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#2 &4 (dense fne speckled, DFS)

AC-2

First description of
immunoadserption of anti-DFS70
antibodiestoincrease specificity

of ANAIIF
Further characterization of DFS pattern
s from patients with
tis & DFS70
present at low
frequenciesin AARD patients

Generation of reference
material (mega-pool)

Detection of cytotoxic anti-DFS70
Discovery of autoantibodies antibodies in stopic dermati observation thet monespecific
associated with a nuclear dense a -DFS70 antibodies are rarely
fine speckled pattern associated with AARD (2008] (Mura et al)

First commercially available
WD for the detection of anti-
DFS70 antibodies
Availability of anti-DFS70
2 reference material {through

Mariz et al: DFS pattern to help to

Identification of C-terminal epitope rule out AARD in ANA positive
targeted by anti-DFS70

autoantibodies (2004) (Ogawa et al]

Development of HEp-2
knock-out cell-line

Inclusion of DFS pattern
Into ICAP {IC-02)

First mention of anti-DFS70 antibodiesin
international ANA guidelines

Characterization of
DFS70/LEDGF/p75
autoantigen
Era of focus on atopic dermatitis -
as clinical association
Utilization of anti-DFS70 antibodies to aid in exclusion of AARD
DFS70/LEDGF/p75 autoantigen as therapeutic
target in HIV-AIDS and cancer

Figure 1. Historical perspective of anti-DFS70 antibodies from discovery to clinical use. Anti-DFS70 antibodies were first described in 1994 in a patient with

https://www.anapatterns.org
Expert Rev Clin Immunol. 2019 Mar;15(3):241-
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» Commonly found as high titer HEp-2 IIFA-positive in apparently healthy individuals or in patients whodo 9
not have a systemic autoimmune rheumatic disease (SARD)

P The negative association with SARD is only valid if the autoreactivity is confirmed as being directed to 20, 21
DFS70 (also known as LEDGF/p75) and if no other common ENA is recognized

» Both in apparently healthy individuals as well as patients who do not have a SARD the AC-2 pattern may 22
be caused by autoantibodies to other antigens than DFS70

Note: Confirmatory assays for anti-DFS70 antibodies may be available only in specialty clinical laboratories.

Ann Rheum Dis. 2019 Mar 12. pii: annrheumdis-2018-214436



Table 1 Antinuclear antibodies (ANA) in systemic lupus erythematosus (SLE) by immunofluorescence (IFA)
and solid phase immunoassay

IFA (% SLE patients Solid phase assay

Solid phase assay

Reference No of SLE patients positive) (% SLE patients positive) method
9 55 91% (1:80)* 87% Radim SpA
89% EIA Zeus
18% EIA Vartlisa ReCombi
(Pharmacia)
1 53 91% (>1:50) 49% Athena Multilyte
16 11 (including SLE, 98% (1:40) 91% RADIAS (Bio-Rad)
DLE, drug-induced)
17 34 76% (>1:160) 62% ELIA Pharmacia
19 202 87% 15% Varklisa ELISA
30 50 84% at 1:50 40% AntiNucleosomes GmbH
80% at 1:100 56% QUANTA Lite (INOVA)
76% at 1:200
28 38 92% 19% QUANTA Lite (INOVA)
32 192 99% (81%)1 75.5% Bioplex
33 35 97% (>1:160) 100% Quanta Life
94% Bio-Rad
100% Relisa
60% VarElisa
62% UniCap

*Indicates the dilution used if reported in the paper.
TTwo different percentages are reported in the paper.




Table 1. Patients presenting with LN with or without extra-renal manifestations of SLE who did not develop positive serology

Author Cases (total Ape, years®  Initial clinical or pathology Initial negative lab tests IF Late clinical or Immunosuppressive Cutcome
in article} findings pathology findings treatment
Aduetal Z2(17) 23 Wephrotic syndrome, ANA, dsDNA, C3, C4 IgG, IgA, C3, Membranous GN MNong Mo extra-renal manifestations
[22]. 1983 membranous and mesangial G, C4 or elevated dsDNA after 2-6
immune deposits at multiple sites years
40 Proteinuria, hypertension, ANA, dsDNA, C3, C4 IgG, C3 Mesangiocapillary G~ MNone Mo extra-renal manifestations
mesangiocapillary GN, immune or elevated dsDNA afier 2-6
deposits at multiple sites years
Enriquez 3 (3] 22 months  Anasarca, nephrotic syndrome ANA, ENA, C3,C4, IpG, IgM, Mephrotic syndrome PRED 50 mg/m?/day for Mephrotic syndrome resolved
et al. [26], thought to be idiopathic minimal — CIC IgA, Clg, C3 3 doses -+ CYC | mg/kpfday, 19 months out
19881989 change disease AZA 1 mg/kg/day
24 months Mephrotic syndrome, edema AMA, C3, C4, CIC IgG, IgM, Fever, abdominal pain, PRED 60 mgfm?/day + AZA  MNephrotic syndrome resobved
IgA, Clg, C3, nephrotic syndrome 1 mg/kg/day, CYC for 1 year at last follow-up
4 I mg/kg/day — PRED 10 mgf
m?/day
4 Mephrotic syndrome, edema ANA, C3,C4 CIC, IgG, Ighd. Hash, proteinuria PRED 60 mg/m?*/day —+ Proteinuria resolved for
VIDRL IgA, Clg PRED, AZA 1 mg/kg/day, & months at last follow-up
CYC I mpfkg/day
Cobefiaset 1(1) 5 months Malaise, pallor, purpuric rash, ANA, DNA, ANCA, IpG, Iga, Hemalytic anemia, PRED -+ MPP, IVIG =+ Proteinuria improved, no
al. [2], ITF, Coombs negative anemia anti-phospholipid antibodies,  1gM, C3, thrombocytopenia, PRED —+ PRED, CYC —+ AZA  follow-up reporied
2003 anti-Sm, anti-RNP, anti-854,  C5hb-9, direct Coombs (+) =+
anti-S5H, anti-histone Clg low C3 and C4, =+
antibodies, Coomb’s test edema, nephrotic
syndrome
Kimetal. 1(1) 14 Arthritis, rash, photosensitivity, AMA, anti-dsDNA, ENA, IgG, IgA, C3, Abdominal pain, CYC monthly, high dose Proteinuria improved,
[20, 29], synovitis, lymphopenia, mild anti-phospholipid antibodies,  fibrinogen. proteinuria steroids serologies remained negative
2009 pericardial effusion, C3, 4, anti-cardiolipin Ab, Clq at 2 years
leukooytoclastic vasculitis without  lupus anticoagulant, anti-RNP,
immune deposits anti-5m, anti-Ro, anti-LA, RF
on skin biopsy
Huertaet 2 (4] 50 Edema, nephrotic syndrome, AMA, anti-DN4, C3, C4 IgG, Clg, C3.  Pulmonary edema, PRED | mg/kgiday = Renal insufficiency persists,
al [23], hematuria, hypertension, renal kappa, renal artery 1 month tapered over serologies negative at
2012 insufficiency lambda stenosis 7 months + CYC 3.5 years from diagnosis
unsuccessful -+ HID
48 Fever, vomiting, edema, nephrotic  ANA, C3, C4, anti-DNA IgG, IgM, Worsening renal PRED, CYC (did not tolerated HI)-dependent 5 months
syndrome, hematuria, Iga, C3, function CYC) —+ MMF after treatment, serologies
hypertension renal insufficieny kappa, negative at & months
lambda
Elciogluet 1(1) 48 Arthritis, fatigue, weight ANA, anti-dsDMA, RF, anti-  Iga, IgG, Salazopyrin, MPF (for Symptoms resolved, ESR and

al. [19,
28], 2014

loss, oral ulcers, synovitis,
diarrhea, proteinuria, hematuria

CCP, ANCAs, anti-RNFPs,
anti-554, anti-558, anti-Sm,
anti-cardiolipin antibodies

1gM, Clg, C3

presumed seronegative
rheumatoid arthritis) = HCOQ
400 mgjday, MPP

1 gfday = 3 days, CYC 1 giday =
1 day —+ MPPF 48 mg/day

urinalysis normalired at
2 months



Table 2. Patients presenting with LN with or without extra-renal manifestations of SLE who underwent treatment and afterwards developed positive serology

Author  Cases Age,  [Initial clinical or lab Initial negative lab tests IF Late clinical findings ~ Late (+) Timeto Immunosuppressive treatment Outcome
(total years  findings serology (+)
in
article)
Cairnset  3(11) 19 Nephrotic syndrome, ~ ANF, LE prep IgA, IgM,C3  Proteinuria ANF,CHsp,  6years  Steroids, AZA No clinical
al. [30], acute renal failure then Igh, C3, anti- symptoms, positive
1979 1gG, Clg, C3, DNA serology
C4 (borderline)
16 Nephrotic syndrome ANF Third biopsy:  Proteinuria ANF, Smonths Steroids Proteinuria
IgM, C4, IgA, anti-DNA, persisted
IgG, C3,Clq low CH.,
23 Idiopathic glomerular ~ ANF, anti-DNA, complement  Igh, C3 Unknown ANF,low  5-6years Steroids No clinical
disease CHazg —+ symptoms
anti-DNA
Gianviti  3(17) 9 Proteinuria, hematuria, ANA, anti-dsDNA, IgG, IgA, Renal failure -+ fever, ANA, Syears  MPP 15 mg/kg/day qod x Renal transplant
et al. acute renal failure complement, anti-cardiolipin, +/- Igh, Clq,  arthralgias, asthenia,  dsDNA 3 days - PRED 2 mg/kg/day = 7 years after
[24], anti-Ul RNP, anti-Sm, anti- €3 hemolytic anemia, 1 month tapered to 0.5 mg/kg diagnosis with
1999 SSB, anti-S5A, anti-Scl-70, thrombocytopenia god x 4 months, CYC positive serology
PCNA, anti-Jo-] 2 mg/kg/day x 9 weeks —» at 9 vears post-
PRED | mg/kg/day diagnosis
8 Autoimmune Coomb’s positive, ANA, I, IgA, None ANA, 4-8 years MPP 15-20 mg/kg qod x Nephrotic syndrome
thrombocytopenia, anti-dsDNA, complement, +/-IgM, Clg, dsDNA 3 days — PRED | mg/kg/day x resolved with
hemolytic anemia — anti-cardiolipin, anti-Ul RNP, C3 2 months then 0.3-0.5 mg/kg qod,  positive serology
nephrotic syndrome, anti-Sm, anti-55B, anti-SSA, chlorambucil 0.2 mg/kg/day = at 7 years
direct Coombs (+) anti-Scl-70, PCNA, anti-Jo-1 & months
10 Proteinuria, hematuria ~ ANA, anti-dsDNA, IgG, IgA, None ANA, 10 years  CYC 2 mg/kg/day » 2 months, No clinical
complement, anti-cardiolipin, +/- IgM, Clg, dsDNA, PRED 0.8 mg/kg/day x symptoms,
anti-Ul RNP, anti-Sm, anti-  C3 Ul-RNP 1 month then 0.5 mg/kg god » serologies remained
S5B, anti-S5A, anti-5cl-70, (1:400) 3 months —+ PRED | mg/kg/day »  positive at 10 vears
PCNA, anti-Jo- 1 month then 0.5 mg/kg qod, AZA
2 mg'kg/day
Ozdemir 1(1) 28 Oliguria, edema, ANA, anti-dsDNA, C3, C4, IgA, IgM, Fever, pulmonary ANA Not PRED -+ MPP, CYC Proteinuria and
et al. hypertension, p-ANCA, c-ANCA, IgG,Clg, C3,  infiltrates, renal failure specified renal function
[31], pulmonary congestion,  immunoglobulin fibrin improved, serology
2005 ascites, anemia, renal became positive,

insufficiency, nephrotic
syndrome

follow-up period
not specified
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Castleman E#ISLE

Table 1 Castleman’s disease preceding or contemporary to rheumatic diseases

No  Age/sex CD Rheumatic Systemic manifestation Laboratory data Treatment Response Reference
disease
1 49/F MCD, PC Suspected Lymphadenopathy, ATHA, AITP, leukocytosis, CYC+PD+ Resolution 9
SLE/SjS polyserositis, parotid hypoalbuminemia, vincristine,
enlargement proteinuria, ANA, DNA, AZP
SSA, 55B, ACA
2 39/F MCD, PC Suspected Arthralgia, fever Coombs test, ANA, SSA, PD Resolution T
SLE/SS¢ RNP
3 60/M  MCD, mixed  Suspected SLE  Renal dysfunction with ATTP, ANA, RNP, DNA, ACA  PD Death 7
proteinuria
4 46/F UCD, HV Suspected Raynaud’s phenomenon, ANA, ENA Not accessed ~ Notaccessed 7
§S¢/MCID sclerodactyly, nail fold
bleeding
g 6O/F MCD, PC MCTD Lymphadenopathy, Anemia, ANA, RNPD, RF, PD, CYC, Remission 8
splenomegaly, POEMS hypergammaglobulinemia, melphalan
HLA-DR4
6 21/F MCD, PC Suspected SLE  Polyserositis, spleen rupture, ~ ANA, 8SA, LAC PD 5
leukocytoclastic vasculitis
7 23)M  MCD, HV Not described ~ Raynaud’s phenomenon ATHA Rituximab Remission 6
8 41/M  UCD, HV Suspected SLE ~ Oral ulcer, multiple coffee Lymphopenia, ANA, DNA, Surgical Resolution Described
bean-colored spots, Histone resection, case
bronchiolitis obliterans MTX, PD
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A Case of Blastic Plasmacytoid Dendritic Cell Neoplasm
Initially Mimicking Cutaneous Lupus Erythematosus




Figure 1 (A) Erythematous, well-demarcated, scaly confluent plaques on the face; (B) The skin lesions after discontinuation
of treatment with infliximab.






