DIA DE LA
INVESTIGACION

Retos de
‘ e innovacion \
DIC 4 2019

Avances en Biomarcadores y Tratamiento
del Lupus Eritematoso Sistémico

Resultados Ano 2019

Grupo de Investigacion en Reumatologia, Autoinmunidad y Medicina Traslacional
(GIRAT), Universidad Icesi, Fundacion Valle del Lili

2|l FUNDACION
O

[[F VALLE DEL LILI

-]
®
Excelencia en Salud al servicio de la comunidad




7971

DIA DE LA

INVESTICACION
L

GRUPO DE INVESTIGACION EN REUMATOLOGIA, AUTOINMUNIDAD
Y MEDICINA TRASLACIONAL

.\EFUNDACK)N X¥» UNIVERSIDAD
S| VALLE DEL LIL % [CESI

2l FUNDACION
SlIF VALLE DEL LILI

Excelencio en Sakd of servicio de ks comunidod



[ 5 i

El mosaico de la autoinmunidad |

l_ _l

* Las enfermedades autoinmunes
son causadas por pérdida de la
tolerancia a lo propio.

 Anormalidades de Linfocitos T
v/o B.

ENVIRONMENT

 Enfermedades multifactoriales.

* Lupus Eritematoso Sistémico
como prototipo.
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Lineas de investigacion . R8RS
* Clinicas: » Basicas:

* Nefritis lupica  Papel del Linfocito B en autoinmunidad

 Sindrome de Sjogren » Efectos de la PTH en |a sobrevida de los

» Enfermedades reumaticas en la UC| linfocitos B

» Mortalidad en Lupus * Biomarcadores en Nefritis [Upica y lupus

* Inmunopatologia del Pioderma
gangrenoso

15 articulos indexados, 6 articulos nacionales
1 capitulo libro
8 sometidos
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Expresion de las citoquinas BAFF, APRIL y sus receptores

en pacientes con Lupus Eritematoso Sistémico: potencial
Uso como biomarcador.




M)
DIA DE LA

3

Introduccion B

Trimero BAFF

APRIL soluble

BAFF y APRIL son
citoquinas
esenciales en la

fisiopatologia del
LES

v

-Supervivencia células B
inmaduras transicionales

=Supervivencia células plasmaticas medula dsea
-Promueve funcion presentacion antigeno células B

-Respuesta inmune humoral célula B independiente de células B
-Regulacion negativa del tamano compartimento células B
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Lupus. 2018 Apr;27(5):708-715
PAPER

Profile of BAFF and its receptors’ expression in lupus nephritis is
associated with pathological classes

1"2, CA Jirn(:ncz3, J Naranjo-E,scobarl"z, FE Ospinaz, A Sénchcz3, CA Canas' and
GJ Tobon'
'Grupo de Investigacion en Reumatologia, Autoinmunidad v Medicina Traslacional (GIRAT). Rheumatology Unit, Fundacion Valle del Lili, and

Universidad TCESI, School of Medicine, Cali, Colombia: “Clinical Investigation Institute, Fundacion WValle del Lili, Cali, Colombia: “Pathology
Unit, Fundacion Valle del Lili. Cali. Colombia: and *Laboratory of Immunology. Fundacion Valle del Lili. Cali, Colombia

JP Susol*z, I Posso-Osorio

LN BAFF
class N CD20 BAFF BCMA TACI R

BAFF =

4‘. =
11 5 Interstitium 0 - oD ‘-!Js ..}!

1 2 1 0
~ Glomeruh 0 0 0 0 0 High glomerular expression of BAFF (score
o 15 gl‘”“‘““”.m 1 1 ‘ 1 0 of 3), which was correlated with the activity
omeruli 1 2 0 1 0 ]
vV 7%  [Interstitium 1 | 1 1 1 Scores (r:O4647, D:OOOO].), and not with the
Glomeruli 1 3 0 2 0 chronicity scores (r=0.06, p=0.59).
Vv 4 Interstitium 1 1 1 0 0 :
Glomeruh 0 | | | 0

“One patient with class I1IC had high expression (= 51%).
Protein expression was scored according to the percentage of
stained cells: 0: no expression; 1: 0-25% of cells stained; 2: 26-
50% of cells stained; 3: >51% of cells stained.




Objetivo

Evaluar la expresion de BAFF
APRIL y sus 3 receptores como
potenciales biomarcadores

urinarios en pacientes con nefritis

lUpica
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Metodologia

Urine samp!es Centrifugation at 1500 RNA extraction (High RNA conversion Amplification reaction (FastStart
n= 35 SLE patients rpm, 4°C - 30 min Pure RNA isolation kit) to cDNA Essential DNA Green Master kit)
ooooooo BAFF
& oo TACI APRIL
BR3 BCMA
7= \\GH; NUAN 7] | GAPDH
- . i Endogenous control

Evaluation of gene expression by gPCR
(7500-Fast Real Time PCR instrument)

Evaluated genes
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Resultados

Deteccion de RNA urinario: « Mayor expresion en nefritis tipo Il y IV
»BAFF: 28% . .
S APRIL: 42Y « UBR3 asociado con actividad de |a
»BR3: 48Y% enfermedad (SLEDAI)e indices de
>TACI: 42% actividad histologica.
»BCMA: O




Biomarcadores urinarios

uBAFF UAPRIL uBR3 uTACI
Spearman’s rank p-value Spearman’s rank p-value Spearman’s rank p-value Spearman’s rank p-value
Lupus activity parameters
Anti-dsDNA (IFI) 0.02 0.936 -0.16 0.396 0.32 0.086 0.20 0.295
Anti-dsDNA (ELISA) -0.03 0.860 -0.10 0.598 0.48 0.005 0.40 0.024
Low C3 0.13 0.536 0.32 0.115 -0.12 0.563 0.02 0.990
Low C4 0.27 0.233 0.11 0.635 0.21 0.357 0.49 0.023
SLEDAI-2K index —-0.07 0.710 -0.20 0.242 0.33 0.049 0.10 0.579
Renal parameters
Serum creatinine 0.29 0.089 0.10 0.569 0.20 0.242 0.12 0.478
Blood urea nitrogen 0.15 0.380 0.22 0.197 0.21 0.226 0.14 0.422
Proteinuria/creatinuria ratio 0.05 0.798 —-0.02 0.906 -0.20 0.253 -0.12 0.493
Epithelial cell casts -0.12 0.487 0.51 0.002 0.11 0.536 -0.10 0.556
Granular casts 0.06 0.713 0.07 0.675 0.50 0.002 0.45 0.007
Hyaline casts -0.14 0.419 -0.20 0.243 0.28 0.098 0.04 0.806
Haematuria 0.23 0.188 0.28 0.099 0.31 0.066 0.16 0.357
Activity index -0.02 0.888 0.13 0.461 0.35 0.039 0.24 0.165
Chronicity index 0.11 0.548 -0.23 0.192 -0.19 0.276 -0.17 0.322

uBAFF, urinary B-cell activating factor of the tumor necrosis factor family; uAPRIL, urinary a proliferation-inducing ligand; uBR3, urinary BLyS receptor 3; uTACI, urinary transmembrane activator and cyclophilin ligand interactor; uBCMA, urinary Bcell
maturation antigen; Anti-dsDNA, Anti-double stranded DNA,; IFI, Indirect Immunofluorescence; ELISA, Enzyme-Linked ImmunoSorbent Assay, SLEDAI-2K (Systemic Lupus Erythematosus Disease Activity Index 2000).



FS“I

Conclusion ,

L J

La expresion urinaria de proteinas
de la familia BAFF pueden ser
utiles como biomarcadores de

nefritis lUpica.

JOURNAL OF
Translatlonal
Autoimmunity

Preaceptado J Trans! Autoimm
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Utilidad de la Pentraxina 3 como marcador para diferenciar

Infeccion de actividad en pacientes con Lupus.




Lupus (2018) 0, 1-10

journals.sagepub.com/home/lup

PAPER

Neutrophil CD64 expression, procalcitonin and presepsin are useful
to differentiate infections from flares in SLE patients with SIRS

A Echeverrilﬂ J Naranjo—Escobarl, 1 Posso—Osoriol, D Aguirre—Valencia1‘2, D Zanlbrano?', GL Castaﬁo4,
- a4 1 - 1.4
JD Martinez ., CA Canas and GJ Tobon
'Grupo de Investigacion en Reumatologia, Autoinmunidad y Medicina Traslacional (GTRAT), School of Medicine, Universidad Tcesi, and
Fundacion Valle del Lili, Cali, Colombia; 2Universidad Tcesi, Medical School, Cali, Colombia; SUniversidad CES, Medical School, Medellin,
Colombia: and 4IITIITlllIlOlOg}' Laboratory, Fundacion Valle del Lili, Cali, Colombia

Table 3 Variable comparison according to p value. sensitivity and specificity.

Infection
No Yes
Markers Total n n (%) n (%) P vealie Sensitivity (%6 ) Specificity (%o )
Disease activity markers
C3 (mg/dl) 27 12 (80) 9 (75) 1 75 20
C4 (mg/dl) 27 8 (53.3) 5(41.6) 0.547 41.67 46.67
Anti-DINA IIF 25% 11 (84.6) 5(41.6) 0047 31.25 22.22
Anti-DINA ETA (UI/ml) 25% 10 (76.9) 3 (37.5) 0.009 25.0 23.08
Infection markers
ESR (mm/hour) 27 8 (61.5) 4 (50) 0.673 50.0 38.46
CRP (mg/dl) 27 15 (100) 12 (100) - 100 (0]
Procalcitonin (ng/ml) 27 6 (40) 10 (83.3) O.047 83.33 60.0
Nowvel markers
CDoe4 (MFTI) 27 2(13.3) 7 (58.3) 0.037 58.33 86.67
24° 1 (7.6) 6 (54.5) 0.023 54.55 92.31
Presepsin (pg/ml) 27 2 (13.3) 7 (58.3) 0.037 58.33 86.67
24° (0] 6 (54.5) 0.003 54.55 100

Table 3 summarizes the total of patients and the respective p value, sensitivity and specificity according to the different biomarkers.

*Two patients did not have anti-DNA titers.

PFor novel markers, three patients were excluded because of very high values above the cut-off point.

C3: complement 3; C4: complement 4; CRP: C-reactive protein; EIA: enzyme immunoassay:; ESR: ervthrocyte sedimentation rate; IIF: indirect
immunofluorescence; MEIL: mean fluorescence intensities.

DACION
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Utilidad de la pentraxina 3 como biomarcador
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Table 1 Variable comparison between the non-infected and

infected groups

CC Aragon', I Nieto-Aristizabal', LJ Rios-Serna',

Disease activity
markers

No
n=14)

Yes
n=11)

MC Barrera', J Naranjo-Escobar', I Posso-Osorio,

¥ 2 . 2 . 2
V Lara-Erazo'?. P Leib"?, A Moreno-Angarita’?,

P value N . 1o
D Aguu‘re—\’alencm1. A Echeverri', CA Canas'

Infection
C3 (mg/dL)*
C4 (mg/dL)°
Anti-DNA 1IF°
Anti-DNA
EIA (UI/mL)
SLEDAT"
Bioma I'/\' ers
ESR (mm/hour)?
CRP (mg/dL)°
ESR/CRP ratio®
Procalcitonin
(ng/mL)"
CD64 (MFI)°
Presepsin
(pg/mL)°
HMGBI1"
LL-37°
STREM1*
Pentraxin 3°

60.05+24.88
9.76 (6.8-12.4)
640 (130-1280)
200 (48-200)

6.7+£3.56

30.75+£21.12
5.27 (3.41-11.2)
5.65 (1.48-17.32)
0.25 (0.14-1.45)

0.92 (0.76-1.1)
431 (263-596.2)

0.01 (0-0.13)
165.2 (49.35-695.5)
952.2 +269.63

8321.43
(3946.4-25,535.7)

70.76 + 33.59
10.1 (5.5-31.4)
0 (0-120)

3.70 (1.1-18.5)

391£2.55

28.3+31.3
8.9 (4.4-22.6)
1.3 (0.8-6.3)
9.02 (1.12-29.4)

2.13 (1.62-3.6)
1258 (507.5-1857.5)

0.125 (0.015-0.32)
29.22 (13.1-609.4)
1024.2+196.13
35,357.14

(15,714.2-112,589.2)

and GJ Tobén'

0.3671 Lupus (2019) 28, 1279-1280

0.4295
0.0293
0.0017

0.0373

0.8437
0.4593
0.2983
0.0024

0.0232
0.0308

0.3296
0.2846
0.4791
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Utilidad de la pentraxina 3 como biomarcador

Pentraxin 3 serum levels Pentraxin 3: ROC Curve
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=0.035
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[Figure 1. Infected SLE Figure 2. 100% - Specificity%
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Conclusion |

]

Los niveles séricos elevados de
pentraxina 3 pueden ayudar a
diferenciar la presencia de
Infeccion vs. actividad en

pacientes con LES.
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Utilidad de las Inmunoglobulinas Endovenosas en el

manejo de los pacientes con Lupus
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Inmunoglobulinas en Lupus . R

| ]

Autoimmunity Reviews 18 (2019) 279-286

w
AUTOIMMUNITY
REVIEWS

Contents lists available at ScienceDirect

Autoimmunity Reviews

journal homepage: www.elsevier.com/locate/autrev

Mechanisms of action and historical facts on the use of intravenous q
immunoglobulins in systemic lupus erythematosus e

Tatiana Martinez”, Juan Esteban Garcia-Robledo”, Ilich Plata®, Maria-Alejandra Urbano”,
Ivan Posso-Osorio”, Lady J. Rios-Serna”, Maria Claudia Barrera”, Gabriel J. Tobén™"

GIRAT: Grupo de Investigacion en Reumatologia, Autoinmunidad y Medicina traslacional. Fundacién Valle del Lili, Univesidad Icesi, Colombia
b Medical School, Universidad Icesi, Cali, Colombia

¢ Laboratory of immunology, Fundacién Valle del Lili, Cali, Colombia
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Oligoclonal T cell expansion

Low receptors

. . « + Proinflammatory
e °® - cytokines «

Physiopathology

- ol

Autoantibodies Autoreactive plasmatic cell

BAFF

APRIL

Autoreactive

0 @ _ 7 Inflammation . Autoreactive
Differentiation and activation . 4 B 3 -
.;"6;101 ) I}/!G Thera/p/y 3
(| 2 P / —( i

Proinflammatory
cytokines

BAFF and APRIL
neutralization

Inhibition of
autoreactive B-cell

|

Autoantibodies
blockade
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Inmunoglobulinas endovenosas en Lupus .

| ]

Lupus (2019) 0, 1-5

journals.sagepub.com/home/lup

PAPER

Treatment with intravenous immunoglobulins in systemic lupus
erythematosus: a single-center experience with 63 patients

I Nieto-Aristizabal!, T Martinez'>, M-A Urbano!', I Posso-Osorio', IF Plata®, JE Garcia-Robledo!, CC Aragén],
VA Santos'? and GJ Tobon!

1.~ . .y ’ . . . . . - - . . .y . ege e e
Grupo de Investigacion en Reumatologia, Autoinmunidad y Medicina Traslacional (GIRAT), Universidad Icesi, Fundacion Valle del Lili, Cali,
Colombia: and *Medical School, Universidad Icesi, Cali, Colombia
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Inmunoglobulinas endovenosas en Lupus
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Table 2 IDiscase activity in SLLE patients treated with IVIG
according its indications

SILEDAI-2K SIL.EDAI-2K

before, cafrer,
ITVIG indicatiorn N =063 N =63 pP-Value
Immune thrombocytopenia®™ 11.5 (3 23) 6 (2—-16) 0.0021
Hypogammaglobulinemia® 10.5 (5-18.5) 10.5 (O-17.5) 0.00906
Flare + infection® 18.5 (14-22.5) 13 (6.5-19.5) 0.13606
Bicytopenia® 13.5 (11-16) 13 (7.5-15.5) 0.2008
Immune hemolytic anemia® 12 (11-15) 4 (2-8) 0.0568
Refractory SLE® 25 (15 28) 20.5 (12-23) 0.0947
APS overlap® 11.5 (4.5) 12.5 (6.5)
Puncyt()pcniuh 25 (10) 25 (10)
Neuropsychiatric lupus 23 1<
Thrombocytopenic thrombotic 29 20 —

purpura
Pancytopenia + pericardial
effusion

N
W
N

Myopathy 27 4 -
Mixed polyneuropathy with O (0]
axonal predominance
Intestinal pseudo-obstruction 16 4 —
and ascites
Intestinal pscudo-obstruction 33 S
and vasculitis
Panniculitis S O

"Median (interquartile range). Wilcoxon’s signed-rank test.
PMean (standard deviation).
SLEIDDAI-2K: SLE Disecase Activity Index 2000.
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Conclusion |

]

Las Inmunoglobulinas
Endovenosas presentan un
adecuado perfil de toleranciay
efectividad en pacientes con LES,

principalmente en compromiso

hematologico refractario.
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Mortalidad en pacientes con Lupus Eritematoso
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Mortalidad en Pacientes con Lupus . e
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Clinical Rheumatology
https://doi.org/10.1007/510067-019-04546-w

ORIGINAL ARTICLE m

Check for
updates

Mortality in patients with systemic lupus erythematosus in Colombia:
a case series

David Aguirre-Valencia ' - Ana Suérez-Avellaneda? - Vanessa Ocampo-Piraquive? - Ivdn Posso-Osorio' -
Juan Naranjo-Escobar' - Ivana Nieto-Aristizabal ' + Gabriel J. Tobén "> (%) « Carlos A. Cafas '
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Table 2 Causes of death of patients with SLE

Cause of death n(%)*

SLE-associated death 22 (44.9)

CAPS 8 (16.33)

SLE activity 6(12.24)

Alveolar hemorrhage 2 (4.08)

Central nervous system vasculitis 2 (4.08) Table 4 Patient subgroup with complete follow-up from SLE diagnosis until death

Intracercbral hematoma 1(2.04)

Brain hemorrhage 1(2.04) Complete follow-up (1= 8) Diagnosis Follow-up 1 Follow-up 2 Death
Hemophagocytic syndrome 1(2.04)

Stroke 1 (2.04) ER admissions for SLE activity™* 001 0(0-1.5) 0.5(0-1.5) 1.5 (0-3.5)

Other death causes 27 (55.1) C3 consumption (mg/dL)** 73.5 (59-75) 70 (48.15-77.5) 67.5 (45-76) 535 41.6-100.7)

Infection 15 30.6) C4 consumption (mg/dL)** 11.5 (7.5-16) 11 (6.4-17.4) 9 (4.6-13) 10.89 (4.5-10)
Sepsis with no clear focus 6(12.24) SLEDAJ** 6 (4-11 8 (5.23 11 (6-14.5 19 (12-24.5
Abdominal sepsis 2 (4.08) " ‘ 0 ( ) 8 (5-23) (6 =) ( -2)
Bacterial endocarditis 2 (4.08) Oral steroid dose (mg/day )** 10 (6.2-15) 12.5 (10-25) 15 (10-35) 40 (27.5-50)
Pulmonary sepsis, respiratory failure 1204 Methylprednisolone pulses ** 0 (0-1.5) 0 (0-3) 0 (0-0) 3(0-7)
Soft tissue infection 1(2.04) “velonl I ¥ | o _ _ 3375
Mucormycosis | (2.04) Cyclophosphamide pulses. n (%) 0(0) 2 (25) 2(25) 3(37.5)
Histoplasmosis 1 (2.04) Days hospitalized in general wards** 0(0-3.5) 3(0-11) 8(0-27) 12.5(2.5-35.5)
Necrotizing fasciitis 1209 Days in the ICU** 0 (0-0) 0(0-2) 0 (0-0) 115 (4-38.5)

Other chronic diseases 5(10.2)

Liver cirrhosis 2 (4.08)
Colon cancer 1(2.04)
Pulmonary fibrosis 1(2.04)
Retroperitoneal hematoma 1(2.04)
Cardiovascular 4 (8.16)
Massive pulmonary embolism 1(2.04)
Aortic dissection 2 (4.08)
Congestive heart failure 1 (2.04)

Death of unclear cause 3(6.12)

CAPS catastrophic antiphospholipid syndrome, SD standard deviation QI& FUNDACION
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Conclusion

La principal causa de mortalidad Clinical
fue el lupus refractario y las i’jﬁ}ﬂfﬁﬂf{g{
Infecciones nosocomiales.

of Associations for Rheumatology

Los niveles persistentemente
elevados de SLEDAI las nefritis
tipo IV y VI, presencia de SAF e
hipocomplementemia se
asoclaron a mortalidad.
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Otras publicaciones sobre Lupus Eritematoso SR
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Lupus (2019) 28, 970-976

journals_sagepub.com/home/lup

PAPER

Direct cost of lupus care in the developing world:
the case of Colombia

SI Prada'” ®, AM Perez', I Nieto-Aristizabal® and GJ Tobon®
'Centro PROESA, Universidad Icesi, Cali, Colombia; >Centro de Investigaciones Clinicas, Fundacion Valle del Lili, Cali, Colombia; and
3Grupo de Investigacion en Reumatologia, Autoinmunidad y Medicina Traslacional (GIRAT), Universidad Icesi and Fundacion Valle del Lili,
Cali, Colombia

Hindawi

Autoimmune Diseases

Volume 2019, Article ID 5350960, 10 pages
https://doi.org/10.1155/2019/5350960

Hindawi

Research Article

Therapeutic Plasma Exchange as Management of Complicated
Systemic Lupus Erythematosus and Other Autoimmune Diseases

David Aguirre-Valencia,' Juan Naranjo-Escobar,"

Ivan Posso-Osorio,! Maria Carmenza Macia—Mt:jia,2 Ivana Nieto-Aristizabal,'
Tatiana Barrera,' Maria Alejandra Obando,' and Gabriel J. Tobén® "> Bls. FUNDACION
N VALLE DEL LILI
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the case of Colombia

SI Prada'” ®, AM Perez', I Nieto-Aristizabal® and GJ Tobon®
'Centro PROESA, Universidad Icesi, Cali, Colombia; >Centro de Investigaciones Clinicas, Fundacion Valle del Lili, Cali, Colombia; and
3Grupo de Investigacion en Reumatologia, Autoinmunidad y Medicina Traslacional (GIRAT), Universidad Icesi and Fundacion Valle del Lili,
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Otras publicaciones sobre Lupus Eritematoso

REV COLOMEB REUMATOL. 2018;XXX(XX): XXX—XXX
afnos
j Revista Colombiana de
TOLOGIA
m Ciencia y i o
Servicio www.elsevier.es/rcreuma ym]

Articulo de revision

Anticuerpos asociados al lupus neuropsiquiatrico:
rol fisiopatolégico, prevalencia y utilidad
diagnostica

Juan-David Marin®, Ivdn Posso-Osorio”, Stephany Vargas“®, lvana Nieto-Aristizabal®,
Lady J. Rios-Serna’ y Gabriel J. Tobén"®-<-*

P ) IL-6, TNF-o.
4 - S Ac's anti-NMDA y IFN-I, IL-1B, IL-8
4 anti-p ribosomal
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Otras publicaciones sobre Lupus Eritematoso

C. Durante fa necrosis

D. Enel espacio extraceluer
- Liberacion pasiva

- Unidn al receptor TLR 2y 4 y RAGE
- Sefalizacion a fravés de NF-kB

A Protaina no histona unida al ADN
- Modula la interaccion de factores de

franscripeidn con el ADN
HGB-1
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