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* Muz, 44 let

 arteridlni hypertenze a hyperlipoproteinémie (statin prechodné vysazen),
fokalni pyomyositida levé hyzdé in anamn.

V fijnu 2020

bolesti v oblasti krize (propagace do bricha)

subfebrilni teploty a Unava

nebyl dusny, nemél kasel, bez mocCovych potizi
CRP 25, leu 15



e CT (26.11.2020) - hypodenzni lozisko nad bifurkaci aorty

e zac€. 12/2020 na tfi dny Prednison 90 mg s ulevou

Prvni vySetfeni v RU — 15.12. 2020 - nasazen Prednison 60 mg

Kontrola po mésici (1/2021) - bolest zad neni, vyspi se, bolest bricha je mensi,
trochu se vraci pri redukci prednisonu, stale unaveny a ma pocit nevykonnosti.

* FW 1, CRP 1.3, 1gG4 negativni



Kasuistika, pokracovani

Kontrola po 3 mésicich (3/2021)

e prednison snizen na 20 mg

* neni bolest bficha ani zad, v noci bez potizi, trva unava
* FW12,CRP 1

Kontrola po 6 mésicich (5/2021)

e prednison snizen na 10 mg

 klinicky nalez a symptomy stejné

* FW 14, CRP 4

* PET/CT (6.5. 2021) - infiltrat vel. 27x5x9 mm, SUVmax 2,8 (minule 38x32x54 mm, SUVmax 11,7)

—>infiltrat je ve vyznamné, ale ne uplné regresi, velikosti i metabolickeé aktivity.



Kontrola po 12 mésicich (12/2021)
* opét ma mirné bolesti bricha a zad, je vice unaveny

* CRP7.5
* prednison 10 — 60 mg, pfidan MTX 12.5 — 15 mg tydné

Kontrola po 15 mésicich (4/2022)

e prednison snizen na 7.5 a 10 mg obden; MTX 12.5 mg tydné (elevace JT)
* klinicky zlepsen, v popredi je Unava

* CRP 4



Kasuistika, pokracovani

Kontrola po 21 mésicich (10/2022)

* bolesti bricha a zad, unava

* CRP4
* PET/CT (16.9.2022) - infiltrat vel. 43x5 mm, SUVmax 6,2 (minule 27x5 mm, SUVmax 2,8)

—> metabolicky aktivni infiltrat, nazn. vyklenuti do stény aorty, progrese.
* prednison 10 mg, MTX 12.5 mg tydne; pridan sarilumab 200 mg s.c. a 2 tydny



Prvni popis a znovuobjeveni pripadu retroperiteonealni fibrozy

Joaquin Maria Albarran y Dominguez John Kelso Ormond
(1860 -1912 (1886 —1979)

Albarran J. Retention rénale par periurétérité. Libération externe de I'uretére. Association francaise d'urologie, 1905, 9: 511.
Ormond J. Bilateral ureteral obstruction due to envelopment and compression by an inflammatory retroperitoneal process. Journal of Urology, Baltimore, 1948, 59: 1072-1079.



Chronicka periaortitida

1. idiopaticka retroperitonealni fibréza (IRF, bez aneuryzmatické formy)
2. zanétlivé aneuryzma bfrisni aorty (IAAA, bez postizeni mocCovodu)

3. perianeuryzmalni retroperitonealni fibréza (PRF, s postizenim mocovodu)

] (] . /7
° Idiopathic Inflammatory Perianeurysmal
I d I O p a t I C ka fo rm a retroperitoneal abdominal retroperitoneal
75% fibrosis aortic aneurysm fibrosis

* |gG4 asociovana onemocneéni

» systémova nebo organova Al onemocnéni

 infekce, nadory, Iéky, drogy,...

Ureter Ureter

Undilated aorta Dilated aorta Dilated aorta

Periaortic fibrosis

Palmisano A, et al. Chronic Periaortitis: an Update. Curr Rheumatol Rep. 2018 Nov 5;20(12):80.
Vaglio A, et al. Retroperitoneal fibrosis. Lancet. 2006 Jan 21;367(9506):241-51.



Incidence: 1-13 na 1 mil. obyvatel za rok

Prevalence: 14 na 1 mil. obyvatel (u abdominalnich aneuryzmat: 4-10%)

Hlavni vrchol vyskytu 40-60 let

Vyskyt Castéji u muzu: 2-3x Castéji nez u zen

Uibu T, et al. Lancet 2004; 363: 1422-1426
Li KP, et al. Clin Rheumatol 2011; 30:601-605



Rizikoveé faktory retroperitonealni fibrozy
« HLA-DRB1*03

e Koureni a azbest (OR 12)
* Mycobacterium tuberculosis

Vaglio A, et al. Retroperitoneal fibrosis. Lancet. 2006 Jan 21;367(9506):241-51.



Diagnhostika

Nespecifické symptomy tupych bolesti zad a
bricha, nékdy i chybi.

Hypertenze, periferni otoky DK.

Zvysena sedimentace.

Fyzikalni vySetfeni neprinosné.

Radiograficka triada:
1) hydronefroza
2) medialni deviace ureteru
3) vnéjsi komprese ureteru

* Definitivni diagnozu potvrdi biopticky nalez
fibrotického infiltratu pri laparoskopii.

Hewitt CB, et al. Ann Surg. 1969 Apr;169(4):610-5.




Klinicky obraz

* tupé bolesti zad, bokU a bricha (>90%)

. o 7 7 7 v/
¢ nespeC|f|cke systemove prizna ky
. 7 V4
* bolest testes, varikokéla, hydrokéla
o . Vé
e obstrukce ureteri — nefropatie — hydronefroza
. oy 7 Ve ’ 4 4 v

» klaudikace DK, tromboflebitida, hluboka Zilni trombdza (vzacné)

Clinical symptoms and Present study. Mayo Clinic, Peking PLA General Albert Fondazione Beijing Vall d’Hebron ~ Marshfield

laboratory findings at Athens Medical MN, USA, University First Hospital, Schweitzer Ca’Grande Chao-Yang Hospital Clinic,

diagnosis, % School, Greece  [4] (n=185) Hospital, Beijing,  Hospital, The  Ospedale Hospital [32]  Barcelona, Marshfield,

(n=67) Beijing. China PR China  Netherlands. Maggiore (n=30) Spain [31]  WI, USA [20]
[26] (n=155) [33] (n=142) [5] (n=53) Policlinico, (n=24) (n=26)
Milano, Italy.
[27] (n=50)

Fever 7 9 14 11 17 20 3 - -

Weight loss 4 27 28 27 40 - 30 - -

Low-back pain 63 38 57 13 60 78 13 - 29

Flank pain 9 21 - 67 53 - 27 - 42

Testicular pain 6 13 - 10 46 - 3 - -

Abdominal pain 31 40 39 54 57 - 13 - 58

Elevated CRP 78 47 63 59 62 66 - 100 56

Elevated ESR 69 53 86 63 74 93 - 94 77

Anacmia 43 - 41 - - - 53 -

Renal function compromise® 41 42 62 51 66 56" 40 64 46

Elevated serum IgG4 (> 135 mg/dL) 36b - 38 49 - 17 41 - 17

— data as such not available.® Defined as serum creatinine level at diagnosis >1.2mg/dL, * Defined as eGFR < 60 mL/min/ 1.73 m?. * Evaluated in 36/67 patients of the cohort.

Raglianti V, et al. Nephrol Dial Transplant. 2021 Sep 27;36(10):1773-1781.
Zampeli E, et al. Clin Exp Rheumatol. 2022 Sep;40(9):1642-1649.



Pomocna a zobrazovaci vysetreni

reaktanty akutni faze (> T 1)
leukocytdza, anémie, renalni insuficience, iontova dysbalance
ANA (25-60%), ANCA (10%)
IgG4 (20-40%)

CT, MR (sono u hydronefrozy)
PET/CT

* biopsie

Raglianti V, et al. Nephrol Dial Transplant. 2021 Sep 27;36(10):1773-1781.
Zampeli E, et al. Clin Exp Rheumatol. 2022 Sep;40(9):1642-1649.




lgG4 asociovana periaortitida/periarteriitida
systematicky prehled literatury

Rho=0.61
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Akiyama M, et al. Autoimmun Rev. 2019 Sep;18(9):102354.




ANCA asociovana retroperitonealni fibroza
systematicky prehled literatury

Organ involvements

* Primérny veék 62 let, muzi 68%.
PR3-ANCA > MPO-ANCA (63 vs. 37 %).

Vice nezZ % pacientl izolovana RPF.

Isolated RPF
Ear, nose, throat

lung

&
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2
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Kidney (RPGN) 316%

Lacrimal or salivary gland

Abdominal aortic aneurysm
Lymphadenopathy

Hypertrophic spinal pachymeningitis ° R I . V4 P R 3 A N C A
Skin e aps aSOCIOVan S - .

Scleritis or conjuctivitis

Hypophysitis

Multiple mononeuropathy Relapse rate b
B 100.00% Non-relapse Relapse
Prostatitis
0.00% 10.00% 20.00% 30.00% 40.00% 80.00% 76.5%
- 60.00% PR3-ANCA MPO-ANCA
Clinical symptoms 54% 46% PR3-ANCA
100%
40.00%
Fever 68.4% 235%
20.00%
weight loss 42.1% 0.00%
Non-relapse Relapse
Other constitutional sympioms (malaise, faigue, anorexia, headache) 47 4% Relapsed organs

RPF

Lower back or abdominal pain 57.9% Lung

Kidney

0.00% 20.00% 40.00% 60.00% 80.00% 100.00% Prostatitis

0 1 F 3 4 5 6

Akiyama M, et al. Autoimmun Rev. 2020 Oct;19(10):102642. S SIS



Terapie retroperitonealni fibrozy

[ V 4 I &4
Present study, Mayo Clinic, Peking PLA General Albert Fondazione Beijing Vall d’'Hebron ~ Marshfield Fa r m a O Og I C a e c a

Athens Medical MN, USA_[4]  University Hospital, Schweitzer ~ Ca’Grande Chao-Yang Hospital Clinic,
School, Greece (n=185) First Hospital, Beijing, Hospital, The ~ Ospedale Hospital [32]  Barcelona, Marshfield,
(n=67) Beijing, China PR China Netherlands Maggiore (n=30) Spain [31] WI, USA . . 7 . .
[26] (n=155) [33] (n=142)  [5] (n=53) Policlinico, (n=24) [20] (n=26) ([ ] gl u ko ko rtl ko | dy ( p rvn | I | n |E)
Milano, Italy.
[27] (n=50)
Therapeutic interventions, % [ |VI TX IVI IVI F AZA n e b O C FA
Medical intervention alone 67 31 - 34 - - - - 27 ) )
Surgical intervention alone 0 8 - 15 - - - - 27
Medical and surgical intervention 33 57 - 44 - - - - 42
combined . . V4 /4
Glucocorticoids alonc 15 12 10 5 - 31 50 79 38 o b I O I Og I C ka I e C b a
Glucocorticoids + other 83 47 - - - - 3 - 12
immunosuppressant
Tamoxifen 3 65 75 14 - 38 30 - 12
D-penicillamine 12 - - - - - - - -
Arzathioprine 70 5 30 2 - 22 - - -
Cyclophosphamide 20 3 10 34 - - - - - Ch H H k 4 I 4 vb
Methotrexate 7 27 3 1.5 - 0 - - - I r u rgl c a e c a
Mycophenolate mofetil 18 2 2 3 - 16 - - -
Surgical interventions, %
Ureteral stents 28 57 71 49 - - 87 42 54
Nephrostomy tubes 1 6 12 3 - - 7 - 8 74 ’
Bilateral nephrostomy tubes - 73 - - - - 7 - - ® u rete ra I n I Ste nt
Ureterolysis 3 28 12 6 - - 17 31 27
Vascular stenting or surgery 15 6 - - - - - 4
Relapse rate during follow-up, %  24° 120 18 - - 38 - - 0

e perkutanni nefrostomie
Selhani lécby az ve 25%.

* ureterolyza
Relaps: 17 - 72% po ukonceni [éCby. Y

* endovaskularni nahrada

Zampeli E, et al. Clin Exp Rheumatol. 2022 Sep;40(9):1642-1649.

Palmisano A, et al. Chronic Periaortitis: an Update. Curr Rheumatol Rep. 2018 Nov 5;20(12):80.

Adler S, et al. Successful mycophenolate mofetil therapy in nine patients with idiopathic retroperitoneal fibrosis. Rheumatology (Oxford). 2008 Oct;47(10):1535-8.

Vaglio A, et al. Prednisone versus tamoxifen in patients with idiopathic retroperitoneal fibrosis: an open-label randomised controlled trial. Lancet. 2011 Jul 23;378(9788):338-46.
Alberici F, et al. Methotrexate plus prednisone in patients with relapsing idiopathic retroperitoneal fibrosis. Ann Rheum Dis. 2013 Sep 1;72(9):1584-6.
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* prospektivni studie 2004 — 2011, prednison 0.5-1 mg/kg, MTX 15-20 mg

definice relapsu: zvetseni infiltratu, hydronefroza, symptomy systémového zanétu

* 16 zarazenych pacientu, 10 (63%) muzu, 60 let, prumér sledovani 24 meésice

e 711 pacientl v remisi po roce |écby pokracovalo 7 v [écbé a u 4 pacientd, kteri [écbu
ukoncili, doslo k relapsu.

Alberici F, et al. Methotrexate plus prednisone in patients with relapsing idiopathic retroperitoneal fibrosis. Ann Rheum Dis. 2013 Sep 1;72(9):1584-6.



Rituximab u retroperitonealni fibrozy

Pramér kolem aorty: 15.9+4.9 - 10.6 £ 6.1 mm

P <0.001

AERNN

* Redukce retroperitonealniho infiltratu po rituximabu, ale ne pokles hladin CRP
nebo zlepseni renalnich parametrda.

Ve

* Nejlepsi ucinek u 2/3 pacientq, ktefi byli na soucasné kortikoterapii.

Boyeva V, et al. Use of rituximab in idiopathic retroperitoneal fibrosis. BMC Rheumatol. 2020 Aug 6;4:40.



Role IL-6 v patogenezi retroperitonealni fibrozy

e Exprese IL-6 imunitnimi bunkami,
fibroblasty, myofibroblasty a cévami
z bioptického vzorku
retroperitonealni tkané.

e Zvysené séroveé hladiny IL-6 u
pacientl s retroperitonealni fibrézou
proti zdravym jedincum.
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Vaglio A, et al. Arthritis Rheum. 2013 Sep;65(9):2469-75.



Tocilizumab u retroperitonealni fibrézy

* Jeden pacient refrakterni k MTX a
kortikoterapii, druhy intolerance
kortikoterapie.

Regrese fibrotického infiltratu.

* Vymizeni akumulace radiofarmaka
paraaortalné i parailicky.

\

H < 1 . o
W‘ 5 line tocilizumab monotherapy:
W a case report

* Normalizace CRP. ; <
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. Loricera J, et al. Clin Exp Rheumatol. 2014;32(3 Suppl 82):579-89.

Vaglio A, et al. Arthritis Rheum. 2013 Sep;65(9):2469-75. Perrotta FM, et al. Clin Exp Rheumatol. 2017;35 Suppl 103(1):226-227.



Retroperitonealni fibréza je vzacné chronickeé fibroticko-zanétlivé onemocneéni.
Bolest v bedrech a systémoveé projevy jsou nejcastejsimi priznaky.
Autoimunitni charakter a ¢asta asociace s 1gG4.

Diferencialni diagnostika je Siroka, vyloucit infekci, lymfom, ....

Lécba imunosupresivni, vyzadujici multidisciplinarni pristup.

Pri selhani kortikoterapie a konvencni IéCby, zvazit anti-IL-6R nebo rituximab.



