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Attio elcodou: oidnua, aAyoc kot Suokap o wpwv,
aykwvwy, NMXK, EQO®, AP yovatog, NAK, MTO.

Napouca voooc: alpvidla evapén mpo 2UAVOoU, apPXLKA UE
npooPoAn (oldnua kot Suokapuia) AP peoov daktuAou
XELpOc, AP kaprmou, AP yovatocg

ATOULKO AVaouvnOoTLKO: €€apBpwoaon emyovatidoc AP peta amno
ntwon oto €dadoc, tpo 20etTiag, LE XELPOUPYLKA avaTaén.




[ePLOTATIKO AVOEKTLKNC
Peupatoslbouc ApBpitidoc




[MEPLOTATIKO QVOEKTLKNC
Peupatoslbouc ApBpitidac

Fevikn aipotog BLoXNMLKO

WABC: 8.300K/uL Urea: 16mg/dL ANA: apvnTika

(77,6% neu) Cr:0,5 mg/dL

Hct:32% AST: 14 IU/L RF: 1250 iU/mL
ALT: 13 IU/L

Hgb:10,8g/dL ALP: 60 IU/L CRP: 132 mg/L
y-GT: 31 IU/L (b. T. <8)

plts: 461.000K/pL SACE: 40 U/L anti-CCP: 90 EU/mL

TKE=78 mm/h TSH: 1,56 pU/mL

Vit D: 17,4 ng/mL

DAS 28 ESR score : 7.71 (unAn evepyotnta)



OeparevTikec ErmAoyec

* KopTlKOoeLdN
MpebviloAovn p.os

* cDMARDs
MTX p.os

e bDMARDs
anti-TNF (iv/sc)

* tsDMARDs

2NUELWaoN : TIBavoTnTa EYKUUOOUVNC



OepameUTIKO oxnua 1
Etanercept + MTX

Evapén Beparmeilac Ue:

i. MpevbwloAovn 5mg/day p.os
. MTX 15mg s.c.

iii. Etanercept 50mg /week

Kputiplo emtdoyng: dtabeoipotnta



OepameUTIKO oxnua 1
Etanercept + MTX

KAWLKN €wkova : eppéEvouoa apbpitda

T Mpedviloovnc oe 12,5mg /day
IM xopniynon koptikoedbwv /2weeks
XWPLC ATIOTEAEC AL



OeparmevuTtiko oxnua 1

Etanercept + MTX

Agikteg PpAeypovig

1°6 prvag
2°¢ pnvag
3% punvag
4°5 pnvag

TKE

105
83
96

81

CRP (mg/L)

60,7
96,3
19,3
23,1

4°5 privog - DAS28 ESR score: 7,74 (ubnAf evepyotnta)

2UVoAo Beparelac : 4 HAVEC



OeparevTikec ErmAoyec

* cDMARDSs
MTX

e bDMARDs
IL-6 blocker

* tsDMARDs



OEPATTEVTLKO oXNUa 2
Tocilizumab + MTX

* Tocilizumab 162mg s.c. /week
* MTX 15mg s.c.

Kputiplo emtdoyng: avénpévol deikteg pAeypovig



OEPATTEVTLKO oxnua 2
Tocilizumab + MTX

EpyaotnpLaka KAWVIKN _€lKOVQL

Asikteg PAeyHOVAC

TKE CRP (mg/L)
1°S puAvog 9 1

396 unvog 2 1

3° puARvac - DAS28 ESR score: 2,5 (Udeon)



OEPATTEVTLKO oXNUa 2
Tocilizumab + MTX

Awtakomn MpedviloAovnc
EvoapBpikn xopnynon koptikoetdbouc AE yovato

Meta amno 3 pnvec Bepamneiac, epdpavion ovdeteporneviog

* mapaiewpn dooswv TCL
* peiwon 6ooncg TCL

e Slakomn MTX

o P MNpedviloAovng



OepPATEVTIKO XN 2
Tocilizumab + MTX

Aciktec PAeypovng | Neutropenia

B L :
WBC (K/pL) Neut. (K/uL) e -
4% pAvac 5.300 1.700 2 43 |
8% uAvac 3.380 1.270 6 <0,3 I
119 prvac 3.020 1.040 5 <0,3 I
16°S pAvog 2.600 810 7 <0,3 1l
15 npepec 4.200 2.000 0

HETA SLaKOTING

>UVoAo Beparmeloc: 16 HAVEC



OeparevTikec ErmAoyec

* cDMARDSs
MTX

* bDMARDs
anti-TNF (Certolizumab pegol)

* tsDMARDs



OEPAMEVUTLKO oxnua 3
Certolizumab + MTX

* Certolizumab
-60on epodovu : 400mg, w:0, w:2, w:4
-500n ocuvtnpnonc: 400mg /unva

* MTX 15mg s.c.

* MpedviloAovn p.os oto peocodlaotnua
Stakornnc TLC/ evapénc CZP

Kpttiplo emtAoyng: 3 SutAég mpwteg S00ELG, TBavoTnTa EYKUHOoUVNG



OEPAMEVUTLKO oxnua 3
Certolizumab + MTX

EpyaotnpLaka KAWVIKA €kova

TKE CRP (mg/L)
1°S pAvoC 15 1
59 uAvag 20 1,5

5° pnRvac -DAS28 ESR score: 4,24 (LETpla evepyoTnTA)



OEPAMEVUTLKO oxnua 3
Certolizumab + MTX

2tn 60on ocuvtnpnonc: apBpitda NXK, yovatwv

* ‘Evapén MNpedviloAovnc p.os.

e 2 EvOapBplKEC eyxLoeLCc KopTKOELWOWV otnv AP
MXK pe pepkn BeAtiwon

* PTMTX 20mg s.c. /week

* Evapén HCQ 200mg/day

2UVOoAo Bepareiac : 5 MAVEC



OepamevuTIKO oxnua 4
Certolizumab + MTX + HCQ_




OePAMEUTLKO oxNuo 4
Certolizumab + MTX + HCQ

’ ¥ (




OeparevTikec ErmAoyec

* cDMARDSs
MTX, HCQ

* bDMARDs
RTX

* tsDMARDs



OEPATEVUTLKO oXNMa 5
RTX+ MTX + HCQ

e RTX: 2000mg / 6pnvec (1000mg w:0, w:2)
* MTX: 20mg s.c.
U HCQ 200mg S:1x1



OepPATEVTIKO oXNUa 5
RTX+ MTX + HCQ

Epyaotnplaka KAWVIKN €lkova

Asikteg PAeYHOVAG “

TKE CRP
(mg/L)
, ERS: O 18 3,2 24
1" do6on
EBS: 2 13 0,5
, ERS: O 11 1
2" 6oon
EBS: 2 10 0,8 <10

DAS28 ESR score 3,18 (xapnAn evepyotnta)



OEPATEVUTLKO oXNMa 5
RTX + MTX + HCQ

EvoapBplkn eyxuon koptikoeldwv otnv AP MXK

2UVOoAo Bepareloc : 9 HAVEC



OEPATEVUTLKO oXNMa 5
RTX + MTX + HCQ

MOVLIEC OKTLVOAOYIKEC AAAOLWOELC




EppoAio SARS-CoV2

H aoBevnc epBoliaotnke pe epBoAio Pfizer 4
LLNVEC LETA TNV Xopnynon tou RTX.

Avalntnon aviiowpatwyv kota SARS-CoV?2 peta
euBoAlaopov : 27,9 AU/mL ( <50) (otic 26 npEPEC)

-> oPVNTIKO!



OepamnevTika dtAnpuata

 ¢cDMARDSs
MTX, HCQ

 bDMARDs
Abatacept

e tsDMARDs
JAKis



OepamnevTika dtAnpuata

MetaBAntec otn AnPn amodaonc

i. T RF anti-CCP
ii. Tayewc e€eAlooopevn aktivoloyikn BAaBn
iii. MBavotnta eykupoouvnc



BiBAloypadia

Ouébetepornevia amo tocilizumab

Aparoloyikec diarapayic

‘Eyovv napammpnbel pewboelc tov apipol Ty oVOETEPOPLADY Kl TOV MIHOTETUALDY HETA TN
yoprymon & mg/'kg tocilizumab oe cuvovacuo ue MTX (PA. mapaypago 4.8). IIbavov va vrdpyel
AUENUEVOC KIVOUVOS DUDETEpOREVIQS ot aabeveic mou Exovv Adfel ponyoiuevn aywyr pe
avrayoviaTr) tou TNF,

] Hoapunhoc andivroc apipds ovdetepopriay (ANC)

¥e agbeveic mou dev yovv mponyouusves vroPfAinlel o ODepareia pe RoActemra, 6ev ouvioTdT
évapén ot acbeveic ne andiuto apfud ovdetepopiioy (ANC) pkpdTepo amd 2 x 1071,

Epraommpuokr Avtipetamoen
Ty

(KUTTOpO X 107/ 1)

ANC = | Matijpron doong

ANC 0,5 Emc 1 Augwonn éo0ong RoActemra

Otav o ANC auénbsi =1 x 107/ | enavévapén RoActemra o doom 4 mg/kg ko
avinon os 8 meg'kg Otav eivol Kvikd Katdiinio

ANC= 0,5 Maoxom RoActemra




BiBALoypadla

Qudetepomevia amo tocilizumab

Iivaxag 1. Zivoym twv ADRs wov nopovoiaotyiay o aobeveis ue PA mov Adufovay tocilizumab g

ovolepareia ) oe ovvévaaud e MTX § dlia DMARDs oty 1mid To@AR elevydusvy mepiodo

Katnyopiv IMoi. 0 cuyves Zuyve Oy suyveg
Opyavou-
ZuoTijpatog =1/100 , <1/10
Aopaie Ka Aoyaierc tov Kotrapitido, IIvevpovia, | Exxolnopatinéa

MOUPUCITACEL UVOTEPOD Am\OC oTOpOTIKOG
UVOTVEDOTIKOU gpmc, 'Epmntas
CUTTIHLLTOC Coomipac

MAotopaysc Touw
YUOTPEVIEPTKOD
CUCTILTOG

Kovaako diyoc,
E.:_,'amwcm o
otopatoc, Nactpinioa

Tropotindo, aotpiko

£hxog

Aotapayec Tou
OEpLOTOC KUl TOV
VT0OOPIO 1GTOD

EZdvenua, Kvnopoc,
Kvidmon

Atapaysc Ton

Kegpahahyla, Zdain

VEDPIKOD

CUGTIUATOC

HMopardavikeg Avinuéves nraTIKES

Efetdcelc TpUVGUUVAGEL,
Avnuévo Bapoc,
AvEnuévr ol
yohepuBpivn*

Aryyerarec Yrépraon

OLOLTUPUYES

MoTopayeg Tou Arvronevia,

ULHLOTTON| TUKOD Ouodetepomevia

KU1 TOD AEILpIKoD
TUCTUATOC




BiBAloypadla

Qudetepomevia amo tocilizumab

Review > Immunotherapy. 2018 Mar 1;10(6):447-464. doi: 10.2217/imt-2017-0173.
Epub 2018 Mar 2.

Tocilizumab in the treatment of adult rheumatoid
arthritis

Raimon Sanmarti 1, Virginia Ruiz-Esquide !, Carla Bastida %, Dolor Soy 2

Neutropenia

Neutropenia is a characteristic finding of IL-6 blockade, and has been described with TCZ and other IL-6 inhibitors,
such as sarilumab [93]. The mechanisms of the reductions in neutrophil counts are uncertain: they may be related
to compartment shifting (94 affecting neutrophil trafficking to the bone marrow without influencing neutrophil
functional capacity or survival [95,96]. Neutropenia is frequently transient and moderate (grade 1 or 2). However, in
a pooled analysis of Phase ITII/TV clinical trials and long-term studies with TCZ iv., grade 3 (<1000 cell/mm?) or
grade 4 (<500 cells/mm?) neutropenia was found in 8.9% of patients (placebo 0.2%) but there was no increased
risk of infections. Neutrophil counts fell until week 6, remained stable thereafter, and returned to normal values after
reductions in drug doses or after temporary discontinuation. Risk factors for neutropenia include a low neutrophil

cell count (<2000 cells/mm?) at baseline and female gender [97]. Neutropenia rates are similar for TCZ sc. and
iv. [30].




BiBALoypadla

Qudetepomevia amo tocilizumab

Review > Mod Rheumatol. 2019 Mar;29(2):258-267. doi: 10.1080/14397595.2018.1546357.
Epub 2019 Jan 3.

IL-6 inhibitor for the treatment of rheumatoid
arthritis: A comprehensive review

Atsushi Ogata 1 2, Yasuhiro Kato 1 2, Shinji Higa ', Kazuyuki Yoshizaki >
Neutropenia is frequently observed in RA patients under-
going TCZ therapy. However, neutropenia in patients taking
TCZ does not appear to be associated with serious infec-
tions [85]. Although IL-6 can stimulate stem cell prolifer-
ation and the formation of multilineage blast cell colonies,
IL-6 knockout mice displayed normal steady-state hemato-
logic parameters [86]. TCZ does not directly affect neutro-
phil functions [87]. By contrast, IL-6 mobilizes neutrophils
into the circulating pool from the marginated pool, which
includes the lymph nodes and spleen [88]. Therefore, neu-
tropenia induced by TCZ may reflect a shift of neutrophils
to the marginated pool rather than myelosuppression.
Although neutrophil recruitment to inflammation sites may
be delayed, the overall host defense to infection is not sig-
nificantly compromised by TCZ-induced neutropenia.




BiBAloypadla

Qudetepomevia amo tocilizumab

Clinical Trial > Arthritis Rheum. 2008 Oct;58(10):2968-80. doi: 10.1002/art.23940.

Interleukin-6 receptor inhibition with tocilizumab
reduces disease activity in rheumatoid arthritis with
inadequate response to disease-modifying
antirheumatic drugs: the tocilizumab in combination
with traditional disease-modifying antirheumatic
drug therapy study

Mark C Genovese ', James D McKay, Evgeny L Nasonov, Eduardo F Mysler, Nilzio A da Silva,
Emma Alecock, Thasia Woodworth, Juan J Gomez-Reino

A hig_,her proportion of patients in the tocili-
zumab group had a i i
from high baseline values to normal (>1,500-1,800

cells/mm?) postbaseline values (5%) and from normal count were also observed in TCZ treatment. The TOWARD
baselmel values ‘tc- low postbasehr_le values (2_9%),_c0m- study identified qrade 3 (<1.000-500 mm3) neutropenia
pared with <\1% and 4%, respectively, of patients in the ) ) ) . .

control group. The majority of these abnormalities were QCCUIring in 3.?% Gf DﬂtlEntS receiving Tl:zr bl..lt 'u'l.l'lthDLIt
grade 1 neutropenia (lower limit of normal 1,500 cells/ any association between low neutrophil counts and the

mm’) and grade 2 neutropenia (<<1,500-1,000 cells/

B o X . hY occurrence of infection-related adverse events during the
mm~), with few patients in the tocilizumab group expe- )
riencing transient grade 3 neutropenia (<1,000-500 6-month study [93]. TCZ was seen to reduce prothrombotic
cellsymm?) (Figure SA). There was no association be- biomarkers in correlation with the reduction in inflammatory

tween low neutrophil counts and the occurrence of
infection-related AESL and none of the patients with

grade 3 neutropenia discontinued study treatment be-
cause of this event. Three patients had their study
medication temporarily interrupted, and 5 patients had
their DMARD dosage modified, with subsequent im-
provement in neutrophil count.




BiBAloypadia

Qudbetepornevia amno tocilizumab

Rheumatology Advance Access published March 14, 2014

RHEUMATOLOGY 53, 267

Original article do10- 1063 heumatologyheutas

Effects of IL-6 and IL-6 blockade on neutrophil
function in vitro and in vivo

Helen L. Wright"*, Andrew L. Cross®*, Steven W. Edwards” and
Robert J. Moots?

is not impaired. Our study confirms that neutrophil func- models [16, 24, 25]._It is therefore possible that IL-6
tions associated with effective host protection against Rlockade could enhance margination and thereby result
bacterial infections are unaffected by therapeutic IL-g 1-2-decrease in the circulating pool of neutrophils.
blockade.

QOur data strongly suggest that TCZ-induced neutro-
wwmmm An additional explanation for the neutropenia cbserved
tosis. nor by increased phagocvtosis of neutrophils. i i inhibition in RA may be an increase in transit time

through the bone marmow. |L-6 has been shown to accel-

erate the release of neutrophils from the bone marrow in
imal els [16, 17], with the Il -6/1l -6 B lex hei

critical for emergency granulopoiesis responses in mice

blockade of IL-6, while inducing a transient neutropenia,
does not affect neutrophil functions associated with ef-
fective protection against bacterial infections. Our data
indicate that, in contrast to some reports in the literature
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