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e Data z Italie ukazuiji, ze k zhorsovani GF béhem gravidity dochazi u:
e 7.6% zen s CKD G1
 12.6% zen s CKD G2
* 16.2% zen s CKD G3
 20% zen s CKD G4

* Pfredcasny porod (pred 37. tydnem gestace) se objevuje u:
e 24% gravidit s CKD G1
* 89% gravidit s CKD G4-5

* Primérna porodni vaha novorozencu klesa v zavislosti na stadiu CKD
matky az o 1300g z:

* 2966 * 659g u CKD G1 na 1639 + 870g u CKD G4-5
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* SLE je asociované se zvysenym rizikem pro matku i pro plod:
e Zvysena frekvence preeklampsie
e Zvysena frekvence umrti plodu
e Zvysené riziko predcasného porodu
RUstova retardace plodu
Mala porodni vaha
e Zvysené riziko VVV
* RozsStépy patra u matek Iécenych KS

e Srdecni vady a riziko prevodnich poruch (kompletni AV blokada) pfi anti-Ro pozitivité
* Postizeno asi 5% déti u matek, kde je anti-Ro Ab v titru > 50 U/ml
e ECHO vysetreni plodu jiz intrauretinné




Review Azrticle

Understanding and Managing Pregnancy in Patients with Lupus
Hindawi Publishing Corporation

Autoimmune Diseases
Volume 2015, Article ID 943490, 18 pages

Guilherme Ramires de Jesus,' Claudia Mendoza-Pinto,>”
Nilson Ramires de Jesus,! Flavia Cunha dos Santos,! Evandro Mendes Klumb,*
Mario Garcia Carrasco,”™ and Roger Abramino Levy®

> Mormal pregnancy “immunologic phases™ Zvy’gena' aktivita jak
- - = ] -‘\"' -\-HI _\\" L]
Phase 1. _]‘rupha::hlasl]mplnntaunn Phase 2. “Anti-inflammatory™ Th2? = Thl, Phase 3. "Proinflammatory™ Thz’ tak ale | Thl
cell infiltration (natural killer, IL-10, TGE-3, and Treg cells Th17 (IL-17}, IL-6. IFN-&
Macrophagues, and dendritic cells), Estradiol and progesterone “B and T ) ) Cesty
spiral arteries o™ CXCLEL-
| 2 cell regulation
AN A
M \ Zvysena
koncentrace

\ IL-10aIL 17 je

zodpovédna za
heperreaktivitu B-

-"m estradil @ n_} / lymfocytti

| progesterone [ i, TCDE+

| “ —_/ Snizena
Y4 Y S - ~,
Phase 1. “Trophoblast Phase 1. “Anti-inflammatory™ ) Phase 3. PrU]nl'.Inn‘u‘_lmlu!:?:.- . koncentrace ".'6 a
implantation™ High IL17 and IL10 (B cell stimuli) H]Eh_ 1117 and 10 (B C‘}l_l *5'-“'““_]”= sTNFRI. . . . o
High concentration of 11.-17, IL-10, High sTWNFRI and prolactin: lupus flare CXCLE/IL-8, ficolin-3, IFN-a, C4d. and low f|COI|nu 2 negat“,ne

and sTHFRI Low levels and impaired function of IL-6: fetal loss, lupus flare, low-placenta I . f k
| Implantation defects treg cells J weight. and low birth weight . oV ivnu.e un Ci
- AN A i \ J

Pregnancy and lupus “immunologic phases™

J gnancy P gic p / placenty




Review Avrticle
Understanding and Managing Pregnancy in Patients with Lupus
Hindawi Publishing Corporation

Auntoimmune Diseases
Volume 2015, Article ID 943490, 18 pages

Guilherme Ramires de Jesus,! Claudia Mendoza-Pinto,””

Nilson Ramires de Jesus,! Flavia Cunha dos Santos,! Evandro Mendes Klumb,*
Mario Garcia Carrasco,” and Roger Abramino Levy™?

* Metaanalyza 2751 gravidit u 1842 pacientek se SLE:
* SLE reaktivace v 25.6%
* Hypertenze u 16.3%
LN u 16.1%
* Preeklampsie 7.6%, eklampsie u 0,8%
e Predcasny porod u 39.4%
* Prima korelace mezi pred¢asnym porodem a pritomnosti aktivni LN
* Prima korelace mezi hypertenzi, aktivni LN a historii LN

* Studie PROMISSE

* 15% nemocnych bez zavazného prubéhu SLE vyvinulo preeklampsii
 Riziko se zvysilo na 22% pokud byly soucasné pozitivni aPL protilatky



Kidney Outcomes and Risk Factors for Nephritis (Flare/
De Novo) in a Multiethnic Cohort of Pregnant Patients
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e 373 tehotnych pacientek se SLE mezi lety 2003-2012

118 pacientek mélo anamnézu renalniho onemocnéni
* NejCastéji mély LN IV. a V. typ; méne Casto LN Il. a lll. typ
e 2 nemocné byly po KTx

Celkem 17 renalnich relapsi (11%)
* 7 relapsl u 89 nemocnych v kompletni remisi LN
e 6 relapst u 29 nemocnych v parcidlni remisi LN
* 4 de novo rendlni onemocnéni (2%) u celkem 255 pacientek bez anamnézy renalniho
onemocnéni (P<0,001)
Relapsy se vyskytly ve 2. Ci 3. trimestru gravidity se stejnou pravdépodobnosti

Téhotenstvi bez komplikaci, pokud pred koncepci byly:
* S-kreatinin < 1,2 mg/dl ( 100 umol/I)
* Proteinurie < 1000 mg/g ( 1g/den)
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* Laboratorni kontroly téhotnych se SLE dle revmatologickych doporuceni:

(i) First visit tests are as follows:

(a) complete blood count, platelet count, prothrom-

bin activation time, and partial thromboplastin (ii) Quarterly visit tests are as follows:

time;

(b) lupus anticoagulant; anticardiolipin antibody
IgG and IgM; and anti-f32 glycoprotein I IgG
and IgM (which must be repeated in 12 weeks
if positive);

(c) anti-Ro/SS-A, anti-La/SS- B, anti-Sm, and anti-
RNP;

(d) blood glucose, BUN, creatinine, uric acid, AST,
and ALT;

(e) anti-DNA, C3, C4, and CH50;

(a) complete blood count, platelet count;

(b) anti-DNA, C3, C4, and CH50;

(c) blood glucose, BUN, creatinine, uric acid, AST,
and ALT;

(d) 24-hour proteinuria or protein/creatinine ratio
in a single urine sample if preeclampsia or
lupus nephritis is suspected, as well as research
erythrocyte dysmorphism.

(f) urinary sediment; 24-hour proteinuria or pro-
tein/creatinine ratio in a single urine sample;
dysmorphic research erythrocyte in urine, crea-
tinine clearance and urine culture,
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Type of SLE flare durin : ) :
P o Manifestations Risk factor Management
pregnancy
High inflammatory rash often Anti-Ro/SSA, previous Topical corticosteroids or oral
Mucocutaneous . ] _ )
sparing the nasolabial folds involvement prednisone, HCQ)

Arthralgia, arthritis, carpal
Articular tunnel syndrome (related to Anti-dsDNA positivity
pregnancy edema)

HCQ, NSAID until 28th week,
prednisone throughout

Leukopenia: discard
drug-related,

hemolytic anemia: high dose
prednisone and azathioprine;
thrombocytopenia: high dose
prednisone and azathioprine
may use I'VIG and rituximab

aPL, Coombs, previous

Hematological Cytopenias involvement

aDNA, low C3 and C4

) ) differentiate between APS Immunosuppressive treatment
Hypertension, edema, : : ) ) . .
Renal o microangiopathy and with corticosteroids;
proteinuria . Lo .
preeclampsia, previous pulse-methyl prednisolone
involvement
CNS Wide range including depression CNS manifestation Antidepressants; pulse-methyl
and psvchosis provided pregnancy prednisolone
Vascular Cutaneous vasculitis Previous involvement Prednisone and azathioprine

| ————————————————
aPL: antiphospholipid antibodies; APS: antiphospholipid syndrome; CNS: central nervous system; HCQ: hydroxychloroguine; IVIG: intravenous immunoglob-
ulin.



Diferencialni dg. relapsu LN a pre-eklampsie

Soh MCh and Nelson-Piercy C. Rheumatology 2015;54:572587

Proteinurie > 0,3g/den nebo PCR > 30 ++

Valce v mocovém sedimentu  Chybi Pfitomny

Erytrocyty v mocovém Chybi Pritomny je-li nefriticky syndrom
sedimentu

Hypertenze sTK>20 torr a dTK>10 torr nad normu  MtiZe byt

PostiZeni ktize a kloubU Chybi Ano

Krece Pritomny u eklampsie Muze byt pokud je postizeni CNS
Kyselina mocova Zvysena Normalni (pokud neni tézka CKD)
Albumin Normalni Ci nizky Velmi nizky u NS

Jaterni testy Mohou byt zvysené Normalni

C3 a C4 komplement V normé Nizké (zvysuji se béhem gravidity)

Anti-dsDNA protilatky Nezménéné Zvysené




Klasifikace vaskulitid 2011-12

2011 Chapel Hill Consensus Conference

Immune Complex Small Vessel Vasculitis
Cryoglobulinemic Vasculitis
IgA Vasculitis (Henoch-Schonlein)
Hypocomplementemic Urticarial Vasculitis
(Anti-C1q Vasculitis)

Medium Vessel Vasculitis

Polyarteritis Nodosa [ Anti-GBM Disease I
KawasakiDisease

|

ANCA-Associated Small Vessel Vasculitis
Microscopic Polyangiitis

\ ) Granulomatosis with Polyangiitis
' (Wegener’s)
Large Vessel Vasculitis Eosinophilic Granulomatosis with Polyanaiitis
(Churg-Strauss)

Takayasu Arteritis
Giant Cell Arteritis
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Pregnancy in Women Diagnosed With
Antineutrophil Cvtoplasmic Antibodv—Associated
Vasculitis: Outcome for the Mother and the Child

J. TUIN. J. S. F. SANDERS, A. A. E. pE JOODE. arnp C. A, STEGEM AN

e 22 gravidit u 14 pacientek s AAV (median véku v dobé diagndzy byl 25 let [19-36])
 Dominovalo: ORL postizeni u 71% a renalni postizeni u 50% nemocnych

* VVSechny zeny byly v dobé koncepce v remisi; 9 z nich (dohromady 15 gravidit) dostavalo
anamnesticky CFA

* Primérny gestacni vék byl 39. tyden (véetné 2 predcasnych porod()
* median porodni hmotnosti byl 3400 g
e pre-eklampsie 2x

* 1xse vyskytla hypothyredza a 1x rozstep patra u jednoho z dvojcat; jinak byl stav
novorozencu excelentni
e Celkem vyvinulo relaps 8 zen:
e 7 po porodu (v priméru po 21 mésicich [7-62])
* 1 béhem gravidity
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* Median mezi dg. AAV a prvni graviditou byl 47 mésicu (14-82)
* Median ,disease-free” periody pred koncepci byl 35 mésict (6—69)
* 13/14 Zen mélo stabilni remisi AAV alespon 1 rok

* U 15/22 gravidit byly pozitivni ANCA protilatky jiz pred koncepci Ci
béhem gravidity
* Pozitivita ANCA protilatek neni Kl gravidity



Successful outcome of pregnancy in patients with

anti-neutrophil cytoplasm antibody—-associated .. oo o s, 50801 ooz e
- - yublished online 1 Ocober 2014

small vessel vasculitis L

Adam P. Croft', Stuart W. Smith', Sue Carr®, Sajeda Youssouf®, Alan D. Salama®, Aine Burns,
Chares D. Pusey”, Patrick Hamilton>, Nina Brown?, Michael Venning’, Lorraine Harper' and

Matthew D. Morgan'

e 15 téhotenstvi u 13 nemocnych; 1x dvojcata (po IVF)

e 14 gravidit planovanych, koncepce po minimalné 6 mésicich remise;
1x spontanni potrat v 1. trimestru u neplanované gravidity (Iécba
MTX)

* \/Sechny déti zdravé

* 1x relaps onemocnéni béhem gravidity; |IéCba navyseni KS+ AZA, PE a
IVIG

e Zadny relaps choroby 12 mésic(i po porodu



Successful outcome of pregnancy in patients with
anti-neutrophil cytoplasm antibody-associated
small vessel vasculitis

Adam P. Croft', Stuart W. Smith’, Sue Carr?, Sajeda Youssouf?, Alan D. Salama®, Aine Burns?,
Charles D. Pusey”, Patrick Hamilton”, Nina Brown>, Michael Venning’, Lorraine Harper' and
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Relapse prior to

Kidney Intemational (2015) 87, 807-811; doi10.1038/&ki 2014.32%;
published online 1 October 2014

Disease-free

Treatment pregnancy amnd FEmMIission prior
before preg- Cumulative organ system af- to pregnancy
nancy CYiC (g) fected (months)
ETX; Pred; MTX O 1 vwr ENT G
Pred; NMTX 13 7 vrs Skin, Renal 72
Fred;, AZA 185 none 18
Pred; AZA 10.5 & yrs Lung, Renal 65
Pred; MTX 0.5 none 14
FPred; A2 O none 40
Fred: A4 B.5 Mo ree &
MMF; MTX
FPred: Plasma 36 6 yrs EMT, Renal a8
exc hamnge; AZA
Pred; AZA 6 2 vwrs Renal 102
Fred; CIC; AZA 10 Mo ree 18
Plasma ex- 12 6 vyrs Skin, Renal a0
chamnge: MMF;
AL B,
Pred; MMF 8.5 4 vyrs Renal 31

3 vrs Renal
Pred; AZA 15 4 wrs Lung, Renal a2

Ani vysoka
kumulativni
davka CFA
nebranila
poceti

Pro vysledek
gravidity je
rozhoduijici zda
a jak

dlouho je
nemocna v
remisi
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AL comcepton

ELISA
specificity
Medication Age IIF pattern and titer eGFR
Pred; AZA 36 Mg MNeg =90 A Y
Pred; AZA 31 Meg MNeg 68 Na Zdarny
Pred; AZA 32 CANCA, Meg = -Ts] prﬁbéh
P} 35 Meqg Meg =00 ° ge 4
Pred; MTX 26 Meg Neg G0 gravidity ma
Pred; AZA 27 CAMNCA, Meg =90 ’
None 37 Neg Neg ~ 80 vstupni GFR
Pred; AZA 33 Meg MNeg 44-56 , , .,
Fred 36 pPANCA, Meg 72-81 zasadni vyznam
Pred; AZA 30 Meg MNeg =90 Shivsi
CIC; AZA; Pred 40 PANCA, Meg 8 7-50 Pozitivita ANCA
[ V 4 rd
protilatek neni
Pred; AZA 35 PANCA, MPO 1.8 =90 . gs
Kl gravidity
Pred; AZA 33 Meg Meg g81-87
Fred; AZA 28 Mg Meg =00
Fred; AZA 31 Meg MNeg =90




Téehotenstvi a AAV

(B. GRYGIEL-GORNIAK, M. PUSZCZEWICZ; European Review for Medical and Pharmacological Sciences; 2015; 19: 2331-2335)

* Pokud ke koncepci dojde behem remise onemocneni, relaps se objevi max.
u % nemocnych (¢asto az po porodu)

* Pokud ke koncepci dojde behem aktivni choroby, 40-100% gravidit skonci
spontannim potratem ¢i nutnosti UPT z duvodu zachrany matky

e 40% gravidit u GPA konci predcasnym porodem

* Vetsi riziko pre-eklampsie, hypertenze a tehotenskeho diabetu (zejmena u
|éCenych pacientek)

* Klinicka manifestace AAV béhem gravidity muze byt rlznoroda; Casteji
popisovana ORL aktivita a vetsi frekvence pneumonii ve 3. trimestru
gravidity

* De novo choroba se vetsinou objevi ve 2. Ci 3. trimestru gravidity

* ANCA protilatky prechazi pres placentu
* Vetsina deti asymptomatickych
e Cast z nich mUze mit symptomy AAV




Trombotické mikroangiopatie - TMA

Mechanical hemolytic anemia +
Peripheral thrombocytopenia +

Organ failure due to microvasculature occlusion

— 3 N0sOlogical entities

A. Thrombotic thrombocytopenic purpuras (TTP)
B. Hemolytic uremic syndromes (HUS)

C. « Secondary » Thrombotic Microangiopathies




Trombotické mikroangiopatie - déleni

Acquired thrombotic thrombocyropenic purpura (acquired TTP)
Congenital TTP (Upshaw-Schulman syndrome)

TP

Diarrhea-associated (Shiga toxin-induced ) hemolytic uremic syndrome (Shiga-

Hus { | ==

Atypical hemolytic uremic syndrome (aHUS)

Pregnancy-associarted TMAs
HELLP syndrome (hemolysis, elevated liver enzymes, and low platelets)
Preeclampsia
Pregnancy as trigger for acquired or congenital TTP, or aHUS

Drug-induced TMAs
Thienopyridines (ticlopidine and clopidogrel)
Calcineurin inhibitors (cyclosporine and tacrolimus)
mTOR inhibitors (sirolimus and everolimus)
Antineoplastic agents (mitomycin and gemcitabine)
Qumine

TMA after organ transplantation
Renal transplantation
Lung transplantation
Allogeneic hematopoietic stem cell transplantation

Other conditions resembling or causing TMA
Infecdons
Severe pulmonary or systemic hypertension
Advanced malignancies
Disseminated intravascular coagulation

MH Rosove, Semin Arthritis Rheum 2013, 43:787-805.



Klasifikace HUS

mmp 2016 International HUS Group Classification

HUS with coexisting diseases or conditions

« Haemopoietic stem cell - Autoimmune diseases
transplantation = Drugs

« Solid-organ transplantation  « Malignant hypertension

« Malignancy « Pre-existing nephropathy

Infection-induced HUS

= = S pneuvmonige-HUS

= « STEC-HUS

S‘ « Others (influenza A, HIN1, HIV)
= Cobalamin C defect-HUS

=

g DGKE-HUS

- -

Atypical the complement alternative
HUS ﬁ pathway

HUS with dysregulation of { Mutations in GFH, GFI, MCP, C3 (FB, THBD

Anti-CFH antibody

HUS without identifhed complement or DGKE mutation or ants- CFH antibody

-

C Loirat et al, Pediatr Nephrol 2016, 31: 15-39.
F Fakhouri et al, Lancet 2017, 390: 681-696.



Pregnancy-Associated Hemolytic Uremic Syndrome
Revisited in the Era of Complement Gene Mutations

Fadi Fakhouri,* Lubka Roumenina,’ Francois Provot,* Marion Sallée,$ Sophie Caillard,/
Lionel Couzi,m Marie Essig,** David Ribes,’™ Marie-Agnés Dragon-Durey, ™#
Frank Bridoux,%% Eric Rondeau,!! and Veronique Frémeaux-Bacchit**

F'-|:-=1:|:-arl_:|.|m _
L . .
M TR aHUS se manifestuje
* # * % % & ¢ o
—+—+—+—+ ++ + + 4+ + + 4+, SpiSe postpartum,
0 4 8 12 1€ 20 » e} 1z 15 “'"'11 : 8 12 16 zatl'mco TTP se
A AL A A A . .
i i A i Ad A A & A ObjEVUje
jiz v prubéhu
i Complement dysregulation-TMA in the French aHUS cohort . ue
gravidity

4 P.aassociated TTP du eto ADAMTS13 deficiency

J Am Soc Nephrol 21: 859-867, 2010.



Role komplementu u aHUS

Cell and tissue damage

C
Intrinsic/contact Tissue factor @,,%0,@
activation pathway

Classical Lectin Alternative
pathway pathway pathway

Factor X

* C3 (and C5) activation
by thrombin

Th,ombin e — e =2 22 e cent s e o e

C3-convertases

v

C5-convertases

Fibrin clot ———’ m Membrane attack
complexes

A

Degranulation

l/ and aggregation

Platelet activation

T Sakari Jokiranta. Blood 2017. 129: 2847-2856.



Role komplementu u jednotlivych TMA

_

Complement activation/dysregulation
F Fakhouri, Tranfus Apher Sci 2016, 54: 199-202.



Hemolytic Uremic Syndrome in Pregnancy
and Post-Partum

Alexandra Bruel, David Kavanagh, Marina Noris, Yahsou Delmas, Edwin K.5. Wong, Elena Bresin, Francois Provdt,
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Fadi Fakhouri

« 87 gravidit u nemocnych s aHUS (Francie, UK, Italie)
 Manifestace béehem 1. gravidity u 58%, postpartum u 76% pacientek
* 71% pacientek vyzadovalo dialyzu

* 56 (78%) pacientek bylo [éCeno PE, 21 (41%) infuzemi MP a 4 (5%) dostaly
eculizumab
 Béhem sledovani (7,2 roky):
* 41 (53%) pacientek dospélo k ESRD
* 15(19%) melo CKD
* 18 (28%) mélo relaps TMA
e 24 nemocnych (27%) podstoupilo KTx
e Rekurence aHUS se vyskytla u 13 (54%) z nich

CJASN ePress. Published on June 8, 2017 as doi: 10.2215/CJN.00280117
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Table 5. Main characteristics of 87 patients with pregnancy-associated hemolytic uremic syndrome with (n=49) or without
complement gene variants (n=38)

S Complement Gene Variant No Complement Gene
Characteristics Detected (n1=49) Variant Detected (n=38) L

At presentation

Age, yr 28*6 30*6 0.06

Personal history of HUS 4 (8%) 3 (9%) 1

Omnset in the postpartum 39 (79%) 28 (72%) 0.49
meed for dialysis 35 (81%) 21 (58%) 0.02 |

Neurologic mvolvement 5 (12%) 2 (6%) 0.38

Plasma exchange 30 (79%) 26 (77%) 0.80
During follow-up, n=74

Duration of follow-up, vr 6.2+3.6 6.7 +4.1 0.75

Relapse 13 (38%) 5(16%) 0.04
ﬁ 0 (21%) 6 (18%)

ESRD 29 (64%) 12 (36%) 0.01

Data are mean = SD for continuous variables, and N (%) for categorical variables. HUS, hemolytic uremic syndrome.
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T++

Patients Number ::f P-aHUS (%)
Pregnancies

CFH mutations (n = 23)" 49 10 (2056)
Mutations in SCR19-20 (n = &) 10 1 (105%)
Mutations in other SCR (n = 17) 38 9 (24%)
CH mutations (n = 8) 26 3 (11%)
MCP mutations (n = 4) & 1 (17%)
C3 mutations (n = 3) 7 2 (£8%)
CFB mutations (n = 2) i 0 (0%)
More than one mutation (n = 4)F 5 3 (60%)
Mo mutation (n = 10) 15 3 (20%) I

Pospartum aHUS se
vyskytuje zejména u
zen s mutaci vCFH a
C3; jen 20%
pacientek nema
zadnou mutaci

J Am Soc Nephrol 21: 859-867, 2010.
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* Proteinurie u IgAN vyznamneé ovliviuje porodni vahu novorozence a
komorbidity

e Aritmeticky priumér proteinurie béhem gravidity inverzné koreloval s porodni
vahou (korelacni koeficient =-0.61; P<0.001)

* Cim vy38i proteinurie, tim vétsi riziko preeklampsie a tmrti plodu in utero
* 33 gravidit u 24 nemocnych s MGN

* Jen 2/10 Zen s proteinurii > 5 g/24 h porodilo zZivé dité po 32. tydnu gravidity

e 21/23 (91%) Zen s proteinurii < 5 g/24 h porodilo zivé dité po 32. tydnu
gravidity (P <0.001)



Renalni biopsie v gravidite wecunewicn va et ot nor 2017:32050pp1.13i45.56)

Gestation <32 weeks’ 232 weeks’
Possible to make diagnosis yes Possible to make diagnosis
without histology a2 without histology
e.8. ANCA, dsDNA antibodies e.g. ANCA, dsDNA antibodies
Lno * no
Consider ) : ves
Severe or life threatening Embirical Severe or life threatening
termination i not maternal disease = maternal disease
viable (<24 weeks) lr:tatn;m e:.
eroids an
* no azathioprine { no — Delivery
High risk of bleeding or | yes | or calcineurin :
high thrombotic risk ™| inhibitor TN OF ompRicet trantmgst 0 POEPONS
} - patient { s e
unwitling Dell
g > very according to standard
ATSonatal rensl Dlopsy maternal and fetal indications
i v Y

Pregnancy safe treatment according

to histological diagnosis

Postpartum renal blopsy + standard treatment as
non-pregnant according to histological diagnosis




Soh MCh and Nelson-Piercy C. Rheumatology 2015,;54:572587

Podévénl’ imunosupresiv v gravidité a kojeni

Tehotenstvi m

NSAID

Prednison

NO Pokud je indikovano; podavat co nejnizsi davky, ukoncit do 32. tydne

ANO ANO Podavat co nejnizsi davky

Hydroxychloroquin ANO

MTX
Leflunomid
Azathioprin
Ciclosporin
Takrolimus
IVIG
Cyklofosfamid
Mykofenolat

Belimumab

Rituximab

Etanercept

_- Ukoncit nejpozdéji 3 mésice pred koncepci
_- Pred koncepci podavat cholestyramin k rychlejsi eliminaci
ANO ANO

ANO ANO
ANO ANO

NO Vhodna soucasna tromboprofylaxe

Lze podavat i kojicim, ale vysoka koncentrace v mléce

Jen pokud je matka v ohrozeni zZivota; po 1. trimestru

Vysadit nejméné 3 mésice pred koncepci

Nenasazovat béhem gravidity; nevysazovat pokud nemocna otéhotni na
lécbé

ANO ANO
ANO ANO

Vysadit nejpozdéji 12 tydni pred porodem
Lze pokracovat do 32. tydne gravidity



Dalsi léky v gravidité

(B. GRYGIEL-GORNIAK, M. PUSZCZEWICZ; European Review for Medical and Pharmacological Sciences; 2015; 19: 2331-2335)

e Podavani kotrimoxazolu je spojeno s predéasnym porodem a nizkou
porodni vahou

* Podavat anopyrin v prevenci preeklampsie

* Podat stresovou davku HCT peripartalné u zen chronicky lécenych KS
v davce > 5-7,5mg/den Prednisonu

* Podavat tromboprofylaxi LMWH u rizikovych nemocnych
S probihajicim relapsem choroby

S hypoalbuminémii

S BMI > 30

S omezenou mobilitou

Béhem hospitalizace

S APS



Prestup nékterych biologik do fetalni krve

Percentage in
cord blood
compared with
Half-life, maternal serum
Anti-TNF agent days [152] concentration
Infliximab [76-78] 8-10 83-400
| Etanercept [72, 73] 4 3.6-7.4 |
Adalimumab [78] 10-20 98-293
| Certolizumab [78] 14 1.5-24.0 |

Soh MCh and Nelson-Piercy C. Rheumatology 2015,;54:572587



Planovani gravidity u autoimunit

* |dealné v dobé remise a bez lécby Ci na malé davce KS

* Pokud dojde ke koncepci béhem udrzovaci |éCby KS + AZA, terapii
nevysazovat

* Vindukcni lécbé pred planovanou koncepci pouzit RTX a nebo CFA do
max. davky 8g/m?

e Koncepce vhodna az po 1 roce od podavani CFA

 Behem terapie CFA vhodné podavat HAK (obsahujici progestin Ci
agonisty GRH)



Kdy jednoznacné nedoporucit graviditu

Pulmonary hypertension [169]

CKD stage 4 or 5

Active disease

Women with APS with recurrent
placenta-mediated adverse
pregnancy outcomes

These women require effective contraception and in the event of an unplanned
pregnancy, we advise termination of pregnancy before 12 weeks if possible.

Prospective studies involving women with CKD have demonstrated increased risk of
pre-eclampsia (36-40%) and preterm delivery (54-80%) [210]; small for gestational
age infants and perinatal mortality rates 3-fold higher and 5-fold higher, respectively
[102, 210-212]. Women with CKD 4/5 prior to pregnancy are at greater risk of an
accelerated decline in renal function with the risk of reaching end stage and needing
renal replacement therapy either in pregnancy or shortly after [213]. Women with
CKD and proteinuria =1 g/day fared the worst [102].

Severe maternal rheumatic disease in early pregnancy is seldom conducive to the
development of a healthy fetus.

Women with recurrent intrauterine death, early-onset severe pre-eclampsia, HELLP
syndrome and severe intrauterine growth restriction with poor neonatal survival
despite treatment with aspirin and LMWH may wish to continue attempting preg-
nancy though their chances of successful outcome are low.

Soh MCh and Nelson-Piercy C. Rheumatology 2015,;54:572587



Kazuistika

* 30-leta nemocna
* OA: Crohnova choroba dg. 2013

* prechodné lécba kombinovanou ISu (KS+ AZA), ktera vysazena po roce;
* navracena do lécby behem 1. gravidity na podzim 2014
* KS rychle vysazeny pred porodem (konec 1/2015).

e 12.2.2015 spont. porod zdravého ditéte, bez komplikaci



Kazuistika — pokr.l

 NO: 23.2.15 (11 dni po \oorodul hospitalizovana pro bolesti bficha, subileus,
volnou tekutinu v Douglasu, tézkou anémii (Hb 58 g/I), trombocytopenii (39.10/°

v |) a renalni insuficienci ve spadu

* Pro susp. hemoperitoneum po priprave revidovana, peroperacne negat. nalez
(vylouceno krvaceni i zanét) - susp. brisni kolika pfi HELLP sy...

* Pro hypertenzi nutnost parenteralnich antihypertenziv, ATB terapie pro vstupné
febrilni stav a CRP 126 mg/| (dalsi vzestup pak na CRP 185, PCT 6,3 ug/I)

e 25.2.15 nutnost akutni HD pro hyperhYdrataci pri oligoanurii a pokracujicim
renalnim selhani (kreatinin 395 pmol/|)

e Coombs test negat., bilirubin 45 pkat/!
 Retikulocyty mirné zvysené, schistocyty 21/1000
* Opak. substituce ERD, TAD, plazmy



Kazuistika — pokr.ll

* Preklad na TROD I.IK hematologické VFN

* \/stupni vysSetreni:
* Obj. TK 180/100 pfi i.v. Ebrantilu, tachypnoe 30/min, O, podpora, bled3, tézka
anasarka, anurie
e Laborator:
* KO:leu 2,89, Hb 78, trombo 85
* Ret. 51 promile, schistocyty 18/1000
DD 2662; bili 28,6; LD 41,5; haptoglobin < 0,06
S-albumin 20,2; CRP 138
Urea 22,3; kreatinin 453
 RTG S+P: srdce dilatovano

e Pracovni dg. TMA: dif. dg. TTP x aHUS




Vysledky - komplement

*C3 1,09; C4 0,3 g/I; imunologie negativni
* ADAMTS13 hranicni (ale nad 10%)

* Protilatky proti ADAMTS13 a anti-CFH negativni
* Exprese MCP v normeé

e Stanovena dg. atypicky HUS




Dalsi prubéh - terapie

e Zahajena terapie PE se substituci MP (celkem 13x)
 Kortikoidy v sestupné davce
 Diuretika i.v. — ale nadale anurie, proto dialyza

* VVakcinace proti meningokokovi (tetravalentni vakcina) a souc¢asné ATB
terapie Aveloxem

* Krevni prevody — EM 7x
* Antihypertenzni |écba (4-5 kombinace)

* Nasledné terapie eculizumabem
(od 14.3.2015)



Prubéh onemocnéni-
renalni parametry
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Prabéh onemocnéni-
hemoglobin a trombocyty
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LD

Prubeéh onemocnéni-
parametry hemolyzy

Haptoglobin



DalSi vyvoj onemocnéni

* Postupny rozvoj diurézy; HD Iécba ukoncena 23.4.2015 (po 2 mésicich
terapie)
* Soliris podavan v prodlouzeném intervalu (14...17...21...24 dni) a

nasledné 4.4.2016 ukoncen (po 13 mésicich [écCby)

* Genetické vysetreni s prlikazem dvou rizikovych haplotypu (CFH H3 v heter.
formé a MCP ggaac varinaty v homozyg. formé) a soucasné je pritomen
polymorfismus v CFB (pK565E)

e ZUstava pouze arteridlni hypertenze (dvojkombinace |écby), bez
znamek TMA
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