Xopnynon Mepolizumab o€ aoUevn
Ue aodua Kol Yypoviot NWOLVOQLALKN
TTVEUUOVIO

«Anti-IL5 therapy for asthma and beyond»

AnunoocBevnc Mamamnetpou
[MveupovoAoyog
latpilkd ABnvwv (KAwikn MaAatotv GoAnpou)



AnpoypadLka otolxeiat & AvapuvnoTLKO

fuvaika, 27 €TWV KN KamviotpLa

Exklepa ko pwvittda oo nAwkiag 15 etwv

Xwpic Stayvwon acOpuatog

Epyaletal os poupvo

OLKOYEVELAKO LOTOPLKO: N Bela Nmo aocbpua, o adeAdoc
ek(EpQL

AgppaTika tests apvntka

AUyouotog 2013 : évtovog Brixoc ka duonvola,
kataBoAn, anwAegla BApoug



[MapaKALVIKOC EAEYXOC

OktwBptloc 2013
2TILPOMETPNON
FEV1 94% pred, FEV1/FVC 76%,

FEF2575 61% pred (xwplc avtamokpLon otn
BpoyxodlaotoAn)

Awaxvon : DLCO 86% pred

[evikn atpatog: Het 39.8%, Asuka 12360,
Hwowodha 17% (2101)

Bloxnuikoc EAeyxoc puoLoAOYLKOC

OppovoAoyLkoc Bupeoetdbouc puOLOAOYLKOC
IgE 101 1U/L






ATtelKOVLOTLKOC €Aeyxoc (OktwBploc 2013)




AOUTOC AP AKALVIKOC EAEYXOC

OktwBptloc 2013
[MANpNGS KoAAayovikog & c-ANCA, p-ANCA: ko
Bpoyxookomnon : oldnua yAwooidog Kot tpooBiou
deélov avw AofBaiov Bpoyxou
BAL: pakpodaya 81%, Aepdokuttapa 7.4%,
rnioAvpopdornupnva 8.8%, nwowvodlha 2%
AwaBpoyxikn Brodia apvntkn

NoeuBptioc 2013
BLOLIJ((X'(VATS) : ng)otvocl)t)\LKr'] Ttvs,uuovia LLE
TIEPLOXEC OPYAVOU LLEVNC TTVEVLOVLOG



OEPATEUTLKN TIPOCEYYLON

* NoguBploc 2013 : Xpovia nwovopLALKA TIVEU LOVLOL

Oeparneia : methylprednisolone p.o. 32mg /24wpo ue

otadloKn Helwon el 3 pnveg &
oaApeTepOAn+ pAoutikalovn 50/500 ug 1x2 inh

Apxkn BeAtiwon

1 unva LETA TN OLOLKOTIN KoprLKOELGwv unorponn Brxa
Kol VEQL KUPEALO LKA OTOLYELDL OE QTTELKOVIOTIKO EAEYXO

Ek veou Bepareia pe KopTikoeldn Ko urtotpomnn o€ Soon
LULKpOTEPN TWV 15 mg

161 etkova 3-4 bopEC eTNOLWC



MNapokAwikoc eAeyxoc (NosuBploc 2014)

Yrto aywyn UE KOPTIKOELON
[evikn aiuatoc

Hct 40

Agvka 14000

* Qudbetepodplha 65%

* Hwowodha 1% (140)




Erdeivwon acBbpatoc (AmtpiAtoc 2016)

‘Evtovn duoTmvola kat BRxoc

AKPOOLON TIVEUOVWYV : LLOUGCLKOL poyxoL
Aeuka 10320, Hwowodha 6% (620)

FEV1 76% - 12% avénon pe BpoyxodLaotoAn
[MUKVWTLKA oToLXElal oTNV akTvoypadla
Bwpakoc

Symbicort 160/4,5 ug 2x3 - Xwpic WLaitepn
BeAtiwon

Medrol 16mg pe otadlokn peiwaon



latriko P. Falrrou

St oL 17444, 4252

.?._’# ree

\
Oeparneia : medrol + Symbicort




Idiopathic Chronic Eosinophilic
Pneumonia (ICEP)

1. Respiratory symptoms of usually more than 2 weeks
2. Alveolar or blood eosinophilia

* BAL>25%, and ’ %
especially =2 40% " f

* Blood eosinophilia >1000/mm3,
especially > 1500/mm3

3. Pulmonary infiltrates with
a usually peripheral
predominance

4. Exclusion of any known

cause of eosinophilic lung

disease




Chronic eosinophilic pneumonia

e Restrictive or obstructive pattern on PFTs

e Pathological confirmation of ICEP is not
necessary for diagnosis of ICEP if the
presentation is classical



Table 2. Symptoms Associated with the Development
of Chronic Eosinophilic Pneumonia.

n (%)
Cough 54 (73.9)
Sputum 27 (37.0)
Hemosputum ] (1.4)
Appectite loss 2 (2.7)
General fatigue 5 (6.9)
Dwvspnea 27 (37.0)
Low-grade fever, fever 29 (39.7)
Rales 16 (21.9)
Body weight loss 5 (6.9)
Chest pain. discomftort 3 (4.1)
Abdominal pain 0 (0)
Skin rash 0 (10)
Neurological symptoms, muscle weakness 0 (0)
None 2 (2.7)

Ishiguro et al. Intern Med 2016



|6LomtaBelc NWOWOPLALKEC TIVEUOVLEC

Table 1 Distinctive Features of Idiopathic Chronic and Acute Eosinophilic Pneumonias

Idiopathic Chronic Eosinophilic  Idiopathic Acute Eosinophilic

Pneumonia Pneumonia

Duration of symptoms Usually more than 2 weeks Usually less than 2 weeks
History of asthma Frequent Not reported
Smoking history Rare in current smokers May develop in recent smokers
Sex ratio (F/M) 2N Slight male preponderance
Blood eosinophilia at presentation Usual Jnusual

(> 1000/mm’
Pa02/Fi02 Usually > 300 mm Hg Usually <300 mm Hg
Imaging

Lung parenchyma Patchy alveolar pattermn Diffuse alveolo-interstitial pattern

Pleural effusion Unusual Jsual, frequently bilateral

Recurrence after corticosteroid therapy  Frequent Not reported




Xpovia nwowodAkn rtvevpovio (CEP) kat acBua

Ishiguro et al. Intern Med 2016
Mukherjee et al. WAQOJ 2014

Dramatic response to corticosteroid treatment (side effects diabetes mellitus,
TBC, osteoporosis....)

There are no known steroid sparing medicines in CEP
May occasionally be associated with asthma
CEP is associated with severe and worsening asthma

Patients which are being treated with LABA/ICS for asthma have fewer relapses
of CEP

An eosinophil-targeted therapy with mepolizumab might result in steroid-
sparing therapeutic benefit in CEP patients.



RECURRENT EOSINOPHILIC PNEUMONIA TREATED USING
MEPOLIZUMAB

Mark Taylor and Ming Wei Lin, Royal Australasian College of Physicians, Internal Medicine
Journal 2016

27-year-old female with recurrent eosinophilic pneumonia
refractory to azathioprine and mycophenolate mofetil.

Regular mepolizumab infusions

Complete remission from eosinophilic pneumonia without
the use of corticosteroids.



Outcomes of High Dose Mepolizumab Treatment for
Hypereosinophilic Syndrome

* Subjects managed with mepolizumab monotherapy had
fewer disease flares than HES subjects on conventional
therapies or mepolizumab-treated HES subjects requiring
additional HES therapies

* Response is more likely in GC-responsive subjects with
idiopathic or overlap forms of HES.

* Although subjects who completely discontinued GC had the
most benefit, high dose mepolizumab was a safe and

effective salvage therapy for severe, treatment-refractory
HES

J Allergy Clin Immunol Pract. 2018 May 8. pii: $2213-2198(18)30310-6. doi: 10.1016/j.jaip.2018.04.033.
Kuang FL!, Fay MP2, Ware J3, Wetzler L3, Holland-Thomas N%, Brown T3, Ortega H>, Steinfeld Jé, Khoury P3, Klion AD3



https://www.ncbi.nlm.nih.gov/pubmed/29751154
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kuang FL[Author]&cauthor=true&cauthor_uid=29751154
https://www.ncbi.nlm.nih.gov/pubmed/?term=Fay MP[Author]&cauthor=true&cauthor_uid=29751154
https://www.ncbi.nlm.nih.gov/pubmed/?term=Ware J[Author]&cauthor=true&cauthor_uid=29751154
https://www.ncbi.nlm.nih.gov/pubmed/?term=Wetzler L[Author]&cauthor=true&cauthor_uid=29751154
https://www.ncbi.nlm.nih.gov/pubmed/?term=Holland-Thomas N[Author]&cauthor=true&cauthor_uid=29751154
https://www.ncbi.nlm.nih.gov/pubmed/?term=Brown T[Author]&cauthor=true&cauthor_uid=29751154
https://www.ncbi.nlm.nih.gov/pubmed/?term=Ortega H[Author]&cauthor=true&cauthor_uid=29751154
https://www.ncbi.nlm.nih.gov/pubmed/?term=Steinfeld J[Author]&cauthor=true&cauthor_uid=29751154
https://www.ncbi.nlm.nih.gov/pubmed/?term=Khoury P[Author]&cauthor=true&cauthor_uid=29751154
https://www.ncbi.nlm.nih.gov/pubmed/?term=Klion AD[Author]&cauthor=true&cauthor_uid=29751154

Oktwpploc 2016

e Xwplc LOLaltepa CUUTTTWHOTO ACOUATOC

e Emavepdavion kupeAdikwv SinBnuatwyv otnv
aktwvoypadia Bwpakoc umto aywyn pe Medrol
4Amg/24h

* Aguka 12000 - Hwowodha 12% (1400)

Evapén mepolizumab
100mg/4 weeks sc




Oepareia pe mepolizumab (106 Hvad)

[evikn atpotoc (Asuka 10000, nwowvodlia
250)

>Tipopetpnon : FEV1 80%, FEV1/FVC 78%
e 12% avénon otn BpoyxodLaoTtoAn
ALakorn KopTIKoeWOwWV p.o.

AvtiaoBpatikn aywyn ue Symbicort 160/4,5
ug 2x2



AplOpoc nwowodilwv (VO aywyn e
mepolizumab)

18/11/2016  (1") 250 (A 10320)
09/02/2017  (4") 140 (A 10590)
07/03/2017 (57) 160 (A 12750)
09/05/2017 (7") 190 (A 11200)
27/11/2017 (13" 140 (A 6540)
26/05/2018  (18") 130 (A 8423)



MNapevepyelec mepolizumab

Kotnyyopiag/opyaviko AvemOountec Evépysieg Zuyvotnta
GUGTI| LU
AodEec & TUPUGITOGELS AOII®EN TOL KOTMOTEPOL UVUTVEVGTIKOV ZUYVEC
GUGTILUTOC
ItIJﬂpuwinEiu I
AwTupuyES TOv AVTIOpUGELS VTEPELUIGOTGIOC (CUCTIUOTIKES | ZUYVEC
UVOGOTTOMTIKOD GUOTIIUTOS | ghldebesiuce Ve
AITUPUYES TOV VEVPIKOV IKepohoryio | [ToAV GLYVEC
GUGTI|LLATOC
AUTOPUYES TOV Pk coppopnon I 2OYVEC
VOTVELGTIKOV GLGTILUTOL,
TOVL BOPAKI KUl TOD
LEGOBmPUKIOn q .
AUTUPUYES TOV |A}q0g OVE KOTAUKIG YOPUC | ZUYVEC
YOGTPEVTEPIKOD Ano 6/2017
Awatopayec tov ospuatoc kut | ‘Exlepa TOYVES
TOL LTTOOOPIOV 1GTOV .
AUTUPUYES TOV OGovuAYia SOYVES
LDOGKEAETIKOD GUGI M (’)V leln OLT[(')CIJpOLEr]
KU1 TOL GUVOETIKOD
evucés dwrapoyéel 0 1yoHAKPUIKOU OLOKOU META 2 ZojvES

KOTOGTUGELS TS 00

XopNynons unvec )(ODnannC

| 1 J.Up-!:.. UL




MBaveC avemBUUNTEC EVEPYELEC

* KoAovookomnon (AekeuPploc 2017): vmoéela
oupudopntikn KoAitida miBavov Aotpwdouc n
GOPUAKEUTLKNC aLTLoAoyilag o€ amodpopn.
Arnovoia nwolvodiAwv oto PAEYLOVWOEC
KUTTOPLKO SNOnua.

* Moviun amodppaén pivodakpuikol aokol UETA 2
unvec xopnynong mepolizumab — anodpaén ko
Tou TomoBetnOEVTOC stent.

[MANPNC AVOCOAOYLKOC EAEYXOC APVNTLKOC

Awakort) Nucala (10") yia 1 pnva xwplc BeAtiwon

Medrol 16mg amno peupatoloyo xwplic BeAtiwon,
SLekoPe povn G



[MBavn cuoxeTon HE Xpovia ypopitda ?
(Matoc 2018)







