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Consensus statement on
the pa
[gG4-related disease =Sy at -

[gG4-related disease is a newly recognized fibro-
inflammatory condition characterized by several
features: a_tendency to form tumefactive lesions at
multiple sites; a dense lymphoplasmacvtic infiltrate
rich in 1gG4* plasma cells; storiform fibrosis; and—
often but not always—elevated serum Ie(G4 concentra-
vy recognized in the
pancreas, disease now known as autoimmune pan-
creatitis. Autoimmune pancreatitis was linked with
the presence of elevated levels of serum IgG4 in 2001."
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Standard steroid treatment for autoimmune d
pancreatitis

T Kamisawa," T Shimosegawa,” K Okazaki® T Nishino,* H Watanabe,” A Kanno,

Table 1 Remission and relapse rate in patients with autoimmune
pancreatitis treated with and without steroid

J— id o)
1.0 Recidivas en 24% total With steroid Without steroid _p Value
i 1 afo: 56% Remission rate  451/459 (98%] 77/104 (74%) ~0.0001
1 > afos: 76% Relapse rate 110451 (24%)  32/77 (42%) 0.003
| 3 anos: 92%

steroid treatment. The remission rate of patients with AIP was
significantly higher in those who received steroid treatment
(989%) than in those who did not receive steroid treatment

= A0y

(74%). The relapse rate was significantly lower in patients who

Relapse rate

| | | | I T T received steroid treatment than in those not given steroid
5 years treatment. Therefore, the administration of oral stercid appears

Period from the start of steroid therapy tE;- be standard treatment For :..']d'..'.i_':..'].g :r::n:_k;kt;iurl _i_.'] _.-"'.IP.

Gut 2009,58:1504—-1507. doi:10.1136/gut.2008.172908
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Box 1 Standard steroid treatment for autoimmune steroid treatment is performed_2 weeks after starting steroid
treatment. A poor response to steroid treatment should raise
the possibility of pancreatic cancer and the need for re-

- evaluation of the diagnosis. When steroid treatment is
> Oral steroids is the standard treatment for AIP. effective, the dose is tapered by 5 mg every 1-2 weeks until

» It is most in_’lpnrtant ’_cu distinguish AIP from pancreatic cancer the dose reaches 15 mg/day, while carefully monitoring the
before starting steroid treatment. patient’s symptoms, as well as the biochemical, serological

pancreatitis

» The indications for steroid treatment in patients with AIP are and imaging findings. After that, the dose is tapered more
symptoms SU_Eh as obstructive jaundice, abdominal pain and gradually to a maintenance dose over a period of 3-6 months.
hydronephrosis. » To prevent relapse, maintenance treatment (5 mg/day) is

» Before steroid treatment, blood glucose level should be
controlled using insulin in patients with diabetes mellitus.
» Before steroid treatment, jaundice is usually managed by

recommended in almost all patients treated with steroid for at
least about 6 months. In patients showing complete remission
1 year after initial administration of steroid, maintenance

endoscopic or transhepatic biliary drainage in patients with treatment can be withdrawn. Stopping maintenance treatment
obstructive jaundice. _ _ should be planned within at least 3 years.
> As initial dose of oral prednisolone of 0.6 mg/kg/day is » In relapsed cases, re-administration or dose-up of steroid is

recommended. effective.

Gue 2009;58:1504-1507. doi:10.1136/gut.2008.172908 k
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Step 2 Exclusion aiteria: domains and ifems+ Yes or No§ f!'."
Clinical .

= The 2019 American College of Rheumatology/

No objective response to glucocorticoids

oo European League Against Rheumatism classification

Lewcopenia and thrombooytopenia with no explanation

Paripheral eosinophilia . . f I G | d d '

Pasitive antinewtrophil cytoplasmic antibody (specifically against c rl te r I a O r g 4 - re ate I Se a S e
proteinase 3 or myeboperoddase)

Positive 55A/Ro or S5B/La antibody

Positive double-stranded DNA, RNP or Sm antibody

Other disease-specific autoantibody Step Categorical assessment or numerical weight
Cryoglobulinemiz Step 1. Entry criteria
Radiolog EE_'I ) _ - _ o Characteristic™ clinical or radiological involvernent of a typical organ Yest or No
Known radiological findings suspicious fior malignancy or infection that have not been eg, pancreas, salivary glands, bile ducts, orbits, kidney, lung
suffic 'E_"“!" "?'*mtfqmd _ aorta, retroperitoneum, pachymeninges or thyroid gland
Rapid radiclogical progression (Riedel's thyroiditis}) OR pathodogical evidence of an inflammatory
Long bone abnormalities consistant with Erdheim-Chester disease process accompanied by a ymphoplasmacytic infiltrate of uncertain
Splenomagaly aetiology in one of these same organs

Pathological

Callular infiltrates suggesting malignancy that have not been
sufficiently evaluated

Markers consistent with inflammatory myofibroblastic tumur
Prominent neutrophilic inflammation
Necrotizing vasaulitis
Prominent necrosis
Primarily granulomatous inflammation
Pathologic features of macrophageistiocytic disorder
Knowen diagnosis of the following:
Multicentric Castleman's disease
Crohn's disease or ulcerative colitis (if only pancreatobiliary disease is present)
Hashimoto thyroiditis (if only the thyroid is affected)
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EXTENDED REPORT

Rituximab for 1gG4-related disease: a prospective,
open-label trial

Mallie M Carrutherg.' Mark D _|:||:|gziar|.E Arezou Khosroshahi, Thomas Ef',"'."n;zig."
Zachary 5 Wallace,” Philip A Hart,” Vikmam Deshpande,® Thomas C Smyrk,®
Suresh Chari,” John H Stone

Ann Rheum Dis 2015;0:1-7. doi:10.1136/annrheumdis-2014-206605

outcome was achieved by 23 p'artitipants

FrJurtE-E-nNE-rE in complete remission 36 months,

and 12 w) remainied in complete remission at 12
maonths.

Conclusions RTX appears to be an effective treatment
for IgG4-RD, even without concomitant GC therapy.
Trial registration number ClinicalTrials.gov
identifier: NCT01584388.
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Figure 3 Serum IgG4 concentration over time. Among the 19
patients with elevated serum IgG4 at baseline, the mean concentration
declined from 911 mg/dL to 422 mg/dL at & months. However, only 8
out of 19 patients had complete normalisation of serum IgG4.
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Table 1.  Characteristics of the members of the expert panel®

ARTHRITIS & RHEUMATOLOGY | /!
Vol. 67, No. 7, July 2015, pp 1685-1699 TUI.HI _12 o
DO 10.1002/ar. 39132 c; T II.
© 2015, American College of Rheumatology " Pef' la Y -

Gastroenterology 18

Rheumatology

SPECIAL ARTICLE Ophthalmology
Pulmonary—critical care
Hematology/oncology

International Consensus Guidance Statement on the L”:;L’:f}'h':;:d“"”‘f

Management and Treatment of IgG4-Related Disease Endocrinology
Country
Japan
Manifestation Rationale for urgent treatment }_l]qi
aly
Aortitis Inflammatory aortic aneurysms can continue to enlarge and are at risk fo  Canada
Retroperitoneal fibrosis Progressive disease may lead to irreversible nerve damage/pain and/or ure UK
Proximal bihary strictures® Untreated disease may lead to superimposed infectious cholangitis and eve Germany
Tubulointerstitial nephritis Untreated disease may lead to irreversible chronic kidney disease. France
Pachymeningitis Untreated disease puts the patient at risk for neurologic deficits and/or s¢ gweldhenk )
Pancreatic enlargement Untreated disease may lead to irreversible pancreatic exocrine and endoc tt;ll]:lnu ored
Pericarditis Untreated disease may lead to tamponade or constrictive pericarditis Years of experience with IgGA-RD patients
<2
2-5
=5-10
=10 21
No. of IgG4-RD patients cared for
5-10 5
=10-50 13
=50-100 9
=100 15

L
s

| S ]

[Ey—y

Table 4. IgG4-related disease manifestations in which urgent treatment is recommended

bd
e

| LY =]
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* Values are the number of individuals. 1gG4-RD = IgG4-related
disease.
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Evidence L
e level/grade
Statement agreement  of recommendation References
1. The most accurate assessment of [gG4-RD are 96 4/C 37, 51, 53, 54, 66, 67

based on a full clinical history, physical
examination, selected laboratory investigations,
and approprate radiology studies.
. Diagnostic confirmation by biopsy is strongly 94 5D 26, 57, 68
recommended for the exclusion of malignancies
and other 1gG4-RD mimics.
3. All patients with symptomatic, active IgG4-RD 87 4/C 39, 47, 48, 51, 55, 67, 69-74
require treatment, some urgently. A subset of
patients with asymptomatic 1gG4-RD require
treatment.
4. Glucocorticoids are the first-line agent for 94 2b/B 38, 39, 47, 50, 51, 53, 54, 57, 66, 67, 69, 70, 72-77
remission induction in all patients with active,
untreated IgG4-RD unless contraindications to

such treatment are present.
5. Some but not all patients require the combination 4/C 38, 55, 56

of glucocorticoids and a steroid-sparing
immunosuppressive agent from the start of
treatment. This is because glucocorticoid
monotherapy will ultimately fail to control the
disease and long-term glucocorticoid toxicities

[

h6, T8

pose a high risk to patients.

6. Following a successful course of induction therapy, @ 2b/B 38, 47, 48, 50, 51, 54, 55, 67, 73
certain patients benefit from maintenance therapy.

7. Re-treatment with glucocorticoids is indicated in @ 4/C 45, 56, 57, 59, 60, 77, 78

patients who relapse off of treatment following
successful remission induction. Following relapse,
the introduction of a steroid-sparing agent for
continuation in the remission maintenance period
should be considered.




XV REUNION
GEAS 2023 SeVi I Ia | Hotel Silken

GRUPO DE ENFERMEDADES 28-29 Septiembre | Al Andalus

AUTOINMUNES SISTEMICAS

International Consensus Guidance Statement on the
Management and Treatment of IgG4-Related Disease

ARTHRITIS & RHEUMATOLOGY
Vol 67, Moo 7, July 2015, pp 16881699

Conventional steroid-sparing medications. Aza-
thioprine (AZA). mycophenolate mofetil (MMF), 6-
mercaptopurine (6-MP), methotrexate, tacrolimus, and
cyclophosphamide have all been used as steroid-
sparing agents (38.,50,53,56-58). However, the efficacies
of these agents have not been evaluated in prospective
trials, and there are few data overall to support the
notion that conventional steroid-sparing agents are
effective in IgG4-RD. Hart et al retrospectively com-

[ ] i i [

1 al
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Title: Treatment and outcomes in patients with 1gG4-related
disease using the [2G4 responder index

Authors: Andren Ferndndez-Codina Blanca Pinilla Tago
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Table 2: Outcomes of the most frequently used treatments in IgG4-RD Spanish patients.

Treatment Systemic disease Non-systemic Disease Univariate Multivariate Total
Glucocorticoids % (n) 94 (34 patients) 84 (26 patients) NS NS 90 (60 patients)
Total response % (SD) 515+476 340+426 NS NS 44 + 46
Partial + total response 100£0 90.0 257 0.02 0.0z 957 17
Relapse 116302 16.0+x27.8 NS NS 13529
Failure 258 38 120299 NS NS 19.8 = 35.1
Surgery 36 (13 patients) 55 (17 patients) NS NS 45 (30 patients)
Total response 5050 3122479 NS NS 397 +£489
Partial + total response 100 +0 1000 NS NS 100 +0
Relapse 154 +3786 156+352 NS NS 155+356
Failure 346474 125+ 342 NS NS 224414
Azathioprine 25 (9 patients) 13 (4 patients) NS NS 19 (13 patients)
Total response 57.1%£535 25+50 NS NS 455+522
Partial + total response 100 +0 1000 NS NS 1000
Relapse 125+354 25+50 NS NS 167 +389
Failure 25 +46.3 0x0 NS NS 16.7 + 38.9
Mofetil mycophenolate 11 (4 patients) 6 (2 patients) NS NS 9 (6 patients)
Total response 100 + 0 50707 NS NS 800=+447
Partial + total response 100 £ 0 1000 NS NS 1000
Relapse 00 00 NS NS 0x0
Failure 0+0 0+0 NS NS 0+0
Rituximab 14 (5 patients) 3 (1 patients) NS NS 9 (6 patients)
Total response 60 £548 1000 NS NS 667 £51.6
Partial + total response 100 %0 1000 NS NS 1000
Relapse 0+0 0+0 NS NS 0x0
Failure 20447 0x0 NS NS 16.7 +40.8

* p <0.05 in univariate and multivariate analysis.
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Emerging therapy options for IgG4-related disease
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Table 1. Available therapeutic strategies for inducing and maintaining remission of 1gG4-related disease.

Agent Initial dose Tapering Maintenance Study Design Results Ref
Glucocorticoids p.o. PON 0.6 mg/ko/day 5 mgil-2 weeks p.o. 25-10 mg/day Retrospective cohort studies CR: 66% PR: 93% [3842,43.56)
(2-4 weeks) i2-6 months) i5-36 months) Relapse: 26% vs 45%

po. PON 30-60 mg/day 5 mg/1-2 weeks puo. 2.5-10 mg fday CR:100%% [29.40]
(-4 weeks) i2-6 maonths) i6-36 months)
iv. MPDN 250-500 rg,/day - - CR:100% [38,56]
13-5 days) - switch po.
p.o. PON 0.5 ws 1 mgkag/day 5-10% g2weeks po. 7.5-10 mg/day Randormized CR: 95% vs B0% [38,56]
(4 wedks) (24 weeks) contralled trial
p.o. PDM 0.6 mg/ko/day (12 weeks) p.o. 5=75 mg'd v 0 mg/day Rand omized Relapse 23% v 58% [57]
(2-4 weeaks) i36 months) controlled tral
Immunosuppressive agents
Azathioprine poo. 0.5-2.5 mg kgiday - po. 0.5-2.5 mg/kg/day Case series Relapse 30% [49]
(median 29-60 months)
Methotrexate pofse 1520 mglweek - paofsc, 15-20 mghwesk Case series DR: 60% PR: 40% [46,54]
imedian 15-60 maonths)
Leflunomide poo, 10-20 mg/day - p.o. 10-20 mgdday Case series CR &7% [45]
imean 12 months) Relapse 17%
Mycop henolate po. 1-1.5 griday po. 0.5-10 gr/fd & po. 0.5-1.0 griday Rand omized CR 51 ws 76% [46,58]
Mofetil (6 manths) (6 months) (19 & & maonths) cantrolled trial Relapse: 40 vs 21%
p.o. 1-2 griday - p.o. 1-2 gr/d Retrospective cohort studies [4650]
(15-47 months)
Cyclophosphamide pao. 50100 mg/day - pao. 50 mg/day or Prospective Relapse: 38 vs 12% [47.58]
(3 manths) maintain starting dose cahort study
i= 9months)
Cyclosporin poo. 100 mg/day - poo, 100 mog/day Case report [50]
Tacrolimus po. 1-2.5 mg/day - p.o. 1-25 mg/day Case seres [48,50]
& Mercapto-purine po. 07-26 mgkagiday - poo. 0.7-2.6 mg/kg/day Case report (53]
lguratimod p.o. 50 mg/day - p.o. 50 mog/day Pros pective CR: 14% PR: 79% [51,52]

cohart study
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Opciones terapéuticas anti linfocitos B

- Anti CD20: Rituximab y Biosimilares
- Anti CD 19: (plasmablastos y cel plasmaticas): Obexilimab (INDIGO) e Inelizumab (MITIGATE)
- Anti BTK (maduracidon de preB): rilzabrutinib y zanubrutinib

- Anti proteosoma y ubiquitinacion: bortezomib y lenalidomida

Table 2. Emerging and potential treatment options targeting B lymphocytes in lgG4-related disease.

Agent Mechanism of action M patients Study design Status Results Ref
Rituximab CD20" B cells depletion 30 Open-label clinical trial Completed DR: 97% [74]
CR: 47%
(at
& maonths)
Rituximab CDz20" B cells depletion 38 Prospective study cohort Completed DR: 81% [78]
biosimilar CR: 60%
PR: 1%
(at
& maonths)
Xmahsg71 FoyRIIB/CD19 inhibition/apoptosis of 15 Open-label clinical trial Completed DR: 100% [79]
09" B cells (at
& maonths)
Inebilizumah CD19" B cells depletion 160 Randomized double blinded placebo Recruiting - MNCT04540497
controlled clinical trial
Rilzabrutinib BTK inhibitor 25 Open-label clinical trial Recruiting - MNCT04520451
Zanubrutinib BTK inhibitor 10 - Flanned - WNCT04602598
Rituximab CD20" B cells depletion; protesome 6 Dpen-label clinical trial Completed
+ inhibitor
Lenalidomie
Bortezomib Proteasome inhibitor 1 Case report Completed
Belimumab BAFF inhibitor 60 Randomized, parallel assignment, open-label  Recruiting - WNCT04660565

clinical trial
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Opciones terapéuticas anti linfocitos T

- Anti SLAMF7 (presente en linfos B y CTLs): elotuzumab

- Anti CD 80/86 e ICOSL (Tfh): Abatacep y prezalumab

Table 3. Emerging and potential treatment options targeting T lymphocytes in IgG4-related disease.

Agent Mechanism of action N patients  Study design Status Results Ref
Abatacept  CTLA-4 fusion protein with CD28 co-stimulation blockade (target Tth 1 Case report Completed CR [B9]
cell or PB) (at
3 months)
10 Open-label Completed Awaiting MCT03669851
clinical trial
Elotuzumab 5LAM-7-directed ADCC - Open-label Recruiting - [92]
clinical trial
Prezalumab [CO5L-directed Tfh cell inhibition - - Mot - -

studied
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7. Expert opinion

The right timing of
we currently consider rituximab o .
m—— treatment administration will also represent an important

administration in liey of traditional steroid-sparing agents or . .
matter of discussion as some therapies might be more effec-

even as first-line approach in combination with glucocorti-
coids in particular cases such as multi-organ disease and
uncontrolled diabetes.

tive than others in inducing and/or maintaining disease remis-
sion as well as in targeting established tissue fibrosis. -

Moving away from B-cell depletion,
we believe that taming T-cell activation in IgG4-RD equally
has solid mechanistic rationale and promising premises to be
explored without hesitation.

in fact, we
might speculate that future T-cell specific treatments targeting
CTLs and Tfh cells might be more effective to prevent reemer-
gence of pathologic B-cell clones and disease flares, but addi-
tional studies are required to substantiate these
considerations.
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Methods: A panel of nine European experts in [2G4-RD from different specialties was asked to elaborate a set of
consensus statements through a Delphi exercise. Three rounds of survey were taken. Consensus was reached
when _>>75% of the responders agreed with a statement.

— -

Resules: Thirty-one statements on induction freatment, maintenance treatment, Ilnll-phmnmcological treatment,
and general considerations were assessed. Patients should be treated promptly in situations when there is an
immediate organ threatened, or when organ damage is anticipated. Glucocorticoids (GC) are considered the first
line of treatment and should be progressively tapered. Maintenance treatment is recommended for patients with
high disease activity or with risk factors for relapse. Rituximab is effective for induction and maintenance of
remission, but its use can be limited by economics. Low dose GC with or without GC-sparing agents can be used
for maintenance therapy. Stenting or surgery should be ancillary to pharmacological treatment. Follow up should
be based on physical examination, blood works, and imaging studies. Furthermore, it should be tailored on
individual patient clinical history. 18-fluorodeoxyvglucose positron emission tomography/computerized tomog-
raphy may provide additional information over other imaging modalities.

Conclusions: These new statements and algorithm reached a high degree of agreement and may help guiding the
clinical management of 1gG4-RD.
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Agreement on the statements for induction treatment in 12G4-RD

Statement o6 Median (SD) Level of evidence/
agreement agreement Strength of
level recommendation
[References]
1. Patients with 777 8(2.7) MNA
asymptomatic lgG4-RD (Expert opinion)

single-organ
involvement with a
minimum amount of
tumeor,/mass and a low
likelihood of developing
long-term organ
dysfunction may not
require treatment

2 Patients with 100 9 (0) 3/C [8,12,13,16-20]
symptomatic [gG4-RD
target organ involvement
or with a high likelihood
of long-term orean
= > :

reatment

3. [gG4-RD presentations

which warrant emersent

( immediate ) treamment

due to the risk of
developing severe
complications are:
aortitis with an
associated aneurysm or
tissue ischemia;
retroperitoneal fibrosis
with acute kidney injury;
tubulointerstitial
nephritis with acute
kidney injury;
symptomatic
pachymeningitis; orbital
disease causing optical
nerve compression,
pancreato-biliary
involvement causing
jaundice; and coronary
artery or pericardium
involvement

100

0 (0.4)

4/D [2]
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4. Additionally, some other 100
leG4-RD presentations
will warrant starting
treatment promptly but
not immediately,
including: aortitis
without an associated
aneurysm or tissue
ischemia; retroperitoneal
fibrosis without acute
kidney injury;
tubulointerstitial
nephritis without acute
kidney injury;
asymptomatic
pachymeningitis

a(1)

NA
(Expert opinion)

5. lgG4-RD induction

i —

7. The initial GC induction 100

treatment should be
adjusted to the patient’s
comorbidities, disease
extension, and to the
presence of relapse

indicators

6. The first meatment line 100

for 1gG4-RD induction
therapy are GC, alone or
in combination with
other steroid-sparing
agents

dose in 1gG4-RD is

9(1.3)

9 (0.5)

9 (0.4)

3/C [21,22

2a/B [23-26]

I b/A [24]
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8. In the event of severe 100

—arean dysfuncrion.
secondary to IgG4-RD (e.
2. hydronephrosis with
severe acute kidney
injury, jaundice, or
symptomatic
pachymeningitis), GC
doses can be occasionally
increased up to 1 mg,/Kg/
day orally or
intravenously

9. GC for 1gG4-RD are 88.8
generally started orally
at the maximum chosen
dose for 4 weeks. Then
GC will be progressively
tapered down (e.g. by 5
mg every 2 weeks) untl a
maintenance dose < 7.5
meg/day is reached

10. GC induction treatment
duration may be adjusted
according to organ
involvement or to the
presence of relapse
predictors,
independently from the
total prednisone
maintenance treatment

8 (0.8) NA
(Expert opinion)

duration.

11. GC induction and 100
maintenance reatment
duration may be adjusted
in the event of GC-related
side effects or in patients
with a high likelihood to
develop them

12. The speed of the GC 100
taper down may be

individualized
13. Alternatively,
Rituximab (RTX) can be

used as a first line
induction treatment for
IgG4-RD.

8(1.3) Ib/A [24]

8 (2.8)

9 (0.5)

s (0.8)

7 (2.8)

MNA
(Expert opinion)

MNA
(Expert opinion)

NA
(Expert opinion)

2b/B [27]
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Table 3
Agreement on the statements for maintenance treatment management in [2G4- Table 4
RD Agreement on the statements for non-pharmacological treatment in IgG4-RD
Statements % Median Level of evidence/ Statements % Median (SD) Level of evidence/
agreement (SD) Strength of agreement  agreement Strength of
agreement recommendation .
level recommendation
level [References)
[References]
14. Maintenance treatmnent is 100 a1 2a-3/C [18,28-31]
- in = ients. 17. Non-pharmacologic 0o.8 9(2.3) 4,/D [2,13,19,39-41]
especially those with relapse procedures like biliary/
risk factors including: ureteral stenting or
elevated serum 12G4; muld ventricular-peritoneal
ﬂl'gn{-j;"S}-'S-[eH]__l(‘ invelvement shunting can be useful
(2 or more organs); lgG4 \ . . .
) . in certain situations
responder index > 9; .
elevated serum IgE; with severe organ
eosinophilia; elevated total involvement secondary
serum lgG; and/or increased to duct obstruction
CD197CD27 CD20°CD38™ or 18. Non-pharmacologic 8o8.8 9(1.3) 4/D [8,13,39-41]
1 - hi . .
CD197CD24 CD38 therapies are ancillary
plasmablast counts to pharmacological
15. lgG4-RD maintenance 100 9 (0.3) NA =
i , , .. treatment and should
treatment may,/must be (Expert opinion) ]
adjusted to the patient's not replace it
comorbidities, disease 19. Surgical resection can 8(3.1) NA
extension, and to the be useful both for (Expert opinion)
presence of relapse diagnosis and treatment
1“d1“f1t°1'5 _ in selected [gG4-RD
16. Maintenance treatment is 8(2.9) 1 b-4/B patients with single-
based on GC (=< 7.5 mg/day) [25-27,32-38

. . . organ localized
with or without GC-sparing =

agents (biologic or DMARDs) presentations
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Table 5 S
Agreement on the statements for general considerations during I1gG4-RD .
treatment 23. Follow up blood work will 100 9 (0.9) 4,/D [2]
generally include: complete
Statements % Median Level of evidence, blood count, liver, and renal
agreement  (SD) Strength of function, erythrocyte
agreement recommendation sedimentation rate or C-
level [References] reactive protein, and serum
20. Conducting an extensive 100 9(1.2) 4/D [8,39,42] lgG4
clinical evaluation and 24, Depending on the clinical 100 9 (0.9) 2a-4/C [8,31,43]
calculating the IgG4-RD serting and availability
responder index score should serum IgE, serum total IgG,
be done before starting any C3 and C4 determinations or
treatment and at each visit CD197CD27 CD20°'CD38™ or
21. Before starting any 100 9 (0.3) NA CD197CD24 CcD3g™
treatment, it is advisable to (Expert opinion) plasmablasts might be
obtain a blood sample to test ardered
for the different relapse 25. An imaging test of the 100 8 (1) NA
markers involved organ/s should be (Expert opinion)
22, In the initial assessment of 100 9 (0.7) NA performed to assess
an IgG4-RD patient, whole (Expert opinion) treatment response 4 to 6

body imaging (CT or 18-FDG months after treatment

PET-CT, if ﬂv:ulﬂblet should initiation

be considered to rule out
other organ involvement
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26. Imaging test timing may be 100
individualized according to
the severity of the
manifestations

27. CT is a useful tool to 100
evaluate organ involvement
in IgG4-RD and it is available
in most centers

28. 18-FDG PET-CT is a useful 100
tool to evaluate organ
involvement in 1gG4-RD. It
may provide additional
information to assess disease
activity

29, Due to particular structural 100 9 (0.3)
characteristics, some organs

with IgG4-RD involvement

like the liver, biliary ducts or

meninges may need to be

evaluated with magnetic

[esonance imasine

30. standard precautions 100
adjusted to each specific
treatment should be taken
before starting 1eG4-RD
treatment including blood
counts, renal and liver
functon, vaccines,
opportunistic infections,
latent infectious diseases,
bone health, and glycemic
control

9 (0.3) MNA
(Expert opinion)

9 (0.5) 4,/D [5,39]

9 (0.3)

9 (0.3) 3/C [44-46]

4/D [5,39,40]

1a-3/C
[42,43,49,50]

31. In patients ar risk, 100 9 (0.7)
screening for imported

infectious diseases is

suggested before 19G4-RD

treatment is started

MNA
(Expert opinion)
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Watchful waiting <

-Asymptomatic single organ
involvement

-No relapse risk factors
-Low likelihood oforgan
dysfunction

NO

YES

h 4

-Relapse risk factors
-Severe manifestations

requiring urgentor
prompt treatment

Induction:
-GC (prednisone) 0.4-0.6 mg/kg
for approximately 4 weeks

y

Induction:

-GC (prednisone) 0.4-0.6 mg/kg
for approximately 4 weeks and
RTXIMMF/LFN/AZASMTX
Individualize:

-RTX without extra GC

-GC intravenous pulses
-Stenting, surgery

RESPONSE? | » no |e RESPONSE?
| L= | |
YES
v
Y v GC taperdown for
GC taperdown for -Reconsider diagnosis approximately 12 to 14

approximatety 18
weeks until
discontinuation

-Add or change GC-sparing
agent (RTX, AZA, MNF, MTX)
+ GC induction

»

weeks until
discontinuation orlow
dose maintenance
(with or without GC-

sparing agent)

RELAPSE?

N

4
Follow up |

rl -+ !

Maintenance with the
chosen therapy 2-3 years
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1- Los pacientes deben ser tratados de forma precoz en situacions en las que existe la amenaza de un organo
de forma immediata, o cuando se prevee dafio organico.

2.- La primera linia de tratamiento son los glucocorticoides.

3.- Se recomienda tratamiento de mantenimiento cuando existe ata actividad de la enfermedad o cuando hay
riesgo de recidiva.

4.- RTX es efectivo en la induccidn y tratamiento, pero su uso puede verse limitado por su coste.

5.- Dosis bajas de corticoides con o sin DMARDs pueden usarse como tratamiento de mantenimeinto
6.- STENTs o cirugias pueden ser requerides como adyuvantes al tratamiento farmacoldgico.

7.- Seguimiento mediante EF, analitica e imagen.

8.- PET TAC con 18F-glucosa puede aportar informacion addicional a otras técnicas de imagen.-
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