A2OENH2 ME EMITYPETO-

HMAOATO2MNAHNOMETAAIA-

ANEMOAAENOTITAOEIA KAI
[MPQTOAIAINQ2H HIV

TMHMA AOIMQ=EQN I'NA O EYAITEAIZMOZ

Napovuoiaon neplotatikol: ToenéAn MeAnopévn,MaBoAoyoc,EEeldikeuopevn
NouwéLoAoyiag

Awadopikn Aiayvwon Kat IXoALoopoG : Tolpnpng Fewpylog,Moa@oAoyog,EEEL8IKEVOUEVOG
NowuwéLoAoyiag



[MTAPOY2A NO202

Avdpac, 47 stwv, EAAnvoc

ATO TPLUNRVOU, HEKATIKNA TTIUPETLKA Kivnon

Ano 20npEpou epmupeto HE O £wg 39°C pe piyoc-
KoKouyilo

Xopnriynon AefodAroéacivng mpo eLocaywyng Xwpig
KAWLKN BeAtiwon



ATOMIKO ANAMNH2TIKO

e EAsUOepo
e Karmviotnc (20py)



ANTIKEIMENIKH E-ZETA2H

AMN=120/70mmHg, opULEerc=120/min,
Sp02=96%(Fi02=21%),

©=38,5 C-o0n maocyxovtog

Avanvevotiko POuvpiopa: K.o.

S,S,: k..

KolAia: paAakn-eumieotn-avwduvn, LE MAPOVTEC
EVTEPLKOUC NXOUC

NeupoAoyikn e€€taon: K.¢.



ANTIKEIMENIKH E-ZETA2H

ElkOval LUKNTLOLGNC OTOMOTLKAG KOLAOTNTOC
‘Hrtop: 4 cm katwOev tou AE mAgvupLtikov toéou
2rtAnv: 3 cm katwOev tou AP untoxovdpiov

levikeupevn Aspdadsvomabeia pe poAakoug,
ovwoUVOoUC, EVKIVNTOUC, AEPPADEVEC
(tpaxnAwkouc-unepkAeidlouc-paoyaAiaiouc-
BouBwvikoUc), Leyilotng SLOLMETPOU 2 EK.



[TPO2KOMIZEI EPTA2THPIAKO
EAETXO...

WBC=6000/uL,POLY=3200/uL-LYM=1700/M

Hb/Hct=10,2g/dL/31%,MCV/MCH=89,5fL/29,5pg/cell, AE
K=0,80%

PLT=70000/pL,
TKE=70mm/h,CRP=17mg/dL
Ur=36mg/dL, Cr=0,79mg/dL
Glu=100mg/dL

UA=4mg/dL

SGOT=43IU/L,SGPT=24IU/L,y-
GT=77IU/L,TBIL=0,60mg/dL,LDH=147I1U/L

FER=1406ng/mL
Abs EBV-CMV-BpoukeA\o(WRIGHT)-Aelopavia:apvnTika



KAI AMNEIKONI2ZTIKO EAETXO...

e CT OQPAKOZ:bi0ykwuevol Aspupadevec
(LaoxaAlaiot-pecoBwpakiov-muvAaiot-
vrtotporidkoc (2,8X1,7 ek.)

 CT KOIAIAZ: nrtatousyaldia
(23¢ek.),onAnvousyadia (15,5 k.), dtoykwuevol
Asupadsvec mapaopTikol (2ek.)-Aayoviot (2€k.)-
BouBwvikol



MAPANOMITH 2TO NO2OKOMEIO...

e EMipOvVN EUNMTUPETOU
e HIV Elisa (+)

e EmBefaiwon pe W.B.
e CD4=263 cells/uL , HIV copies=170000/ml



EPTA2THPIAKO2 EAETXO2
EI2ATQIH2

WBC=8190/uL,POLY=3560/uL-LYM=3300/MI

Hb/Hct=6,4g/dL/18,3%,MCV/MCH=81fL/28,3pg/cell,
AEK=2,28%

PLT=100000/L,
TKE=45mm/h,CRP=9,6mg/dL
Ur=24mg/dL,Cr=0,6mg/dL
Glu=101mg/dL

UA=3mg/dL

SGOT=341U/L,SGPT=21IU/L,y-
GT=591U/L,TBIL=0,42mg/dL,LDH=220IU/L



NAOINO2 EPTA2THPIAKO2 EAETXO2

EBV,.CMV,ParvoB19,Borellia,RPR,FTA,Brucella,
Wright,Coxiella,Leishmania,Toxo: apvnTtika

KaAAMEpyeLec aipatoc yia kowa kat B-Koch,
KAAALEPYELEC OUPWV: OLPVNTLKEC

Fer=1995ng/ml,
antoodatpivec=2,50g/I(d.t. 0,32-1,99)
PUXpOCUYKOAANTIVEC: aPVNTLKO



NAOINO2 EPTA2THPIAKO2 EAETXO2

Aevkwpoto=5,5 g/dl,AABoupuivn=2,1 g/dl

HAektpodopnon ASUKWHATWV: SLaxUTh
UTtEPYA Lo aLpLvaLLo

[eVLKN oUpwWV : K..

Ag KPUTITTOKOKKOU : OPVNTLKO



[TOPEIA NO2OY

e OMB pe apvntikn PCR Leishmania puelou
ooTwV Kol KaAALepyeta M.O. yia B-Koch

e Avooodatvotumoc M.O. : HOVOKAWVLKOC
nAnBuopoc B Aepdokuttapwyv (kK eEAadppwv
aAUoewVv) o€ mocooTto 11%

e Broyia BouBwvikoU Aepdadeva pn
SLOYVWOTLKO UALKO



[TOPEIA NO2OY

e Evapén avilpeTPoikng aywync
(tenofovir/emtricitabine/dolutegravir) pe,
aPXLKA, KAAUTEPN OVOXH EUTTUPETOU

* ACUUTITWHATIKOC LE KOONUEPLVI TIUPETLKN
Klvnon

e [epaltepw NTWoN Alpotokpitn (LETOYYLOELC
MZE) kot atponetaAiwy



[MTEPAITEPQ EAEIXO2

e Bioyia vurntd U/S €Aeyxo unepkAeidlou
Aepdadeva :HHV8+ cuvdeopevnc
NOAUKeVTPLKNC vooou Castleman enti

£dadouc avoooKATAGTOANC
e PCR HHVS8 (mmAaopa)=14000000 copies/ml




OMB

AwnOnon oto mAaiowo HHV8+ cuvbeopevnc
NMOAUKEVTPLKNC vooou Castleman emt ebadouc
OVOOOKOTALOTOANC

2 TOLXELO QL0 AYOKUTTAPWONG

Mn avixvevon EBV

A&LoAoyn vnepmAacia LUEALKNC Ko
LLEYOLKOLPUOKUTTOPLKNC OELPAC KOl LETPLOU
BaBuou anwbnon epubpac oepac ota
rnAailowa HIV-cuvdeopevnc puedonadertac



ENAP=-H ©OEPATEYTIKH2 ATQIH2
NO20OY CASTLEMAN

e Rituximab kot Etoposide



EKBA2H

..Kata tnv evapén xopnynong Rituximab onuewwOnke
uTtoéuyovaLlplo-umoTaonN-Mtwon EUMeSOU OUVELONOEWC...



EKBA2H

Aepdokuttapwon: 16000/uL
Ht: 15%,

PLT: 10000/uL

UA: 9mg/dI

LDH: 1500 mg/dI

Cr: 1,3mg/dl amo 0,7 mg/dl

C
3

R

vl

P: 30 mg/dl

1EVOU o UTtoyAuKatpia & yaAakTikn ofewon



EKBA2H

e AtaowAnvwon

e O aoBevnc anepBiwose



Baon dtadopodlayvwonc

HIV(+), CD4=263/ul, HIV RNA=1,75 *10° copies/ml

[MUPETOC alyvwoTou attloAoyioc pe ouvodo kakouyia,
VEVIKELEVN avwduvn AspdadevomabeLa, KAVTILITIAOLKA
otopatitida (thrush), kol nmatoonmAnvoueyoAia
Kuttapormevia (avatpia - Opoufornevia), Amio dtaxutn
uTtepyappaodatpvoLuia, urtaABoupwvortuio

Avodoc dektwv pAeypovnc (CRP, TKE, peppttivn, vwdoyovo)
MponynBeioa AnYPn avtiBiwonc (levofloxacin) xwpic Udeon
ekONAwWoewV



STEP1
cultures

STEP2  CDd4+

STEP3

Skin biopsy

Clinical history and physical examination
Ophthalmic examination
Full blood count, blood film, liver function tests, LDH, blood

Urinalysis
Chest X-ray, sinus radiographs
Abdominal ultrasound
—  Culture sputum/urine/stool
Any Biopsy & PCR for mycobacteria
T pumber CMV PCR
Blood smear, AFB
L——  Abdominal & thoracic CT
Cryptococeal latex agglutination test
— <200/mm3 Anti-Toxoplasma antibodies
Cranial CT

Liver biopsy if hepatosplenomegly or abnormal liver function tests
(especially T alkaline phosphatase)

Bone marrow aspiration/biopsy & culture

Nuclear imaging:""FDG PET scan

Other procedures (case specific)

¢ Fchocardiography

¢+ Lymph node biopsy



FUO kot HIV

Qupuatiwon, Atunin pukoBaktnpladikn Aoipwén (MAC)

NHL
Neiopaviaon
Alyotepo ocuyvad: CMV, PCP, ddy

CD4=263/ul
(otadlo B2)

Absolute CD4 lymphocyte count (fmcl)

500 —

)
=

on
=1
|

H
|

Bacterial infections
Tuberculosis
Herpes simplex
Herpes zoster
Vaginal candidiasis
Hairy leukoplakia
Kaposi sarcoma

Pneumocystosis |

Toxoplasmaosis
Cryplococcosis
Coccidioidomycosis
Cryptosporidiosis

ANE=APTHTEZ CDA4:

 TB

e LEISHMANIASIS

e HHV-8 RELATED
DISORDERS
(KS,MCD),

e CMV

* JUOTNHOTIKA
Nepdwpata

e umnotporialovoa
Baktnplakn
TIVEULOVLAL

Disseminated MAC

infection

Histoplasmosis

CMV retinitis

CNS lymphoma




HIV kat kuttaporevieg (1)

HIV-associated causes of anemia, thrombocytopenia, and neutropenia

Conditions
Infections
Viral

+ HIV

o CMV

+ EBV

o Parvovirus B19

+ Hepatitis A, B, or C

Bacterial, fungal, or mycobacterial infections

» Histoplasmosis

+ Cryptococcus

s Other fungal infections
+ MAC

s Mycobacterium tuberculosis

Protozoal

+ Leishmania
» Malatia

Medications
Antifingals and antibiotics

+ Amphotericin
+ Sulfonamides (eg, TMP-SMX)

Antiviral agents
+ Ganciclovir/valganciclovir

« Foscarnet

+ Zidovudine (AZT)

Commonly associated cytopenias Other important findings

Anemia, neutropenia, and/or thrombocytopenia; may

be due to direct bone marrow involvement In viral hepatitis-induced liver disease, there may be a

. . : : component of hypersplenism
Parvovirus typically causes isolated anemia due to an P PP

RBC maturation block

Anemia, neutropenia, and/or thrombocytopenia; may
be due to sepsis (cytokine effect) and/or bone Fever (may be acute or chronic)
matrow involvement

Visceral leishmaniasis may cause pancytopenia

Malaria usually causes anemia and sometimes
thrombocytopenia or leukopenia

Some oxidant drugs may cause hemolytic anemia with

Anemia, neutropenia, and/or thrombocytopenia -
: PEME. y1op high reticulocyte count

Anemia, neutropenia, and/or thrombocytopenia Refer to individual drug information monographs



HIV kot kuttaporeviec (2)

Cytotoxic chemotherapy drugs
Malignancies or lymphoproliferative disorders
Lymphoma or leukemia

« Hodgkin lymphoma

+ Non-Hodgkin lymphoma
« CLL

s Acute leukemia

Multicentric Castleman disease

Kaposi sarcoma (rare) or other metastatic tumors
Immune-mediated disorders

Autoimmune destruction

Hemophagocytic lymphohistiocytosis (HLH)

Inflammatory state from HIV, other infection, or other

chronic condition

Other
Hypersplenism
Nutrient deficiencies
¢ Iron
¢ Vitamn B12

o Folic acid
« Copper

Thrombotic microangiopathies (TMAs)

« TTP
+ Dmg-induced TMA

Anemia, neutropenia, and/or thrombocytopenia
Anemia, neutropenia, and/or thrombocytopenia

With lvmphoma or CLL, cytopenias can be due to
antoimmune destruction or bone marrow infiltration

With acute leukemias, cytopenias are due to bone
matrow involvement and are usually severe

Anemia, neutropenia, and/or thrombocytopenia
Anemia, neutropenia, and/or thrombocytopenia
ATHA and ITP most common; autoimmme
neutropenia can also occur

Pancytopenia, typically severe

Can cause anemia of chronic disease

Anemia, neutropenia, and/or thrombocytopenia,
typically mild

Tron deficiency causes isolated anemia; the other
deficiencies can cause anemia, neutroperda, and/or
thrombocytopenia, typically mild

Anemia and thrombocytopenia

Refer to indfvidual drug information monographs

Lymphoid malignancies are often associated with
EBV or HHVE; lymph node enlargement is typical

Typicalty HHV8-associated; lymph node enlargement
is typical
Bone marrow involvement

Normal blood cell production in the bone marrow;

ATHA has high reticulocyte count and positive DAT
Fever, coagulopathy, nerologic findings, extremely
high ferritin, hemophagocytosis in the bone marrow

Tvpically caused by liver disease

fron deficiency causes microcytosis; the other
deficiencies cause megaloblastic changes
(macrocytosis and multilobed PMNs)

Schistocytes on the blood smear; newrologic and/or
renal impairment

Refer to UpToDate topics on HIV and individual cytopenias for further information about testing and management.

CMYV: cytomegalovirus; EBV: Epsten-Barr virus; RBC: red blood cell; MAC: Mycobacterium avium complex; TMP-SMX: trimethoprim-suffamethoxazole; CLL:
chronic lymphocytic lenkemia; EBV: Epstein-Barr virus; HHVE: human herpes virus 8; AIHA: autoimmune hemolytic anemia; ITP: immune thrombocytopenia; DAT:
direct antiglobulin test; PMN: polymorphonuclear neutrophil; TTP: thrombotic thrombocytopenic purpura.



Causes of pure red cell aplasia (PRCA)
Primary PRCA
Idiopathic (autoimmune)
Initial presentation of MDS
Transient erythroblastopenia of childhood (TEC)*
Secondary PRCA
Drugs
AMITHZ AMAAZIA THZ EPYOPAS SEIPAS (RF chovesss
Erythropoietin (EPO, recombinant)
Mycophenolate mofetl
Phenytoin
Trimethoprim-sulfamethoxazole
Zidovudine
Infections
B19 parvovirus (may be transient or chronic)
Epstein-Barr virus
HIV
Viral hepatitis
Immune disorders
Autoimmune hemolytic anemia
Systemic lpus erythematosus
Rheumatoid arthritis
ABO-incompatible hematopoietic cell transplant
Neoplasms
Lymphoid

» CILL

» LGL leukemia

o Hodgkin lymphoma

o Non-Hodgkin lymphoma

o Multiple myeloma and other plasma cell disorders

Myeloid

« CML
+ PMF

Other

o Thymoma (approximately 5% of cases)
o Cancers with anermia treated with EPO

Pregnancy

This is a partial list infended to summarize the most common canses of PRCA. Lymphocyte and plasma cel disorders
are the most common underlying disorders in secondary PRCA. Additional causes (inchiding additional drugs and viral
infections) may have been reported. Refer to UpToDate for the evahuation of these disorders.

PRCA: pure red cell aplasia; MDS: myelodysplastic syndrome; EPO: erythropoietin; CLL: chronic lymphocytic
leukemia; LGL: large gramular lymphocyte; NHL: non-Hodgkin [ymphoma; CML: chronic myelogenous leukemia;
PME: primary myelofibrosis.

*TEC is an acute, self-limited PRCA seen only in childhood. It is the most common canse of PRCA in children and
typically occurs in previously healthy children. The precise mechanism is unknown. Refer to the UpToDate discussion
of PRCA in children for details.



Awadopodilayvwon (1) Aotpweelc

TB (MNEYMONIKH-EZQIMNEYMONIKH-KEMXPOEIAHZ)
BPOYKEAAQ2H

ENAOKAPAITIAA

AEIZMANIAZH

2YZTHMATIKH MYKHTIAZH (KANTINTIAZH, KPYINTOKOKKQZH,
ENAHMIKOI MYKHTEZ)

2YOIAH (AEYTEPOIENHZ)

TO=OlNAAXMQ2H

EAONOZIA

ATYNH MYKOBAKTHPIAIAKH AOIMQ=H(MAC)

IQZEIZ (EBV, CMV, VZV, HHV-6, HHV-8, adenovirus, parvovirus, HBV,
HCV, HIV)

BARTONELLOSIS, SALMONELLOSIS



Aladopodiayvwon (2): ANOZOAOTIKA
NO2HMATA

2EN

NOZOZ STILL ENHAIKQN, KAWASAKI, KIKUCHI+ Macrophage activation
syndrome (MAS)

RA+ Felty Syndrome 1 MAS
2APKOEIAQ2H

|IGg4 related disease
ATTEITIAEZ



Awadopodlayvwon (3): KAKOHOH NOZHMATA

ANEMOQMATA (High grade NHL, ayystoavooofAaotiko T-Aépudwpua, HL,
PEL)

FDCS(Follicullar Dendritic Cell Sarcoma)

AEYXAIMIE2

NAAZMATOKYTTAPIKEZ AY2ZKPAZIEZ (MM- AMYAOEIAQZH- POEMS)
FTENIKEYMENO 2APKQMA KAPOSI



Atadpopodiayvwaon (4): ANNA NOZHMATA

AlpodayokuTtaplko 2uvdpopo (Mpwtonabec- Asuteponabec oe Aolpwén,
OVOOOAOYLKO alitlo, kakonBeLa)

Noooc Castleman
Autoimmune Lymphoproliferative Disease (ALS)
Qappoka (AvTLETANTITIKA, B-AQKTAULKA, AAAOTIOUPLVOAN)
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EPFTAZTHPIAKA EYPHMATA (1)

ANA, Rf (-), C3, C4 k¢, anti-dsDNA (-),kpvoodaipiveg (-)

Coombs apeon kat Eéppeon (-) ,antoodatpivec kb, PuxpoouyKoOAANTLVEC (-
),B12 ,pUAAKO K

Yriépnxog KapdLag xwpic ekBAaoTNOELG, LOALG UTTOCNUOLVOLLEVN
nepwkapdiakn cuAloyn, EF=60%

KaAALEpyeLeC aipaToc yia kowva Baktipla, brucella, poknteg,
LUKoBakTnpilola: otelpeg

Mantoux 3 mm (-),Quantiferon(-)

‘EAeyxoc yLa nrtatitidec (-)

Eniyplopa meptdeptkol aipatod: xwpic BAaAoTIKA | AepdWHATIKA KUTTAPO
,Ta L otayova/Aemntn otifada (-) yia mAaopwdlo,oxlotokuTTapA (-

), AEK=2 %

Avtiowporta yia Bartonella henselae/quintana (-), Widal (-)

AgUkwpa oupwv 24h =200 mg/dL,TG= 250 mg/dL,CHOL=120 mg/dL



NEPIDEPIKD FENIKO NOZOKOMEID O "EYAITEAIZMOZ"
TMHMA ADIMOSERN (MEA)

MPOEAEYEH MEA ORDERID 200218619
HMEP ESETATHE  8/7/2019 10:48 np ARIOM,MHTPQOY

Ok nopohaBn eEerhorwy

EPFAZTHPIO MOPTAKHE ATAFNOETIKHE TIMEL ANASOPAL  -ygidier MKOAA AHUTRA
PCR CMV (Midopa) £

PCR CMV (Mhopa) My avveiopo |

PCR Leishmania (Ohxd aiga)

PCR Leishmania (Ohikd olya) M oviyvEdao

OfH IATPOZ

PCR Parvovirus B19: Mn avixveuolpo

NEPIGEPIKO FENIKO NOZOKOMEIQ O "EYATTEAIEZMOE®
TMHMA ADIMOZEQN [MEA)

- ABHMM - 4

e |

MPOENEYIH MEA ORDERID 342018519
HMEP.ESETAZHE 5/7/2019 1059 ny APIGM.MHTPQOY 1400781-9A

Ok napakoPn cEErhaewy

EPFAZTHPIO ANOEOAOFIAE AOIMOZEQN

EBV Abs InG Gemid

£8V Abs IgM A

CMV 455 196 Bened -

v Abs Igh e - -
Pavovirus BI9AbSIO6 @

Panovins BISADSIM  Apwmd S
Borrelia burgdorfei Abs IgG g
Borela burgdorferi Abs I~ apemin. -
R e

FT.A o w o
Cryptococeus neoformans Ag A - -

Brucells Abs 196 e B -
Bucela AbsIgM Agvniud

Brucella Abs IgA fprms S v B
Avibpaan Wright Apmmiy o

Coxtella burnetti Abs 196 Ak _

CoelabumetiAslM  Apwmd TS EI
Leishmania Abs ' apviTiKg o e —
Taxoplasma Abs [gG ApviTixd - -
Toxoplasma Abs IgH .!:pu.-nnm g

Leginnella Ag oTa olpa apviTIFKD

Streptococcis preumoniae AQ OT3 apvmig
olpa




AMNEIKONIZTIKO2 EAEIXO2

AZONIKOI TOMOTPA®OY Tlﬂ

ONOMATENQNYMO HMEP ESETAIHI 4/7/2019 07:00 ny
| naTPaNYMO ORDERID 426718519

| NPOEAEYIH MEA APIEM MHTPOIOY

HAIKIA 46 orav
* Oywot Oupiov © ML
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TEAIKH AIAOOPOAIATNQ2H

DOYMATIQZH

NO2O2 STILL-MAS

HLH (HIV, Aépdwpa, aAlo?)
MULTICENTRIC CASTLEMAN DISEASE
AEMOOYMEPMNAAZTIKO NOZHMA
2YNAPOMO MPOQTOAOIMQ=HZ AMNO HIV



OZY PETPOIKO YNAPOMO

e + :JupPatny KAWLKN ElKOVA
* - :TIOPATETAHUEVN SLAPKELOL CUUMTTWHATWY, OXETLKA XA UNAO
Liko doptio

e Atayvwon €&’ amokAelopoU AAAWV oLTiwv



TB KAl HIV

JUXVEC €EWTIVEULOVLKEC evToTiioelC (Aepdadévec, nmap, omAnvoc ,dLaxutn
VOOOC) KUPLWC O€ MPOXWPNHUEVN AVOCOKATOOTOAN

Mo TuTtkn ewova et CD4 > 350/l
AFB gvaloBnoia 50-60%
XaunAn evawcOnoia TST, IGRAs

KaAALEpyeLeg aipatog-puelov, OMB, Bloyia Aspdadeva €xouv
vPnAotepn amodoon



STILL'S DISEASE- DIAGNOSTIC CRITERIA

Major .
criteria

Minor o
criteria

Exclusion
criteria
[ ]

(Yamaguchi)

Fever >39°C, lasting | week or longer

Arthralgia or arthritis, lasting 2 weeks or longer
Typical rash

Leukocytosis > 10 000/mm with >80%
polymorphonuclear cells
Sore throat

Recent development of significant
lymphadenopathy

Hepatomegaly or splenomegaly
Abnormal liver function tests

Negative tests for antinuclear antibody and
rheumatoid factor (IgM)

Infections

Malignancies
Other rheumatic diseases

Five or more criteria are required with 2 or more being major
criteria for diagnosis of AOSD

Abbreviations: AOSD, adult-onset Still's disease; IgM, immunoglobulin M.



Alpodayokuttaplkdo cuvdépopo (HLH) AtayvwoTtika
KpLtnpLa

Five of the following eight findings:

Fever >38.5°C
Splenomegaly

Peripheral blood cytopenia, with at least two of the following: hemoglobin
<9 g/dL (for infants <4 weeks, hemoglobin <10 g/dL); platelets
<100,000/microL; absolute neutrophil count <1000/microlL

Hypertriglyceridemia (fasting triglycerides >265 mg/dL) and/or
hypofibrinogenemia (fibrinogen <150 mg/dL)

Hemophagocytosis in bone marrow, spleen, lymph node, or liver
Low or absent NK cell activity

Ferritin >500 ng/mL (the author prefers to consider a ferritin >3000 ng/mL
as more indicative of HLH [82])

Elevated soluble CD25 (soluble IL-2 receptor alpha [sIL-2R]) two standard
deviations above age-adjusted laboratory-specific norms

4/8 kpltnpLa



MULTICENTRIC CASTLEMAN DISEASE(MCD) —
NepdpoUTTEPTIAALOTLKAL

MCD: oupatr) KAwikn eikova ,cuvnBwc Hb>8 g/dL, LDH kal nmatika
gEviuua auénpeva, amapaitntn n dtevépyela Plodiog Aspdadeva yia t
Sdldyvwon tng

NepdoimepmAaotiko voonua(NH L,HL, Aevyoupia): cupBatn n
KAWVLKN €lkova pe e€aipeon tn duotoloyikn LDH, amatteitat OMB r/koi
Boyia Aepdadeva

Primary effusion lymphoma (PEL): amouvcia opoyovitidac, apBOpLkng
npoofBoAng dev ouvadel pe dltayvwon



[Mopeila vooou

Emtipovn epmupetou , emiibeivwon kuttaporneviac(avatpiog xprilovoag
netayyloswv kot OpopBormneviag)

Alpoduvapikad otaBepocg
Alevepyela OMB
Bloyia BouBwvikol Aspdadeva: pn SLayvwoTiko UALKO

Ekkpepel ooteopveAikn Bloia, mpoypappatiopoc yia Brodia dAAou
Aepdadeva

OAokAnpwon aywyng ne pAouvkovaloAn yLo LUKNTLOOLKA oTopoatitida
‘Evapén ART (TDF/FTC/DTG) (10" nuépa voonAeiog)



Navios Panel Report: 1965 EVANGELISMOS GENERAL HOSPITA]
IMMUNOLOGY/HISTOCOMPATIBILITY-FLOW CYTOMETRY LAJ

2019 2 Director: TSIROGIAN] ALEXANDR 4+
Sample [D1:
Panel Name: ent [D: DOB: Y éﬂ

Panel Complete: Y Mach Y Navios SN: AN3914T

LMD File Name(s): Navios vl

Ci\Beclman Coulter User DatalUsers\LPD\LMD'SAKKAS VASILIOS BM 23 22 19 5 79543 FMC 45 00007313 2019-07-11.LMD
C:\Beckman Coulter User Data|Users\LPD\LMD\SAKKAS VASILIOS BM 8k4] 19 5 38 200 20 3 43 00007314 2019-07-11.LMD

MYEAIKO EMIXPIZMA: (-) ﬁ’“’”"‘“‘ e mmﬁm“’

MA AEIZMANIA, Sape T e e
MYKOBAKTHPIAIA wiedineg %

PCR Leishmania (-) . -

Deseription Reglon Result CAL Opt Stat 1 Opt Stat 2

KAAAIEPTEIA MYEAOY: (-)  @sebmse  om s
19+ % on Cells BLYMPH 11.4%

CD200+ on CD19+ Cells K2 0.8%

[NA KOINA, BPOYKEAAA, CDS+ on CDIG* Cells 0 L%
CDS+CD23+ on CD19+ Cells 1 0.5%

MYKOBAKTHPIAIA D43+ on CDIO* Cells H 1%
FMCT7+ on CD19+ Cells ] 97.5%

CDS+CD19+on CD19+ Cells CDS+CDI9+CELLS 2.3%

CD22+ on CD19+ Cells M 52.7%

CD79b+ on CD19+ Cells N 98.9%

CD38+ on CD19+ Cells B2 99.4%

KAPPA+on CD19+ Cells KAPPA+ 99.8%

LAMBDA+ on CD19+ Cells LAMBDA+ 0.2%

CD20+ o6 CD19+ Cells M 00.5%
€D10{+) % on CD19+ Cells 0.2%

Avooopavbtoros pueol ot aafievi pe wtopwcd HIV,

Zro mapdv Bebypa mvigvedera povorhaviess mhnBuopd B hepporverapav (k ehappdy ahloenv), ot mooootd
~11% exd ouvohov kuttpov, e 1 efic avooopawoTumkd yepaxmpisrucd: CDS(-), CD10(-), CDI%(+),
CD20(+), CD22(+), CD23(-), CD38(+), CD43(-), CD79%b(+), CD200(-), FMCT(+).



BIOWIA YINEPKAEIAIOY AEMOAAENA

| EAAHNIOI AHMOKPATIA AIMONABOAOTOANATOMIKD EPFATTHPIO @
\ MOYPEIO YIEIAL MPONOIAT  MIEYBYNTPIA: AZHMINA NATANIKDAADY
“T.MA . D EYAITEAIMOT
ODBAAMIATPEIO AGHNON-  YWHAANTOY 4547 ABMNA, 10676 bl Aoy
NOATCAINIEH" Tak 713 M41%42, Fa: 2102041658 Ag, M. 1147
N.NLAA. ETOX WAPYIECE 1881
R0 Mpuroashiou: Ha/via Napakapdc 13/7/2018
Dveya Aafow: Hvia Aedyvwonc  29/7/2019
Natpunus: Nooowoyls:  MONALA ELANDN ADIMOZEQN
AN B lampdc:
Hirla, dberim Ap. Andbtskng:
Ddko:  Appev 4113
M AEMDAAENAL
Rk Biolec; 10721, 107357
IITOAOTIKH EKOEIH
BIOATIKO YAIKO }
Hhwlo:  46etiv Ap. Andbeing:
KAINIKOEPTAITHPIAKA AEAOMENA
Hive Qodo:  Appev 1CDO:
s ;‘;"’“’, ﬂ“’m""""“" Vws:  AEMOAAENAS
o : Mee Buodiles: 107213, 107357
-Aratooninveuryalia .
-avaipia, Bpoyonsvia ev Todtowg Sy n napovola yevikeupévng AepdabevondBelag Sev unopel va anokleloei 0
evBeybpevo autd oe &A\n avatoptkd evedman.
AIATNQITIKH NPOIETIH
Avooourapnuela: C020, COT9a, Paxs, €030, CD1S, CO134, Clg MUM-1, LANA-1, CDZ3, CD3
ITTOAOMKA KAI ANOIOIITOXHMIKA EYPHMATA
Katd T puspoaxomnu] oetiunon 1o fontued uled avitonsl ot pupd Tudua Aepgabevund wod e
anl i poug Eupduata:

<tvrovn Surtapard ¢ apyrestowac, Mdyw T napovaiag daittpa aufnudvou mhaouaToxuTTapod
mhnBuopod (CD138+, CD20-, MUM-1+], noluxluwvol rapartpa.

-ayrruc) Sy puoparonolnen tou Ayducod napeyyiuetos Adyw e thacuatoruTrapuric napovalag)
jut napouoia nowdloy urytBoug kepdolibiu, te fagrud eivipa wy enoluw, floxoveay, we el to
nheiorav, o $don unootpodds.

avayvipion Ehanotwy, pepovopbvaey thaopalaomudy otogluy om liva Tou pavbia Ty
heudoliBliav, e napousia tou 1) HHV-8 (LANA-1).

~yiltpia auénubvn napouaia uuspdy xuplu, kel ondvia utyalutipou prytBout evepyanoinpbvay
hepdosutripun e Berudra oo Selern CD30.

Ta napandve eupduata epunvitova ota mhalma HHV-B+ auvBedurvng, nokuxevepud; vhaou
Castleman enl iédgous avooonaraorolc Emanualveral o pupds apubude masuaflaamui
evourely (Ehdnamn prpovaydva), fro dioe ato oupepuuive ukied va pny Tegunpuiveras ebin
npog Mpduwya and uryila Arpdoxdrapa enl HHV-8+ ouvBedutvng nolueeviputc woou Castieman,



OMB

i_z_TQ_f\_Q_____ﬂlﬂiE'“a—EiH;

“AMAec Bowleg: 107357, 107526

BIOMTIKO YAIKO l
Ootikdc kUALVSPOG piikoug 1,8 €K, |
KAINIKOEPTAZTHPIAKA AEAOMENA

astleman ent e6apoug Iq\JOUDKG‘EUU‘EO?\ﬁ(, (@AEne avTloTOLES

-HIV+
-Stdyvwon) HHV8+ oAu kevtpukijg vooou C

Broyieg)
38, Clg, CD3, CD4, CDB, CD30, CD36, D20,

AIATNQETIKH MPOZEITIZH
Avogoiatoyueia: MPO, CD34, LAT-1, Glycophorin C, CD1

CD79a, LAN-1
-In situ uBpibiopds: EBER

|ETOAOTTKA KAl ANOSOIETOXHMIKA EYPH

ki EKTILNOT TPOKETAL YL
afloAdynang: .
s voooc Castleman ent £5adoug

i mowihou PEYEBOUS aBpoloEWY

) ropovota Tou 100 HHV8+
15-20%, T- ?\apdao&uuupmﬁ

MATA ;
" Kortd T MIKpOOKO o tbraltepa Kurmpofj_plﬁﬁ Hued (F:C=0:100) pe el BEPOUG
uprpaTe KaTd oelpd SLayVWOTIKNG :
1)6tiBnon ota mhaiowe Tng vooou: HHVE+ TIOAUKEVTPLKN
an 6uenon QUTAVTOL HLE T HOP

avoookataotoAnc.o OUYKEKPUUEY
arnd pikpd: B- kat T- Kat AdyLoTo. peyaRa B-AepdoklTIapa He Sloyvwot
SlaiTepa QUENHEVN,

(LAN-1+) ot tekeutala amo QUTE, SUVUTIAPXEL KaL U
guvioTdoa pe Sudpean/Sidomaptn KQTAVOU.

2)otoiyela 110 ayOKUTEAPWONG.
3)un aviyvevon Tov (o0 Epstein-Barr (in situ UPPLOLOUOG)-

4)agioroyn urteprihaiotol PUERLKIG KO HEYAKApU OKUTTOPLKN
£puBpdg OELPAS, 0T maioto HIV-ouvbEGUEVNG puehondferac.

AP

I

C 0ELPOG KOl KETPLOV BaByob anwdnon
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AwnBnon ota rmAaiolto HHV8+ cuvdeouevnc
TTOAUKEVTPLKNC vOooou Castleman ert
e6aPpouC avooOKATOOTOANC

2TOoLXElOl QMO P AYOKUTTAPWONG
Mn avixvevon EBV

A&LoAoyn vmepmAaocio LUEALKNC KOl
LLEYOLKOPUOKUTTOPLKNC OELPAC KAl LETPLOU
BaBuou anwbnon epuBpac oepadc ota
rniAaiiola HIV-ouvdeopevnc puehomadelac



NEPI®EPIKO MENIXO NOZOKOMEID O “EVATTEALEMOE"
THMHMA ADIMGZEQN (MEA)

ONOMATENQNYMO ~ YAKKAZ SAZIARIOZ reaeriol —— 126021019

NPOEAEYT H "
HMEP EZFTATHE APIOM MHTPOOY
OAixn napaiaps

EPTATTHPIO MOPIAKHI ALAPNQITIXNE VINEL ANARORAE
PCR HHVE (Midoyo)
PCR HHVE (Mhdapa) 1,4X10~ 7Copies /mi
PCR HHVB (heuromirrrapa)
PCR HHVB (Acuxoxirrapa) 1,5X10" 7Copwes /mi
oy AT

TEAIKH AIAFNQZH: noAukevtpiki vooog Castleman HHVS8 + pe cuvodo
oltpodayoKuTTapLlko cUVOPOO



The types of CD

« CD can be divided into two

main pathological subtypes:

— Unicentric CD (UCD), .
which has localised
lymphadenopathy in one
lymph node site. Usually
successfully treated by ()

CD(uCD)

surgical excision.

— Multicentric CD (MCD),
which has multifocal
lymphadenopathy and
plasma cell infiltration in
the affected lymph nodes.
Patients are more
symptomatic than UCD
sufferers.

. ey W

POEMS- Idiopathic
associated MCD
MCD (iMCD)




The types of MCD

Multicentric CD (MCD) subsets

ar e - Castleman’s

Disease (CD)

¢ HHV-8 positive MCD
« POEMS-associated MCD

— Polyneuropathy,

Unicentric Multicentric
CD(UCD) (D (MCD)

organomegaly,
endocrinopathy, M proteins
and skin changes (POEMS)
and HHV-8 negative MCD is

caused by an underlying

HHY-8 POEMS-
positive associated
MCD MCD

disorder involving

monocloncal plasma cells.

1. Castleman Disease Collaborative Network: About Castleman Disease. Available at: www.cdcn.org/about-

castlomaddéﬁo?amesM @p)zt(q‘M@@ enbaum DC. Blood 2018; 132(22): 2323-2330. 3. Kaur H, et

al. Fed Pract 5; 32(Suppl 7): 41S-46S. 4. Wang HW, et al. Semin Diagn Pathol 2016; 33: 294-306

Idiopathic
MCD
(iMCD)



HHV-8 associated MCCD

EMIAHMIOAOTIA: 25 % twv neputtwoewv CD, n mAswovotnta adopad
0p0BEeTLKOUC KOl AlyOTEPO AAAOU EL60UC AVOCOKATOOTOAN

50-65% avOpeg

AttlortaBoyévela: HHV-8( Autikn daon) pe mapaywyn viL -6

KAINIKH EIKONA: Mupetog, dtaxutn Aepdadevomnabela, onAnvopeyalia,
NTOTOUEYAALQ, TIVEUUOVLIKEC EKONAWOELG, oldpaTa, aLoKitng, cuvuTtopEn
KS oto 70%

EPFTAZTHPIAKA EYPHMATA: avatpia (omavia Hb < 8g/dl), Bpoufornevia i
BpopuBokuTTApwWOon, TOAUKAWVLKA UTIEPYOULAODALPLVOLULOL KOL
vrtaABoupvatpia, avénuévn LHD, TKE, CRP, (cuoxétion ue IL-6),
TIapouUcial AUTOOVTIOWUATWY



Castleman Disease Signs and Syrnpturns

CD is difficult to diagnose, Patients have a wide range of symptoms that are often initially
misdiagnosed as other ailments,

Flu-Like Symptams -
Experience fevers,
nikght sweats, latigue,
and weeight loss

Lymph Hade
Enlargement of lymph
niodes in muliple regions
s seen in MCD
g Liver Dysfunction
Kidney Dysfunction
= Fluld Aceumulition
Liwe altwmin fevels canse edensa, |I|run|
Lymph Node elfiesionms, and ascibes {Muid in belly)
Frslasgement of bymph nodes

v ol cne seglon is seen in
ych

5 Year Mortalrty Rate

Cither Symptems

» Elevated C-feactive prodcin {the best
ekt o this discse) levels, eryibrocyte
sedimentation rate. and Ebrinogen leveds.

» Anemia

. 'n'cr)' Jow ﬂ.llc]:l:mrhish |||.1Id\,1n.

« Hypeegammuaglobubinemia, 1

Multicentric Ik 35% | &

Hodghi | Hireand Camrr; 1% | Prostate Casicer; |



HHVS8 associated Multicentric
Castleman disease

Endothelium e Usually occurs after the 1st
oa® year of HAART (highly active
antiretroviral therapy) in patients
with undetectable HIV-viral
load and normal CD4

e Elevations in vIL-6 coincided
with the development of
severe symptoms of
inflammation

e C(Clinical course of HHVS8-

HIV associated MCCD

e 50-65% evNnALKEC
AvOpeC

e Auénuévn eninmtwon
LETA TNV €vapén tng
ART og avtiBeon pe
Helwon enintwong

KS associated MCD in HIV infected
, patients is characterized by
* RFs:CD4>200, >33 /\ | gl recurrent attacks with systemic
years ,Old' un O P symptoms, lymphadenopathy,
Kaukaota ¢puln CW;::&EE;%:';W splenomegaly, and cytopenia

e Inflammatory attacks
associated with high HHV8-
viral plasma load

Carbone A, et al. Int J Cancer 2015;13



AMNEIKONIZTIKO2 EAETXO2

e ATIELKOVIOTLKA EupApaTa: 2 akTivoypodio Bwpakog mMVEUUOVLKA
dinBnuata, dStelpuvon HECOBWPAKLOU, TTAEUPLTIKEC CUAAOYEC

e CT Bwpakocg — kolhiag: Aepdadevomnadela pecobwpakiou Kot
UTTEPKAELS LWV, Lo XaALaiwy HECEVTEPLWY, TTAPOOPTIKWV,AQYOVLWV Kol
BouBwvikwv Aspdpadevwv

e PETCT SUVmax =4,8



Human herpesvirus 8
(HHV-8) infection

Infectious mononucleosis
(IM, mono) or chronic
active Epstein-Barr virus
(EBV)

Inflammation and
adenopathy caused by
uncontrolled infection

Systemic lupus
erythematosus (SLA)

Rheumatoid arthritis (RA)

Adult-onset still disease

Juvenile ldiopathic
Arthritis (JIA)

Autoimmune

Lymphoma (Hodgkin and
non-Hodgkin)

Multiple myeloma

Primary lymph node
plasmacytoma

Follicular dendritic cell
(FDC) sarcoma

POEMS (polyneuropathy,

*MCD patients with POEMS are distinguishéymﬂW@&E@E@HM@\AS has a diﬁer@ﬁ%@ﬂﬂ&gﬁbﬁ therapeutic

approach from iMCD

syndrome

endocrinopathy, M-
proteins, skin changes)
svndrome*



AIATNQ2H

Gold standard:Bloyia maocyovtoc Aspdpadeva pe avelpeon
nAaocpapAactwy pe avoooiotoxnpeia Betikn yia LANA-1(Latency
Associated Nuclear Antigen), PCR HHV-8(+) DNA otov opo

‘EAeyxoc yla HIV

IL-6, VEGF ( ouox£tion pe evepyoTnta vVOoOU )



Histopathologic features of Castleman Disease

Plasma Cell
type

Fajgenbaum DC et al. Blood 2017;129(12):.



Initial management of HHV-8-positive multicentric
Castleman disease

Newly diagnosed HHV-8-positive MCD

v

Is there concurrent Kapasi sarcoma (KS)?

I

Yes No
¥ ¥
» Weekly rituximab for four weeks plus
liposomal doxorubicin * Is there life-threatening
® Repeat cycles until response achieved organ failure or poor
* Followed by surveillance and performance status thought
retreatment with this regimen to be due to the MCD?4
at relapse
{ I I |
Progressive organ Yes No
failure at any time
e Je HIV (+): évapén l
. = Weekly rituximab until
OVTLPETPOLKNG response achieved*
’ ’ ® Followed by surveillance and
AYWYNC O OAEC TLG retreatment at relapse
[ I
e p LITTWOoE l.q Progressive organ
. o I failure at any time
* AvTukn aywyn | '
- * Weekly rituximab for fou
gvavtL tou HHV3 Wonly et o fur el
' 1 r etoposide®
(V(IVKU K}\OBlpﬂ) ETL l:ulinw!d b;s.umillim and
retreatment with thi L
CD4 < 200/ul et e g
T
Progressive organ
failure at any time
Y ¥

Consider
clinical trial




[Mpoyvwon

e Kupouwvopuevn (Nmiec popdec Ewe kepauvoBolo mopeia)

e Kivouvoc e€eAiénc oe Aepdpwpua, oapkwpa Kaposi

e H Beparmeia pe Rituximab pewwvel tnv mBavotnta e€EALENC o€
AEpPwHQL



HHV-8 RELATED DISORDERS

2UVOpOoLOo AoLLwSoUC LOVOTIUPAVWONG OE OVOCOETIOPKN
rntodLa kat epnfouc

MCCD
Kaposi Sarcoma
Primary Effusion Lymphoma(PEL)

KICS (KAPOSI SARCOMA ASSOCIATED HERPESVIRUS
INFLAMMATORY CYTOKINE SYNDROME)

ALYOTEPO TEKUNPLWHUEVEC CUOXETLOELC: KOV TTEUPLYQ,
oapkosldwaon, moAAamAoUV pHUEAW O, 0o pKoELOwWON, ZA
ETIPPETING OE KETWON



{remttiers in
MICROBIOLOGY

KICS (KAPOSI SARCOMA ASSOCIATED HERPESVIRUS
INFLAMMATORY CYTOKINE SYNDROME)

REVIEW ARTICLE
published; 02 March 2012
doi: 10.338%fmich_2012.00073

=

Clinical manifestations of Kaposi sarcoma herpesvirus lytic
activation: multicentric Castleman disease (KSHV-MCD)
and the KSHV inflammatory cytokine syndrome

Mark N. Polizzotto, Thomas S. Uldrick, Duosha Hu and Robert Yarchoan*

HIVAIDS Malignancy Branch, Center for Cancer Research, National Cancer Institute, Bethesda, MD, USA

Edited by:

Keii Ueda, Osaka University Graduate
School of Medicing, Japan

Reviewed by:

Keii Ueda, Qsaka University Graduate
School of Medicine, Japan

Crigtian Apetrai, Unversity of
Prisburgh School of Medicing, USA
Rort Sand, Bar llan Uneeersity, lsrael
*Correspondence:

Rabert Yarchaan, HIVAIDS
Mabgnancy Branch, Center for Cancer
Research, National Cancer Institute,
National Institutes of Health, Ropm
BN106, Buiding 10, Bethesda, MD
20852- 1868, USA

e-mail; rabert, yarchoan@mail nih, gov

Scon after the discovery of Kapesi sarcoma (KS)-associated herpesvirus (KSHV), it was
appreciated that this virus was associated with most cases of multicentric Castleman
disease (MCD) arising in patients infected with human immunodeficiency virus. It has sub-
sequently been recognized that KSHY-MCD is a distinct entity from other forms of MCD.
Like MCD that is unrelated to KSHVY, the clinical presentation of KSHV-MCD is dominated by
systemic inflarmatory symptoms including fevers, cachexia, and laboratory abnormalities
including cytopenias, hypoalbuminemia, hyponatremia, and elevated C-reactive protein.
Pathologically KSHV-MCD is characterized by polyclonal, IgM-lambda restricted plasmacy-
toid cells in the intrafollicular areas of affected lymph nodes. A portion of these cells are
infected with KSHV and a sizable subset of these cells express KSHV Iytic genes including
a viral homolog of interleukin-6 (vIL:6). Patients with KSHV-MCD generally have elevated
KSHV viral loads in their peripheral blood. Production of vIL:6 and induction of human (h)
|6 both contribute to symptoms, perhaps in combination with overproduction of I1:10
and other cytokines, Until recently, the prognesis of patients with KSHV-MCD was poor,
Recent therapeutic advances targeting KSHV-infected B cells with the anti-CD20 mong-
clonal antibody rituximab and utilizing KSHY enzymes to target KSHV-infected cells have



KICS (KAPOSI SARCOMA ASSOCIATED HERPESVIRUS
INFLAMMATORY CYTOKINE SYNDROME)

Table 2 | Proposed working case definition of K5HY inflammatory cytokine syndrome.

a. Symptoms b. Laboratory abnormalities
Faver Anermia

Fatigue Thrombaocytopania

Edema Hypoalbuminamia

Cachexia Hyponatramia

Raspiratory symptoms including cough, dysprea, airway hiyperreactivityl ¢. Radiographic abnormalities
Gastrointestinal disturbance (including nausea, anorexia, abdominal discomfort, altered bowel habit) Lymphadenopathy

Arthralgia and miyalgia Splenomegaly

Altered mental state Hepatomagaly

Mauropathy with or without pain Body cavity effusions

Elevated C-reactive protein (=3 g/dL)

Elavated £SHV viral load in peripheral blood monronuclear cells (=100 r:r:u:ﬂmmﬂ[!‘s calls)

Exclusion of MCD requires pathologic assessmant lymph node, bone marrow, or splaen

The working case definition of KICS requires the presence of at laast two climcal manifestations drawn from at least two categaries (13, b, and o), togethar with each
of the criteria in 2, 3, and 4. Clinical manifastations for the working defimtion are draven from the initial case senes and from findings comemanly seen in KSHEMED



Mopeia Nooou

e ‘Evapén aywync pe Rituximab — Etoposide (25" uépa voonAeiag) katomv
OLLLOTOAOYLKN G EKTLLNONG

Paydaia emideivwon aocBevolc 1 wpa peta tnv xoprniynon Rituximab: Mtwon
eTuntéSou ouveldnong, avBektikn katanAnéia, umoéia, StacwAnvwon =2
Bavatocg evtog 12 wpwv



Tumor Lysis Syndrome(TLS)- ARDS

Cytokine Storm(CRS) peta Beparmeia pe fLoAoyko mapayovta
AvaduAaKkTikn aviibpaon

KepauvoBoAloc onmtikn katamAnéia - capillary leak syndrome

IRIS(mpountapyovoa CD 1 unmasking oe AavBavouoa
Kataotoon)

Paydaio petatponni oe PEL/high-grade NHL/KICS
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CASTLEMAN DISEASE COLLABORATIVE NETWORK
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e EYXAPIZTOYME A THN INMPO20OXH 2A2
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