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» AoBevnc BnAu 57 etwv, BMI 24,6

» AUO TOKETOL (KAIOAPIKEC TOHEC)

» agpaipeon yuxpou olou Bupeosldouc (2006 ,tb T4 1
» QAeBIKN avemdpKeLld KATW AKPWY
» Kamviopa-aAKooA: oxt

> YVWOTEC AAAEPYIEC: K. Y.

» AGEp@OC pe ywplaon




» MNapamoumn amo cuvadeAPo opOoTEDIKO

» ZUHPHETPLKN TOAUapOpiTida AKpwV XEIPWYV Kal T
Unvou)

» mpwivrn duckapyia >2 h

» AEKATIKN TTUPETIKI KivNon ATTOYEUHPATIVEC WPEC

» AttwAgla Bapouc

» EUKOAN KOTIWON




» Aolma cuoTnuata : K.(.

» WBC 13.781 (57/31.5), HB 11.3, HT 35.9, ESR 7
» PLT 448.000, CRP 34.4mg/dl
» RF 445 [U/ml ( <15 IU/ml), ANA 1/320
» AntiCCP 234 U/ml (<5 U/ml)

» AKTIVOypa@ia Bwpakocg : K.@.

» Hmatitideg (-) , quantiferon (-)




Joint Scores

Tender: ‘_12

Swollen: 10

To enter joint scores, I prefer to:

@ Use Mannequin

O Type totals

Additional Measures

@® ESR: |76 mm/hr
O CRP: | mg/!
Patient Global Health: mm
. " i
v
0 - Best Worst - 100

DAS28 6.98

High disease
activity

Calculate

Tender Joints: 12

Clear all

Swollen Joints: 10

Clear all




» Hydroxychloroquine 200mg 1x2 (o@BaApOAOYIK
» Prednisolone b5mg 2x1 ( tapering )
» Methotrexate per os 20mg (8 tbs) gw (folic aci

» EmaveAeyxog o€ Eva pnva amo tnv evapén Beparmeia




MeBorpetarn (MTX)

+  MeBuhiwuévo TTapdywyo TNG QUIVOTTTERIVIG HyN NYH H,
< AvTaywwioThg guidikol offog (51.\&

N
< T TNV AQvTIMETWITION OpITUEVLIIV HOPQUIV KapKivou, _N

pEUMATIKWY voanuarwy & Ywpiaong

Z L

v EWEEI'I'; eBBouadiaia déon: Toikihel Baacl EvBeIEng
Xopnynans
< 7.5-25 mg ot peupatohoyikd voaruara
< 12 g/m2 empaveiag owPaTog o8 VeoTTAaoia




Risks of Untreated Crohn’s Disease

MeBotpegarn: Evdeigeig xopynong &

Fstulas Coion Cancers

<  Neonhaogieg:

< XOPICKOPKIVWHG, kKaTaoTpo@ikd yoploadevwua, udamdikn pouAn, Asuyaipia
unviyyww, OAA

« Ga uoortol, emdepucedng kapkivog KegaArg kal  TpaynAou, TTpOXWPENUEVN
omoyyoeidic puknriaorn, Ca mvelpova (UIKPOKUTTAPIKG, EX TTACKWOWY KUTTApLY),
gemenhakd Ca Sépuatog, dykog eykepaiou, paBdoyuoodpkwua, un Hodgkin Aépgpuwya,
Muguwua Burkitt, un HETAVOOTEUTIKG OOTEOTApKW UG

< Peuparoeidng apbpinda
«  Neavikrj peuyaToeldnc apBpinda ye oAuapBpikr] TrpooBoAn

+  XoBapry wwpiaon




H peBotpelatn anoteAsl tn Pacn tng Beparmneiag tng
peupatosldouc apBpitidog

“Methotrexate is considered the anchor drug in rheumatoid

arthritis”

EULAR recommendations for the management of
rheumatoid arthritis with synthetic and biological
disease-modifying antirheumatic drugs

Smolen et al. Ann Rheum Dis 2010:;69:964-975



Editorial

Still Trying to Understand Methotrexate

é]é S

Purine Pyrimidine
biosynthesis biosynthesis

MTXPGS |

AICAR
Transform 259

Methotrexate (MTX) enters the cell by means of an active transport mechanism at the reduced folate carrier (RFC). Once
MTX has Entered the cell, glutamic acid moieties accumulate and are catalyzed by the enzyme folyl polyglutamate
= straxate pnl'-,r;glutamates are deglutamy‘alated h'-,r fﬂl',rl polyglutamate hydrolase {FPGH] It is the

Kremer J, ] Rheumatol 2014;41:2099-101




‘Eva pnva peta

NV €vapén g

Bepamelag

Joint Scores

Tender: 3

Swollen: 0
To enter joint scores, I prefer to:

@Use Mannequin

O Type totals

Additional Measures

@® ESR: (33 mm/hr
O CRP: mg/|
Patient Global Health: 30 mm
il
v
0 - Best Worst - 100

DAS28 3.84

Moderate disease
activity

Tender Joints: 3

Swollen Joints: 0

Clear all



» Aolrd cuoTnUata : K.¢.

» WBC 10.781 (57/31.5), HB 12.5, HT 37.9, ESR 33
» PLT 348.000,CRP 1.4mg/dl.
» Kpeativivn 0.98, oupla 49, SGOT 31, SGPT 37, vy GT 3

» [eviKn oUpwV K. .




» KapOdloAoylKog EAEYXOC K.(p.
» O@OaAPOAOYIKOC EAEYXOC K. (P.
» Prednisolone tapering

> AoLtTn aywyn wg EXEL




TPELC UNVEC PETA

NV €vapén g
Oeparmelac
(Xwplg kopttlovn

amo OEKANHUEPOU)

Enter Patient ID (for printing):

DAS28

3.11 Low disease activity

Joint Scores .
Tender Joints: 1

To enter joint scores,

@ Use Mannequin

Additional Measures

Patient Global Health:

Swollen Joints: 1

Clear all




» Aoltd ocuotnpata K. .

»WBC 12.744 (53/33.5), HB 11.9, HT 36.1, ESR 22
PLT 398.000,CRP 2.4mg/dl.
» Kpeatwvivn 1.08, oupia 51, SGOT 39, SGPT 47, v GT

» [evIKn oUpwV K. .

» QapUaKeUTIKN aywyn wg EXEL




Joint Scores

‘E€L pnvec peta N

Swollen: 4

Tender Joints: 7 Swollen Joints: 4

To enter joint scores, I prefer to:

NV €vapén tnge

Oepameiag

@ Use Mannequin

O Type totals

Additional Measures

@® ESR: (42 mm/hr
O CRP: mg/|
Patient Global Health: 70| mm
1
v
0 - Best Worst - 100

DAS28



» ‘E€apon tng vooou (TmoAuapBpitida)

» Aolma cuoTNUata K..

» WBC 12.744 (53/33.5), HB 11.9, HT 36.1, ESR 42

PLT 398.000, CRP 9.4mg/dl
» Kpeatwvivn 1.08, oupia 51, SGOT 39, SGPT 47, y GT 5

» evikn oupwv K. .




» ‘E€apon tng vooou
(moAuapBpitida)

» 2tadlakn peiwon Anwng )
uebotpe€atng 10ia - &

BoUAnon -

» AnWn TOAAWV XATWYV OE
ula pepa ?
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-

» [aoTPEVIEPIKEC OLATAPAXEC

[ —




» AAA\ayn amo tou otopatog o€ umodopla
xopnynon ?

» Avtikataotaon tng pebotpe€atng amo
aAAo sDMARD ? ?

o
\

» ‘Evapén BloAoyikou mapayovta (HEiwon
n otakotn tn¢ MeBotpe€atng) ? ? ?




» ‘E€apon tng vooou (moAuapBpitida)
» ‘Evapén umodoplag pebotpe€atncg 25 mg qw
» Prednisolone 5 mg 2x1 (tapering)

» AoUTTh (PAPHPAKEUTIKN aywyn w¢ EXEL




AUO pnveg peta

NV evapén tng
uUTT000PLaAC
X0PNyNnong
(25 mg qw)

Enter Patient ID (for printing):

DAS28

2.99 Low disease activity

Joint Scores

Tender Joints: 2

To enter joint scores, I prefer to:

@ Use Mannequin

Additional Measures

Patient Global Health:

Swollen Joints: 0




»Ypeon tng vooou

» KAtvikn e€€taon K. .

» WBC 9.714 (45/34.5), HB 13.9, HT 39.1, ESR 19
» PLT 298.000,CRP 1.9mg/dl.
» Kpeatwvivn 1.01, oupla 41, SGOT 33, SGPT 57, y GT

» [evikn oUupwv K..




[Tevte pnvec peta

NV €vapén g
UTTO00PLAC
X0opnynong
(25 mg qw)

Enter Patient ID (for printing):

Joint Scores

Tender: 1

Swollen: 0

To enter joint scor

Add

@® ESR: |11

O CRP:

res, I prefer to:
@ Use Mannequin

O Type totals

itional Measures

Patient Global Health:

DAS28

2.38 Remission

Tender Joints: 1 Swollen Joints

mm/hr

mg/I

10| mm

0 - Best

DAS28

Worst - 100 9 9

2.38

Remission

Clear all Clear all



»Ypeon tng vooou

» KAwviKn €€€taon K.¢.
» WBC 9.014 (45/34.5), HB 14.1, HT 40.3, ESR 11
» PLT 238.000,CRP 1.3mg/dl.

» Kpeatwvivn 1.04, oupia 51, SGOT 43, SGPT 47, y GT 5

» [eviKn oupwV K..

» ZUVEXION aywyng




O@eAN T™NC aAAayncg amo
per os

o€ utmodopla MTX




Red blood cell methotrexate polyglutamates emerge as a function of dosage
intensity and route of administration during pulse methotrexate therapy in
rheumatoid arthritis
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Rheumatology 2010;49:2337-2345.




ADVANCES IN THERAPY

» springer.com

Adv Ther. 2016; 33(3): 369-378. PMCID: PMC4833794
Published online 2016 Feb 4. doi: 10.1007/s12325-016-0295-8 PMID: 26846283

Methotrexate and Rheumatoid Arthritis: Current Evidence Regarding Subcutaneous Versus
Oral Routes of Administration

Gerolamo Bianchi,®' Roberto Caporali,2 Monica Todoerti,2 and Paolo Mattana®

» Author information » Article notes » Copyright and License information  Disclaimer

» Overall, MTX SC is characterized by higher bioavailability, greater
clinical efficacy, and a better tolerability profile than MTX OR.




H peAétn MENTOR (Methotrexate SC Evaluation of Norwich
Treatment Qutcomes in RA)

= Avadpopikn avaAuvon 150 acBevwv pe pevpatoeldn apOpitida

" 0L aoBeveic ano per os MTX népacav otnv ibwa 56on metoject efawtiag eite
avermBupntwy evepyswwv (1/3) eite avenapkouc anotsAsopatikotnrac (2/3)

" EKTLUAONKE N KAWLKI QVTATOKPLON KoL N CUpHopdwon Twv acBevwv PETA TNV
aAAayn TG 060U Xoprynong tng MTX

B cuppopduwon yia >4 £tn cuveyoUg Xopriynong

80% twv acBeviv ouve)ilouv M pn cuppdpdwon
Tn Oepamneia pe metoject® yia
NEPLOCOTEPA Ao 4 £Tn
CUVEXOUG XOpPrynong 80%

gfoutiag Tou eUKoAou TpoTOU
Xopnynong, Tou amAou

bdoooloyikoU oxrjpatog Kot tng
_EEALPETIKA KA ¢ OVO)XHG TOU

N=150 agBeveig

Prof. D. Scott, EULAR Congress 2011



Retrospective evaluation of continuation rates following a switch to
subcutaneous methotrexate in rheumatoid arthritis patients failing to
respond to or tolerate oral methotrexate: the MENTOR study

MoAV uYnAa nocoota
ocuppopdwong otnv sc MTX
MEXPL KAL 5 £TNn HETA TNV
aAAayn

—
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MNocooto <10% twv acBevwv
XPELAOTNKE va XopnynOel
Monhs BloAoyikdg mapayovtag kata

(o] 0 £
wmee  Continuation rate SC MTX = = Discontinuation rate SC MTX 10 1 g 2 Etoq

Switch rate to biologics

H sc MTX npénel va xopnyeitat mpiv tn ntpocdnkn BloAoytkov Kat n anotv)ia tng MTX
MIOPEL VO OPLOTEL WG aoTU)Xia LOVO OTavV £XEL ATLOTUXEL N sc MTX
Scand J Rheumatol 2014;43:470-476.




Clinical Efficacy of switching from oral to subcutaneous methotrexate
in management of Rheumatoid Arthritis: experience from out-patient
setting of a district General Hospital in UK

Table 1. Disease activity compared at Baseline am@t 6 months ) 50 aoBeveig pue eykateotnpévn PA
(meplocotepa amod 2 £Tn HETA TN
Siayvwon)

Disease Activity Baseline At 6 months

Remission <2.6 6 26 (p<0.0001)
Mild (26-3.19 10 = >
Mod ((3.2 - 5.<))9) 25 9 (p<0.01) H aAAayn o€ sc MTX €ywve oto 42% Twv

Severe (>5.1) 5 acBevwv ota 2 xpovia HETA TN Stdyvwon,
ot0 22% o€ SLAoTNua 2-5 ETWV Kol 0TO
36% nmavw arno 5 xpovia HETA TN
diayvwon.

H aAAayn o€ sc MTX akopa Kol 6€ a0OEVELG LE LAKPOXPOVLOL VOGO 0ONYEL OE OTATLOTLKA
ONMAVTLKN HETABOAN TOU aplOpoU Twv acBsvwv ntov emttuyyxavouv deon (P<0,001).
AUTO LOWC MELWOEL TNV aVAYKN yia BLOAOYLKEC Oepareieg

Annals of the Rheumatic Diseases 2021,;80:1157-1158.




BliodiaBeoipotnta

» Per os peBotpe€atn (<7,5 mg q

» Mewwvetatl 30% > 15 mg qw Aoyw

TMEPLOPIOPOU EVIEPLKNC ATTOPPOPNON

» 2tnv 10ta doon n sc pebotpe€atn
onuavtika uynAotepn (> 15 mg/qw

Peter C Tavlor et al.J Clin Med 20



https://pubmed.ncbi.nlm.nih.gov/?term=Taylor+PC&cauthor_id=30991730

ZNHOVTIIKA KAUTEPN avtommokplon otn Oeparmeia

* Melwon TnN¢g evepyoTNTOC TNE VOOOU AOYW QUENUEVNG OUYKEVTPWONC
MTXPGs pakpdag Ko oAU pakpac aAloou

Rheumatology 2010;49:2337-2345

* H aAAayr og sc MTX akopa Kol o€ aoBeveic pe pokpoxpovia vooo
odnyel o€ oTATLOTIKA CNUAVTLKN HETABOAN TOU aplBuol Twv aocBevwyv
IOV eTLituyxavouv Ugeon (P<0,001)

Annals of the Rheumatic Diseases 2021;80:1157-1158

* H aAAayn o€ urtodopla MTX alénoe To mooooTo TwV aoBevVwy nou
Atav og Udeon N xaunAn evepyotnta ano 22,8% o 52,9%

Senbel et al. Patient Preference and Adherence 2021:15 751-760




MoAU uPnAotepn cuppopdwon

* To MOCOOTO CUHHOpPwoNnC avénbnke amo 42% os 50,7% 6 UNVEC
LETA TNV aAAayn)

Senbel et al. Patient Preference and Adherence 2021:15 751-760

* [MoAU vPNAA MocooTA CUPHOPPWONC oTtNV sSC MTX HEXPL KL 5 €Tn
HETA TNV aAAayn amo po MTX

Scand J Rheumatol 2014,;43:470-476




2NHOAVTIKA KAAUTEPN avtanokplon otn Oepansia

*H sc MTX mpémel va xopnyeital mpLv tn mpoodnkn BLoAoylkou Kot n
amotuyia tng MTX pmopet va oplotel we amotuyia Lovo Otav £XEL
armotUXeL N sc MTX

Scand J Rheumatol 2014,43:470-476




E¢olkovopnon nopwv

Y& LEAETN amo To registry twv HIMA to 87% oowv dev avtamokpiOnkav
o€ po MTX xpelaotnkav mpooOnkn 1 aAlayn o€ BloAoyikn Bepareia.
AvtiBeta og 0oouc mpoTiunNOnke n petafoAn oe sc MTX 1o 72%
nopEPELVE o€ povoBepareia sc MTX ywa 5 xpovia

Arthritis Care Res. 2017 Jun ;69(6):794-800

*H petafoAn amno po MTX og urtodopLa e€okovopetl £19000 ava
acBevn yia to NHS

Clin. Rheumatol. 2013 Nov;32(11):1605-12




Reumatol Clin. 2018;14(3):142-149
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J. Tornero Molina et al. / Reumatol Clin. 2018;14(3):142-149

Table 2
Recommendations With Level of Evidence, Grade of Recommendation and Level of Agreement.

Number

LE; GR; LA

1

2

parenteral route is clinically more effective
The safety and tolerability profile of MTX when delivered by the parenteral route is similar to that observed

when it is administered orally
efrde e-use of parenteral MTX be considered in patients withhighly active disease’and in
those whoshowed poor adherece to oral treatment, were taking multiple drugs or were obese, and to

prevent dosing errors, always taking into account the preferences of the patient

LE 2b; GR B-C; LA 100%
LE 1b; GR A; LA 94%

LE 2a; GR B; LA 94%

LE 1b; GR B; LA 100%

LE4; GRD; LA 100%




The recommendation is to follow the indications for the starting dose and increases and reductions applicable
to the oral formulation

The panel recommends a dose of g0 25-30 mg/week of parenteral MTX ™
[n accordance with the available pharmacokineticdata; ' of the doses would be the same up to

15mg; for 20 mg of oral MTX; the equivalent dose of parenteral MTX would be 15 mg and for 25 mg of oral
MTX; 20 mg of parenteral MTX

Subcutaneous MTX can be cost-effective in early RA in MTX-naive patients
Parenteral administration can increase adherence to MTX

Education in self-administration results in a high rate of adherence to treatment, satisfaction, autonomy and
favors correct administration

LE5; GRD; LA 81%

LE5; GRD; LA 88%
LE 2b; GR B; LA 100%

LE 2a; GR B; LA 94%
LE 2b: GR B: LA 94%
LE 2b: GR B; LA 100%

GR, grade of recommendation; LA, level of agreement; LE, level of evidence; mg, milligram; MTX, methotrexate; RA, rheumatoid arthritis.




JUMEpAOHOTA

‘ ‘Evapén pe SC n per os MTX \
& i
‘ &5

3,
Al€non tng 86onc (20-30 g
mg/eféopad a) ava pnva Ko x|
UTIOXPEWTLKI SC XO ) I

MpocBnkn BLoAoyikou
napayovta

VISSER K, Ann Rheum Dis 2009;68: 1094-9
Braun J, Clin Exp Rheumatol 2010; 28 (Suppl. 61):546-551
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