [Cl, 1.3 to 3.9] between 3 and 5 years; and 1.6 [Cl, 1.0 to 2.6]
beyond 5 years [ P for trend, 0.002]).

CONCLUSION: The risk for malignant disease is increased in biopsy-proven dermatomyositis and polymyositis and also appears to be increased in inclusion-body myositis.

PMID: 11412048 [PubMed - indexed for MEDLINE]

Paraneoplastik Dermatomiyositis ve Polimiyositis ilk 3 yilda
malignite risk artmis, 5 yil sonrasi belirgin gerilemis.



Paraneoplastik Dermatolojik, Romatolojik

Sendromlar

Paraneoplastik pemfigus

Derive mukdéz membranlar etkiler.

Tumor antijenlerine karsi gelisen antikorlarin
epidermal proteinlerle immun ¢apraz reaksiyonu
sonucu olusur. Tedavide Immunmodulatérler(
KS’ler ve rituksimab) ve kansere yonelik tedavi

Lenfoma, timoma, sarkomlar ve hematolojik maligniteler

Akantozis Nigrikans

Aksilla, boyun ve kasikta hiperpigmente plaklar
Histoloji: hiperkeratozis ve papillomatozisi gésterir.
Hastalarin maligniteleri %90 abdominal organlarin
adenokanseridir (en stk mide)

Avuc iclerinde akantosis nigrikansi olan hastalarin %90’
kanser iliskili tespit edilmistir.

Akantozis Nigrikans

Paraneoplastik AN daha agresif seyreder
Hastalarin%50’den fazlasinda mukazal tutulumda
vardir.

Etyolojide Transforming growth faktor alfa ve
epidermal growth faktor

Tedavi topikal kortikosteroidler




Paraneoplastik Hematolojik Sendromlar

SENDROM =
= N N MEKANIZN
GRUBU SENDROM SIKNEDEN OLAN KANSERTFER 1 TA
Granulositoz Tleri evre kanserler G-CSF
» Renal hiicreli Ca
Polisitemi ° Serebellar hemangioma Erythropoietin
- Hepatosellular karsinoma
HEMATOLOJIK B s
Tomboembositoz Teri evre kanserler Trombopoetin ve IL6
Nonbakteriel trombotik =S 2 . s
cadocarditis Ileri evre kanserler Hiperkoagulabilite

Anemi . Timik neoplazmlar Bilinmivor



Solid Tumor-Anemi Tedavisi

Comparison of risks and benefits of erythropoiesis-stimulating agents (ESAs) versus red blood cell (RBC) transfusion for chemotherapy-related anemia in patients
with solid tumors

RBC transfusion
fisks ThromboSc svents” Transfusion reactions®
Pot=nially decreased suvival Cirouiztory overioad
Vs infechione
Troa overioad
Deyslopment of multips 2losntodiss
Benefis Graduz! mprovement i hemoglobin‘hematooit Rapid improvement in hemoglobin‘hematoo®
Gradua! dimical improvement Szpi omical morovEmant
Zymigzncs of RBC ransfusions i some petanis
Nt reduciion i bansfasion regurements”
* Febrile nonhemolytic reactions {1:103}; hemolytic reactions {1:19,000); trensfusion-related aoute lung mjary {1:3000-1:5000).

« Hepatifis B, Hepatins C, HIV.
T In inaks where f=rget hemogiobin wes >12g/dl

Adjuvan tedavi alan kur sansi ve uzun yasam beklentisi olan
hastalarda kan transfuzyonu on planda dusunulmelidir
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Paraneoplastik I6kositoz, myeloproliferatif sitimulan
faktorlere bagh gelisir ve kotu prognoz ile iligkilidir..




Paraneoplastik Trombositoz

~— NCBI Resources (¥ How To (¥

Pubmedg.w | Pubmed ~||16031673[uid)

privhikp eyt B F I RSs  Save search  Advanced
Risplay Settings; (V] Abstract Send to; (~]
Respliation. 2004 Mar-Apr, 71(2) 170-3

Thrombocytosis as a useful prognostic indicator in patients with lung cancer.
Acg 1K', Hitalkl A, Ueoka H, Kiga 1€, Tabata M, Tanaka M, Tanimoto v

(4 Author information

Abutract

BACKGROUND: Thrombocylosis can accompany various cancers including lung cancer. This finding has recantly beaen suggested to Indicate poor prognosis

OBJECTIVES AND METHODS: Wa retrospactively examined the clinical recards of 611 patients with lung cancer ta Investigate whether there 18 a correlation between
thraombocytosis, othar clinicopathologic factors, and survival

RESULTS: Ninety-alght of the patients (16%) manifested thrombocytosis at the tme of their first evaluation at our hospital. Thrombocylosis and age (p = 0.0006) and thrombocylosis
and parformancea status (p = 0. 0002) are significantly corralated, but thrombocytosis 1s not related to gandar, tumor histology, clinical stage, or sarum lactate dehydrogenase
concantrations Survival is significantly shorter in patients with thrombocytosis: [median survival ime (MST) 7 6 months, n = 08) than without thrombocytosis (MST 10 1 months, n =
513, p » 0.0020) Multivariate analysis of prognostic factors using the Cox proportional hazards model indicated that thrombocytosis had Indepeandent prognostic significance
CONCLUSION: Thrombocytosis al the first pationt evaluation is an independent prognostic factor in lung cancer

Copynght 2004 S Karger AG, Basol

PIMID. 15031673 [PubMed - Indexed for MEDLINE) Free full text
MeSH Terms, Substances >
LinkOut - more resources 2

PubMed Commons PubMad Commaons homea

N rammanta

Thrombocytosis at presentation has been identified as an
independent predictor of shortened survival. Thrombocytosis is
not related clinical stage



Paraneoplastik Renal Sendromlar

SENDROM

GRUBU SENDROM

Membranoz nefropati

Membranoproliferatif
glomeriilonefrit

RENAL
Minimal degisiklik
hastahg:

Fokal ve segmental
glomeroskleroz

Ig A nefropatisi

SIKNEDEN OLAN KANSERIER

Akciger Ca.
Kolon Ca
Mide CA
Diger bir gok

oKI 1.

eBurkit lenfoma
eMelamom
eHair cell 16semi

Hodgkin lenfoma
Pankreas CA
Kolon Ca
Akeiger Ca.
Renal hiicreli Ca

Hematolojik maligniteler

Akciger Ca.
Bas-boyun
Renal hiicreli Ca

MEKANIZMA

Immunolojik

Iimmunolojik

VGEF

IL13?

Immunolojik



Paraneoplastik Renal Sendromlar

- Genelde kanser tanisi konulduktan sonra
ortaya cikarlar.

« Kanser tanisindan sonra 1 yil icinde orta
citkmaktadirlar

- 50 yas ustld nedeni aciklanamayan
glomerulonefritli hastalar kanser
taramasina adaydir

 En sik membranoz glomerulonefrit gorultr




Paraneoplastik Renal Sendromlar

Membranéz glomerulonefrit

— Membranéz glomerulonefritlerin %10 maligniteye
bagh gelisir

— Hastalarin tamaminda aktif kanser saptanmasina
ragmen malignitelerin yarisi asemptomatiktir

— Tam remisyon ancak kanserin kiratif tedavisi edilen
hastalarin yarisinda mimkin olmaktadir

— 65 yas Ustu ve 20 yil/paket sigara icmis membranéz
glomerulonefritli hastalarda malignite riski daha
yUksektir



Paraneoplastik Renal Sendromlar

e Tam idrar tetkikinde —

— Proteinuri
— Dismorfik hematuri Paraneoplastik
> glomerulonefrit akla
-« Kan biyokimyasi gelmelidir
— Hipoalbuminemi
=

Tedavi malignitenin tedavisi ve glomerulonefrit icin uygulanan tedaviler
seklinde yapilir



Paraneoplastik Kaseksi

L Cancer cachexiais perhaps on manifestation of

advanced malignant diseasd (50%)

O Symptoms of cachexiainclude anorexia, weight loss, muscle loss,
anemia, and alterations in carbohydrate, lipid and protein metabolism.

O Cortisol and glucagon, tryptophan, TNF, IL-1, IL-6, IFN-a,

O Corticosteroids, Medroxyprogesteron, Ibuprofen,

Hiraki A et al, Lung Cancer, 2004



Paraneoplastik Bitkinlik-Yorgunluk Sendromu

Cancer-related fatigue is also extremely common. Up t of cangeryRatients
report fatigue symptoms while in most studies prevalenteAates ar
Plasma levels of free tryptophan

An increase in brain serotonin (5-HT) levels and/or upregulation of a population
of 5-HT receptors, may lead to reduced somatomotor drive, modified
hypothalamicpituitary-adrenal (HPA) axis function, and a sensation of reduced
capacity to perform physical work.

Treatment of cancer-related fatigue should be individualized according to the
underlying pathology when a specific cause has been identified. In addition to
older therapies, such as hematopoietics, antidepressants, corticosteroids, and
psychostimulants

Hiraki A et al, Lung Cancer, 2004



