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Terapie GCA

Glukokortikoidy jako indukcni IéCba
Inicialni davka, forma aplikace (p.o, i.v.)
Detrakcni schémata — delka podavani
Uloha tzv. glukokortikoidy Setficich I1&ku
Lecba vzplanuti



Terapie GCA glukokortikoidy

* |nicialni davka 40 - 60 mg denné
N/
Remise
- Terapie vysokymi davkami 3 - 4 tydny
- Redukce kazdé 2 tydny o0 10 mg na 20 mg
- Dalsi dedukce 2,5 mg kazde 2 - 4 tydny do 10 mg
- Dale redukce 1 mg kazdy mésic

- Celkova lécba 1 — 2 roky



Remise pri lecbe GCA

e Absence pfiznaku
e Normalizace CRP a FW

- CRP <5 mg/l
-FW <20 mm u muzu < 25 mm u zen
- Hb > 11 g/dI

e Protrhovana remise — 6 nasledujicich
mesicu

Fernandes Diaz. Rheumatology Oxford 2020



Epidemiologie a prediktory
relapsu

e 30 studii, 2 595 pac.

Frekvence relapsu:
1 rok 32 % (95% CI, 22-43%)
2 roky 44 % (95% CI 31-59%)
5let 47 % (95% CIl 27-67%)
2 relapsy 30 %, 3 relapsy 17 %

Prediktory relapsu: délka podavani GK, zenské pohlavi (OR
1,43), poskozeni velkych tepen (OR 2,04)

Morrel et all IBS 2023



Terapie GCA glukokortikoidy

e Nezadouci ucinky lécby GK u 80 % pacientu (zavislost
na kumulativni davce)

e Calcium 1000 - 1500 mg, vitamin D 800 IU denné
jako prevence OP

e Doporuceni BSR pro lécbu bisfosfonaty pro vsechny
pacienty s GCA

Dasgupta 2010



Kortikoidy Setrici leky u GCA

MT X2
tocilizumab — studie GIACTA!

mavrilumab (inhibitor GM-CSF)?
ustekinumab (inhibitor IL 12/23)

baricitinib (inhibitor JAK 1,2)?

abatacept (inhibitor aktivace T lymfocytu)+

'Stone JH 2017
2 Butgereid 2016
3Koster MJ. 2022
+Langfort 2017



MTX v lecbe GCA

MTX 15 mg tydnée

Snizuje riziko relapsu o 35 %, druhého relapsu o
51 %

Snizuje kumulativni davku GK

Uginnost ale nastupuje aZ po 24 — 36 tydnech’
MTX neredukuje riziko NU po glukokortikoidech

" Mahr 2007



Tocilizumab v lécbé GCA —
studie GIACTA

RCT, 1 rok, faze lll.
Pacienti — diagnoza — biopsie nebo zobrazovaci metoda
(angiografie, CT, MRI angiografie nebo PET)
Nové diagnostikovana nebo relaps GCA
Skupiny — 1. TOC 162 mg s.c. tydné + prednison 26 tydnu s detrakci
- 2. TOC 162 mg s.c. po 14 dnech + prednison 26 tydnu s detrakci
- 3. placebo s.c. tydné + prednison 26 tydnu s detrakci
- 4. placebo s.c. tydné + prednison 52 tydnu s detrakci

Stone et al. New eng j. Met. 2017



Tocilizumab v lécbé GCA —
studie GIACTA

 Primarni cil

— Procento pacientu, ktefi maji trvalou remisi (drug free) v tydnu 52, u
kterych byl prednison vysazen v tydnu 26

« Sekundarni cile

- Procento pacientu, ktefi maiji trvalou remisi, kterym byl vysazen
prednison po 52 tydnech

- Kumulativni davka prednisonu po 52 tydnech

- Incidence prvniho flaru po vysazeni prednisonu
- Kvalita zivota v tydnu 52 ( SF 36)

- Pacientovo globalni hodnoceni

- Bezpecnost

Stone et al. New eng j. Met. 2017



Tocilizumab v lécbé GCA —
studie GIACTA

Primarni cil
— Trvala remise, TOC tydné 56 %, TOC ob tyden 53 %, placebo + detrakce 26
tyden 14 %, placebo + detrakce GK 52 tyden 18 % (p < 0,001)

Sekundarni cile
Flare 23 %, 26 %, 68 % a 49 %
Riziko flare TOC tydne s.c., tyden 52 HR 0,23, tocilizimub ob tyden HR 0,28

Kumulativni davka prednisonu 1862 mg, 1862 mg, 3 296 mg, 3 818 mg (p <
0,001)

Stone et al. New eng j. Met. 2017



Dlouhodobe vysledky studie
GIACTA

3 roky sledovani, otevreny design

Pacienti randomizovani puvodné do rezimu s TOC méli
stale nizsi kumulativni davku prednisonu

Ztrata visu se nevyskytla v zadné skupine

Subanalyza pacientu — novy zacCatek vs relaps (na
zacCatku studie)

Benefit pro TCZ tydné oproti TCZ ob tyden u skupiny s
novym zacatkem i u skupiny s relabujici formou (remise
49 %, 44 % vs 28 %, 31 %)

Putnan et al. Rheumatology 2022



Tocilizumab v léecbé GCA —
studie GIACTA
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Tocilizumab weekly (N=100)

Tocilizumab every other week (N=49)

Placebo + 26-wk taper (N=50)
e Placebo + 52-wk taper (N=51)
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No. at Risk

Tocilizumab weekly 100

Tocilizumab every 49
other week

Placebo + 26-wk taper 50

Placebo + 52-wk taper 51

N Engl J Med 2017;377:317-28




Kdy nasadit tocilizumab? Inicialné nebo az po
nedostatecném efektu glukokortikoidu?

° - doporuceni pro inicialni
kombinaci GC+ TCZ u pacientu:

1. novy zacatek GCA a vysoke riziko
NU lecby glukokortikoidy, riziko relapsu

2. refrakterni a relabujici nemoc
o — podminéné u vSech pacientu s
nove diagnostikovanou GCA

Buttgereit F. JAMA 2020
MAZ M. et all Arthritis Care Res. 2021



Optimalizace terapie GCA
tocilizumabem

IV TCZ 8 mg/kg/4w or
SC TCZ 162 mg/w

Optimization

12 months with TCZ and
6 months in prolonged remission

|
12
months

Months of therapy

Fig. 3. Algorithm for TCZ therapy once prolonged remission is achieved: cessation optimisation, or
maintaining the same dose.

M. Calderén-Goercke et all. Clinical and Experimental Rheumatology 2022



Optimalizace terapie GCA
tocilizumabem

SCTCZ
162 mg/ SCTCZ

2 weeks 162 mg/
3 weeks TCZ
withdrawal

12 months
with TCZ
and 6
months in
prolonged
remission *

IV TCZ W TCZ IV TCZ TCZ

4 mglkg 4 mg/kg withdrawal
8 weeks 10 weeks

IVTCZ
4 mg/kg
4 weeks

4 mg/kg
6 weeks

IvTCZ
6 mg/kg
4 weeks

Fig. 4. Algorithm proposal for tocilizumab (TCZ) optimisation dose up to withdrawal by: A) prolong-
_ dosing interval (upper panel): B) decreasing doses and extending the IV dosing interval
ly (lower panel)
In patients that had a PE at GCA diagnosis or at TCZ onset, it could be considered to carry out
a control PET/CT prior to TCZ optimisation.

M. Calderén-Goercke et all. Clinical and Experimental Rheumatology 2022



Optimalizace terapie GCA
tocilizumabem

= — — Optimized TCZ

Non-optimized TCZ

Prednisone dose mg/day

*p<0.001

0
BASELINE OPTIMIZATION TIME FINAL

Fig. 2. Glucocorticoid-sparing effect following tocilizumab (TCZ) administration regardless of fur-
ther optimisation.

* p values for panels A and B show the differences between baseline findings and those observed at
each period in every group. including the time of optimisation in the “optimised group™. The assess-
ment was performed 1n optimised and non-optimised patients.

M. Calderén-Goercke et all. Clinical and Experimental Rheumatology 2022




Vztahy mezi GCA a diabetes melitus
typu |l. / glukozovou intoleranci

Figure 1

A.

The many facets of giant cell arteritis and carbohydrate metabolism

Treatment with sz | Treatment with
glucocorticoids

Body mass index

Type Il diabetes
mellitus/glucose
intolerance

hau M et al, fournal Rhewmatol 20017

3. Wu J et et al. BMY Open "> ez Care 2 . Ajello PD et al. Ophthalmaiog) =k

. Hayreh 5% Ophthalmoelogy 2003 6. lover 1A et al. Ann Intern Med 2001 7. Stone JH et al.

N Emgl 1 Med 2017 8. Mahr AD et al. Arthritis Rheum 2007 9. Patel N et al. Arthritis
Rheumotal 2022 10. Patel NI et al. Bheumatol Ther 2022

Buttgereit F. JAMA 2020



Vztahy mezi GCA a diabetes melitus
typu |l. / glukozovou intoleranci

Start GIACTA study

Newly diagnosed
or
Relapse GCA patients

m GCoonly Baseline
T°F Baseline
r T

T T
0 20 &0

GCA patients

Buttgereit F. JAMA 2020




Efekt leCby GCA na BMI ve
studii GIACTA
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Standard error is included in parentheses. *Represents a significant change from baseline BMI (p < 0.01)

Fig. 2 Variation in body mass index (BMI) (kg/m

Patel N.J. et all, Rheumatol Ther 2022 9-497-508



Baricitinib v lecbe relabujici GCA:
prospektivni otevrena studie

Zarazovaci kritéria:

Kriteria GCA (biopsie zobrazovaci metody)

Lekarem potvrzeny relaps — aktivni vizualni ischemie
- disekce aorty
- kriticka koncCetinova ischemie
- infarkt myokardu
Lécba pred studii — MTX (2 tydny)
- leflunomid (12 tydnu)
- IL — 6 inhibitor (4 tydny)
- TNFa inhibitor (ETA 4 tydny, ostatni 8 tydnu)
- abatacept (8 tydnu)

Koster M.J. Ann Rheum Dis 2022 June ;81(6):861-867



Baricitinib v lecbe relabujici GCA:
prospektivni otevrena studie

Study Outcomes

Table 5:

a Pre-baricitinib relapse
Outcome (0=15)

Week 0 (n=15)

Week 24 (n=14)

Week 52 (n=14)

b
p-value

Prednisone dose. mg/day -—-

20 (10.30)

0 (0. 0)

0 (0. 0)

O.D{)Gf

ESR. mm/hr 33(19.51)

7(6.17)

13 (7. 19)

10 (5.17)

O.DZ.Zd

CRP mg/L 229 (192, 26.1)

34 (<3.6.9)

<3 (c:j} . c:23)

<3 (c:i}) 3. l)

=0.001 d

BVAS 2(1.3)

0 (0.0)

0 (0. 0)

=0.001 d

Patient global assessment

20 (0. 50)

0 (0. 10)

5 (0. 10)

0.039f

Discontinued glucocorticoids

14/14 (100%)

13/14 (93%)

Relapse on study drug

1/14 (7%)

1/14 (7%)

amedizm (lﬁth percentile, 75th percentile) or n (%)
p-values obtained using sign test

Ccompariscn pre-bancitinib relapse value to week 24
comparison pre-baricitinib relapse value to week 52

ecomparison week 0 value to week 24

r .
comparison week 0 value to week 52

Koster M.J. Ann Rheum Dis 2022 June ;81(6):861-867




Abatacept v IéCbe obrovskobunecne arteritidy:
randomizovana kontrolovana studie

Treatment Group: = —— Abatacept — — Placebo
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p-value=0.049 (one-sided log-rank test)

911 Number at Risk:
20 17 1" 1 Abatacept

00 21 10 & 5 B B Placebo

0 10 40

Months Langford et al.
. Arthritis Rheumatol.
Figure3. ) o . o 2017 April;
Kaplan-Meier plots of relapse-free survival following randomization. 69(4):837-845




ndovaskularni terapie GCA

Fig. 1 Manifestations of giant cell arteritis (GCA) with large-vessel
involvement. FDG-PET maximum intensity projection reconstruc-
tion (a) shows florid hypermetabolism throughout the cervical and
subclavian axillary arteries (red arrows) as well as the aorta, iliac, and
femoral vessels. Axial fusion PET-CT image of the same patient (b)
shows disease activity in both carotid and vertebral arteries (white
arrows). Anteroposterior angiography of the left subclavian artery (c)
shows classical appearance of extracranial circumferential large artery
stenosis (white arrow)

Clin Neuroradiol (2022) 32:1045-1056



Endovaskularni terapie GCA

» Perkutanni transluminalni angioplastika
GARA,

* Intraarterialni infuze blokatorem kalciovych
kanalu (verapamil)

Clin Neuroradiol (2022) 32:1045-1056



Endovaskularni terapie GCA

Fig.2 Intracranial manifestations of giant cell arteritis with left ACA-MCA watershed ischemia on DWI MRI (a). Time-of-flight MR angiog-
raphy showed high-grade stenosis acli LICA (white curved arrow, b). CT perfusion showed at-risk parenchyma throughout the left
hemisphere, shown as Tmyax map (¢) which prompted urgent endovascular treatment (treatment #1). Pretreatment lateral projection LICA injection
shows 2 sites of critical stenosis (d, white arrows) which were treated with submaximal balloon angioplasty (e). Posttreatment result f showed
substantial improvement in angiographic transit time and return of antegrade flow to the ophthalmic and posterior communicating arteries. Careful
review of images showed a tiny, non-flow limiting dissection measuring <1cm (red arrow)

Clin Neuroradiol (2022) 32:1045-1056



2021 ACR Doporuceni

* Optimalni delka leCby GK GCA neni dobre
definovana

« Délka lecby by mela byt ovlivhena klinickymi
manifestacemi, toxicitou GK, pocétem flaru,

ékarovou zkusenosti a pacientovym pranim

« Kumulativni davka GK by mela byt limitovana jak
je jen mozné, ale u ¢asti pacientu musi byt i
dlouhodoba aby se zabranilo flarum

Maz et al. Anhritis Careres 2021



2021 ACR Doporuceni

* Pro pacienty, kteri maji kritické nebo
vyznamneé zuzeni prutoku vertebralnich
nebo karotickych arterii doporucujeme
(podminéne) aspirin



Riziko nebo pfitomné
nezadouci ucinky GC
GCA

Nasadit prednison
40-60 mg/den a
prejit do faze Il

Nasadit predn
40-60 mg/den

Diagnodza aktivni

Oc¢ni pfiznaky vyvolané
GCA

Podat intravenozné
metylprednisolon
0,25-1g/den 3 dny

ison

SniZovat prednison
* na 15-20 mg/den
béhem 2-3 mésicl a

pak na 5 a méné
mg/den po roce

Ne

A =

Nasadit metotrexat
nebo tocilizumab

SniZovat prednison
za 6 mésicl do vysazeni
pfi tocilizumabu

SniZovat- -

tocilizumab

ZwyEit wysit
prednison na prednison na

40-60 mg/den posledni
ucinnou davk

Ne Konzuitace v
revmatologickém centru

Doporuceni
Ceské
revmatologicke
spolecnosti pro
leCbu GCA

Bedvar R.; Ces. Revmatol. 2022; 30(2):54-59



2021 ACR Doporuceni pro lécbu GCA

>

Visualni pfriznaky/ztrata visu Bez visualnich
nebo kriticka kranialni priznaku/ztraty visu nebo
ischemie kriticka kranialni ischemie

Vysoké davky i.v. GC nasledovanymi vysokymi Vysoké davky peroralni GC s TCZ prednostné pred

davkami peroralni GC s TCZ pfednostné pred monoterapii GC. V nékterych pripadech se daji zvazit
monoterapii GC. V nékterych pripadech se daji GC s MTX nebo GC samotné

zvazit GC s MTX nebo GC samotné

Klinicka remise Klinicka remise

Vysazeni GC Zvazte pridani nebo zménu
jiného imunosupresivniho

Vysazeni GC Zvazte pridani nebo zménu
jiného imunosupresivniho

léku (MTX nebo ABA misto
TCZ2)

léku (MTX nebo ABA misto
TCZ)

podle Maz et all. Arthritis Care Research Vol. 73, No. 8, August 2021, pp 1071-1087



Zaver

GSK je relabuijici, remitujici nemoc s rizikem oslepnuti,
Ischémie a aneurysmatu

Okamzita diagnoza a terapie glukokortikoidy
Optimalizace davkovani a detrakce glukokortikoidu

V8asné nasazeni kortikoid Setricich leku — MTX,
tocilizumab

Tocilizumab jen u definovanych pacientu, u vSech
pacientu??

Dalsi kortikoid Setrici leky (napf. baricitinib)
Prevence osteoporozy u vsech pacientu



