Adult Nephrologists are
frequently do not feel equipped
to assume care of patients with
paediatric-onset disease

The Facts

Regrettably, there is little
published literature on
transition needs and outcomes
specific to the pSLE population

McManus MA Pediatrics 2013;



Disease activity and transition outcomes in a childhood-onset

systemic lupus erythematosus cohort

* Transfer experience of 50 patients with pSLE aged 18—23 years old as

they transferred to adult care

* Mean transfer interval was 253+392 days between the last
appointment in paediatric and the first appointment in adult care

* Nearly 75% of patients had>1 gap in care

Son MB at al. Lupus 2016



Caso clinico

F; Wegener; esordio eta di 10 anni (1997)

Steroidi + Ciclofosfamide; remissione di malattia , ma IRC

Sospende steroidi nel 2002
Sospende Azatioprina nel 2004

Prima recidiva renale nel 2005 — Terapia — Remissione
Seconda recidiva renale nel 2008 per non compliance
— Terapia — Remissione

* Follow up : steroidi e MMF;
* IRC (clearance 45-50 mi/m/1,73 mq)



When low dose steroids is low enough

e arate of 9/100 patients/year for hyperglycemias/diabetes
e 25/100 patients/year for infections
e 12/100 patients/year for avascular necrosis of the hip

- when adjusting for GC dose and treatment duration, we observed no
difference in terms of AEs comparing patients receiving medium versus high
doses

Sciascia Clin Drug Investig. 2017



When low dose steroids is low enough

-The Lupus-Cruces nephritis protocol combines pulses of 125 mg of methyl-
prednisolone with each fortnightly pulse of cyclophosphamide and prednisone
<30mg/day with tapering over 12-14 weeks until 2.5-5mg/day

-Rituxilup for the treatment of biopsy-proven LN: 2 doses of rituximab (1 g) and

methyl prednisolone (500 mg) on days 1 and 15, and maintenance treatment of
mycophenolate mofetil. NO oral GCs

Condon MB Ann Rheum Dis. 2013
Ruiz-lrastorza G Autoimmun Rev. 2017
Ruiz-Arruza | Arthritis Care Res (Hoboken). 2018




Immunosuppressants withdrawal

Post hoc analysis of combined trials in AAV
—>stopping AZA maintenance therapy does not lead to a
significant increase in relapse rate
=2 AZA maintenance for more than 18 months after diagnosis
does not significantly influence relapse-free survival

de Joode AAE Rheumatology (Oxford). 2017

Some patients with severe LN who enter stable remission can be
maintained without any specific treatment for many years.

—2>The longer the treatment and remission before withdrawal, the
lower the risk of relapse.

Moroni Nephrol Dial Transplant. 2006



Immunosuppressants withdrawal in LN

* No consensus exists on the length of maintenance therapy in LN.
* Minimum 3 years in adults
* Consideration of longer therapy in high risk groups

HIGH RISK GROUPS

Patient characteristics Serologic characteristics Histologic characteristics
e African or Hispanic ancestry e anti-phospholipid e crescentic GN
e males antibodies or anti- e TMA
e pediatric onset phospholipid syndrome
e frequent relapses e persistent
e incomplete remission hypocomplementemia
e neurolupus e high titer C1q antibodies
e proteinuria >4g at diagnosis e high titer dsDNA
antibodies

Based on: Lenz et al. Lupus Nephritis: Maintenance Therapy for Lupus Nephritis—Do We Now Have a Plan? CJASN 2012.; Moroni et al. Withdrawal of
therapy in patients with proliferative lupus nephritis. Nephrol Dial Transplant 2006. ; Roccatello D, Autoimmun Rev. 2015 Dec;14(12):1123-30;
Grootscholten and Berden. Discontinuation of Immunosuppression in PLN: is it Possible? Nephrol Dial Transplant 2006.; loannidis JP, Boki KA, Katsorida ME
et al. Remission, relapse, and re-remission of proliferative lupus nephritis treated with cyclophosphamide. Kidney Int 2000; 57: 258-264.; Mok et al.
Predictors and Outcome of Renal Flares After Successful Cyclophosphamide Treatment for Diffuse Proliferative Lupus GN. Arth Rh 2004



Immunosuppressants withdrawal in LN

* No consensus exists on the length of maintenance therapy in LN.
* Minimum 3 years in adults
* Consideration of longer therapy in high risk groups

HIGH RISK GROUPS

Patient characteristics Serologic characteristics Histologic characteristics
e African or Hispanic ancestry e anti-phospholipid e crescentic GN
e males antibodies or anti- e TMA
e pediatric onset phospholipid syndrome
o frequent relapses e persistent
e incomplete remission hypocomplementemia
e neurolupus e high titer C1q antibodies
e proteinuria >4g at diagnosis e high titer dsDNA
antibodies

Based on: Lenz et al. Lupus Nephritis: Maintenance Therapy for Lupus Nephritis—Do We Now Have a Plan? CJASN 2012.; Moroni et al. Withdrawal of
therapy in patients with proliferative lupus nephritis. Nephrol Dial Transplant 2006. ; Roccatello D, Autoimmun Rev. 2015 Dec;14(12):1123-30;
Grootscholten and Berden. Discontinuation of Immunosuppression in PLN: is it Possible? Nephrol Dial Transplant 2006.; loannidis JP, Boki KA, Katsorida ME
et al. Remission, relapse, and re-remission of proliferative lupus nephritis treated with cyclophosphamide. Kidney Int 2000; 57: 258-264.; Mok et al.
Predictors and Outcome of Renal Flares After Successful Cyclophosphamide Treatment for Diffuse Proliferative Lupus GN. Arth Rh 2004



Immunosuppressants withdrawal in LN

* Discontinuation should be considered in patients with clinical
and serologic remission (consensus), clinical remission with
ongoing serologic activity (controversial).

* Repeat biopsy may be helpful to assess for continued
histologic activity when considering dose de-escalation when
clinical remission is present, but serologic activity remains
(opinion).

» Patients should be closely monitored for relapse after
discontinuing maintenance therapy.

Based on: Lenzetal. Lupus Nepbhritis: Maintenance Therapy for Lupus Nephritis—Do We Now Have a Plan? CJASN 2012.; Moroni et al. Withdrawal of therapy in patients
with proliferative lupus nephritis. Nephrol Dial Transplant 2006. ; Discontinuation of Immunosuppression in PLN: is it Possible? Nephrol Dial Transplant 2006.

-Roccatello D, Autoimmun Rev. 2015 Dec;14(12):1123-30; Grootscholten and Berden. Discontinuation of Immunosuppression in PLN: is it Possible? Nephrol Dial Transplant
2006.; loannidis JP, Boki KA, Katsorida ME et al. Remission, relapse, and re-remission of proliferative lupus nephritis treated with cyclophosphamide. Kidney Int
2000; 57: 258—-264.;Mok et al. Predictors and Outcome of Renal Flares After Successful Cyclophosphamide Treatment for Diffuse Proliferative Lupus GN. Arth
Rh 2004




Immunosuppressants withdrawal in AAV

New diagnosis of ANCA-associated vasculits (AAV) | ------ » | >4 mg/dl
sCr or
Crescentic
GN PH
Biopsy to investigate the entitiy of kidney involvement l l l
l l RTX and CYC PEX
CYC with GCs RTX with GCs
Remission — Refractory
l l disease
RTX on RTX on a fix l

AZA for at least 18 mts

demand* schedule

l l |

Taper AZA or stop RTX

Switching from CYC to RTX or
vice versa

Abbreviations: sCR, serum creatinine, GN, glomerulonephritis, PH, pulmonary hemorrhage, RTX, rituximab, CYC, cyclophosphamide, PEX, plasma exchange, GCs, glucorticoids, AZA, azathioprine.

* Based on peripheral B-Cell re-population.



CYC & fertility: EuroLupus Vs NIH protocols

Serum anti-Mullerian hormone levels were measured in a cohort of 155
premenopausal SLE patients; 30 of these patients had been treated with

the Euro-Lupus regimen, and 24 had received higher doses of IV CYC.
None had received oral CYC

The Euro-Lupus regimen of low-dose IV CYC does not impact the ovarian
reserve of SLE patients and can therefore be proposed as treatment in
patients seeking to become pregnant.

Tamirou F, Arthritis Rheumatol. 2017



Caso clinico

Eta di 28 anni vuole una gravidanza

Si modifica terapia:

Stop MMF 6 mesi prima ;
mantiene bassa dose di steroide
Inizia AZA

riceve 2 RTX

IRC stabile, remissione di malattia

Si trasferisce con relazione clinica e dopo colloquio tra
nefrologo pediatra e dell’adulto



Drugs during pregnancy & lactation

* Paracetamol

* Low-dose Aspirin

* NSAIDs (until week 32)

* Hydroxychloroquine

* Prednisone/Prednisolone
e Azathioprine

* Cyclosporine

 Tacrolimus

Unsafe:

Cyclophosphamide
Methotrexate
Mycophenolate mofetil

RTX

(Belimumab)

Flint J Rheumatology (Oxford). 2016
Andreoli L Ann Rheum Dis. 2017

OstensenArthritis Research & Therapy 2006



Drugs during pregnancy & lactation

Unsafe:
* Paracetamol e Cyclophosphamide
* Low-dose Aspirin
* NSAIDs (until week 32)

* Hydroxychloroquine

* Prednisone/Prednisolone _ _
e (Belimumab)

e Azathioprine

e Cvcl . Flint J Rheumatology (Oxford). 2016
yclosporine Andreoli L Ann Rheum Dis. 2017

e Tacr O| i Mus OstensenArthritis Research & Therapy 2006



aPL Pregnancy timing and contraception

* Increase the risk * Counselling phase before pregnancy
for thrombosis e Assess SLE activity phase
* Pulmonary hypertension—> NO?
* Increase the risk * LN-> Yes, BUT (OR 7.3 for fetal loss and 18.9 for preterm delivery)
for pregnancy * HCQto be continued through pregnancy and lactation
morbidity

Contraception:

* Risk factor for TMA
& progression to * Hormonal contraception (with progesterone only) in patients with increased risk of
ESRD thrombosis

* Intrauterine device (IUD) can be offered to all patients

Sciascia S Nat Rev

Rheumatol. 2017 Andreoli L Ann Rheum Dis. 2017



Neonatal lupus

Cutaneous rash
Blood count abnormalities

Increased liver enzymes

Congenital heart block (rare)

transient

permanent



Neonatal cutaneous lupus Risk 5% of Ro+mother

* Manifests age 2-3 weeks
* Geographical skin lesions

* Face, scalp

» After exposure to sun / UV light

e Disappears spontaneously within 6 months

e No scarring






Congenital Heart Block

* Appears in utero (18-28 weeks)
* Fetal bradycardia

* 50-60% of those who survive need pacemakers in
early infancy (others in early teens)

 Currently no treatment to prevent recurrence

Recurrencerate1in5
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Failure of Intravenous Immunoglobulin to
Prevent Congenital Heart Block

Findings of a Multicenter, Prospective, Observational Study
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Evaluation of Fetuses in a Study of
Intravenous Immunoglobulin as Preventive Therapy for
Congenital Heart Block

Results of a Multicenter, Prospective, Open-Label Clinical Trial
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Restriction of Analysis to 42 Pregnancies Following a Child

with Cardiac NL in Two Recent Prospective Studies of IVIG,

no Recurrences of Cardiac NL Occurred in Fetuses Exposed
to Hyroxychloroquine

Cardiac NL

0/8=0% 7/34=20.6%

Izmirly et al, Circulation 2012, 126:76-82.




Transfer: Communication between paediatric and adult rheumatology

providers before the first adult visit, as a supplement to a written
medical summary

* Treatment history, recent complications, recent medication changes

 Adherence challenges (including assessment of root causes).

 Needs (eg, referral to adult nephrology, establish with mental health
provider).

e Social history and Social challenges.

 Emotional or intellectual challenges.

e Reasons this a good (or precarious) time for transfer.

 Summary of patient characteristics (eg, favourite activities, academic
interests, professional goals, personal values)




Welcome: Steps for the adult provider to take when a

patient arrives from paediatric care

* Welcome and congratulate the patient on graduating to adult care
e Explain key similarities and differences (medical and structural) between paediatric and adult care

* Let patient and parents know their respective roles (eg, the patient answers questions first, after
which input from parent welcomed)

e Communication ongoing with the paediatric provider: reassure he patient you are in touch as needed

* Opportunity for the patient and parents to ask questions about the new clinic (before beginning
medical aspects of the visit)

* Minimise medical changes during first adult clinic visit

e Expectations: supportively convey expectations of the patient and parents (eg, arrive 10 minutes
prior to your appointment)




