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CLASIFICACION ACEPTADA MADRID 1953

BASADA EN 4 PARAMETROS: CLINICO, BACILOSCOPICO, INMUNLOGICO E
HISTOPATOLOGICO

POLOS: LEPROMATOSO Y TUBERCULOIDE

CASOS INESTABLES: INDETERMINADOS Y DIMORFOS O INTERPOLARES (BT, BB,
BL)

CASOS MULTIBACILARES: LEPROMATOSOS
CASOS PAUCIBACILARES: TUBERCULOIDES, INDETERMINADQOS Y BT

R. DE MITSUDA (HAYASHI-MITSUDA 1919) SE LEE A LAS 3 SEMANAS,
+REACCION = -BACILOS

LLN DICOTOMIA INMUNOLOGICA: < INMUNIDAD CELULAR, HUMORAL
NORMAL.

LT: INMUNIDAD CELULAR Y HUMORAL NORMALES



Cuadro 5.7
CLASIFICACION INMUNOLOGICA DE LA LEPRA




P. DE INCUBACION DE 5-6 ANOS EN LLN Y 8-9 MESES EN LT
PUEDE INICIAR CON CAIDA DE CEJAS, FIEBRE, E. NODOSO

CONSTIPACION NASAL Y RINITIS CRONICA CON MUCOSIDAD
SANGUINLENTA

LONAS DE HIPOESTESIA O ANESTESIA

ALTERACIONES TROFICAS: ADELGAZAMIENTO DEL MENIQUE,
PARALISIS FACIAL

LONAS DE ANHIDROSIS O HIPOHIDROSIS (P. DE POLICARPINA)
INICIA COMO REACCION LEPROSA
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Leprosy: lts different faces across time in the centro Dermatologico Dr
Ladislac de la Pascua, Mé&xico

Claundia Agquino-Pérez, MD, Centro Dermatoldgico Dr Ladislao de la Pascua,
Mexico City, Distrito Federal, Mexico; Fermin Jurado-Santa Cruz, MD, Centro

Dermatologico Dr Ladislao de la Pascua, Mexico City, Mexico City, Mexico; Myrna
Rodripues-Acar, MD, Centro Dermatoldgico Dr Ladislao de la Pascua, Mexico City,
Distrito  Federal, Mexico;, Obdulia RodriguesRodriguez, MD, Centro
Dermatoldgico Dr Ladislao de la Pascua, Mexico City, Distrito Federal, Mexico

Epidemiologic features of leprosy patients studied over a period of 10
vears in the dermatology center “Dr Ladislao de la Pascua®

(rissel Castellanos Ramos, MD, Centro Dermatologico *Dr Ladislao de la Pascua,”
Mexico, DF Mexico; Myrna Rodriguez Acar, MD, Centro Dermatologico “Dr
ARSI N USTRNGUS U IV Ladislado de la Pascua,” Mexico, DE Mexico

Fundado en 1937

CDP ha tratado 7465 pacientes con lepra

65% LLN, 35% LT, LI, LB

Prevalencia 0.06%, incidencia 0.02% (1 x 10 mil habitantes)
En 2008, 223 nuevos casos detectados, 165 multibacilares

Estudio de 10 anos 1995-2005, 122 pacientes, masculinos 58%,
femeninos 41%

Guerrero 26%, Michoacan 14.7%
LLN 69%, LB 15%, LT 7%

JAM ACAD DERMATOL FEBRUARY 2011



International loymal of
Dermatﬂwﬂgy

Tropical medicing rounds

The leprosy agents Mycobacterium lepromatosis and
Mycobacterium leprae in Mexico

Xiang Y. Han*, MD, rhD, Kurt Clement Sizer®, MD, Jesas S. Velarde-Félix®, PhD,
Luis O. Frias-Castro™, MD, and Francisco Efatgas—Dcampni, MDD, MSe
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MEXICO Gulf of Mexico

Fig. 4. The 9-banded armadillo, Dasypus novemcincia.

Geographle distribution of present cases












Lapr Rev (2011) 82, 344-357

The Role of Mycobacterium leprae Phenolic
Glyeolipid I (PGL-I) in Serodiagnosis and in
the Pathogenesis of Leprosy

JOHN 5. SPENCER & PATRICK J. BRENNAN
Department of Microbiology, Immunology & Pathology, Celorads
State University, Fort Collins, CO 80523-1682, USA
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EXACERBACION DE LESIONES PREEXISTENTES

LEPRO REACCIONES CON APARICION DE NUEVAS LESIONES Y ATAQUE AL
ESTADO GENERAL:

REACCIONES TIPO I: EN CASOS INTER O SUBPOLARES, R. DE REVERSA Y R.
DE DEGRADACION (tipo IV de Gell-Coombs)

REACCIONES TIPO II: EN CASOS LEPROMATOSOS POLARES O SUBPOLARES Y
EN BL. R. ARTHUS POR COMPLEJOS INMUNES, SE RELACIONA AL FNT-a
(tipo Il de Gell-Coombs)

OCURRE EN 75% DE CASQOS DE LLN O DIFUSOS

SINTOMAS GENERALES: FIEBRE, ANOREXIA, NAUSEAS, VOMITOS, CEFALEA,
MIALGIAS, ARTRALGIAS

2 TIPOS: ERITEMA NUDOSO Y ERITEMA POLIMORFO: LLN
ERITEMA NECROSANTE O F. DE LUCIO: LLD
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ESTADOS REACCIONALES

®

Reaccion leprosa tipo 1y 2 mas frecuentes los primeros 6 meses de
TX

72% primer ano




Factores precipitantes: stress, vacunas, embarazo, tx antileproso,
infecciones, anfibioticoterapia

Edema de manos, cara y pies en ambos tipos

Aumento de neuritis: radial, cubital, facial, mediano, peroneo,
paralisis facial, pie caido, > alteraciones motoras

Reaccion tipo 1 (Reversa) mas comun en BT, BB y TT aumento de
lesiones cutaneas, mas eritema, ulceracion probable (lepra
lazarina), neuritis + infensa

Reaccion tipo 2: Eritema nudoso leproso, Eritema multiforme, casos
LL y BL, en cara, MSs, MIs, tronco, puede haber lesiones pustulosas,
vesiculosas, y supurativas



OTRAS MANIFESTACIONES

Fiebre, calosfrios, malestar general, cefalea

Edema cutaneo, aumento de molestias neuriticas, disestesias,
parestesias, hipoestesias, hiperestesias

Hepato-esplenomegalia, adenomegalias, proteinuriq,
hipoalbuminemia, epididimo-orquitis, iritis, epistaxis
Gamopatia monoclonal, hipocalcemia

Aumento de transaminasas, alteraciones en PF renal, insuficiencia
renal, anemia severq, vasculitis, CID, sepsis
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CLASIFICACION INMUNOLOGICA DE LA LEPRA

TIPO 1

>Lesiqnes
> Neurifis
> S.sistfemicos
| T
Polar




Cuadro 5.9

ESTADOS REACCIONALES DE LA LEPRA

=

lpo

Exacer-
bacion L
Exacer-
bacion T

Reversa

Pegrado

R leprosa

Lesiones

S.
Grals

Aumento de
lesiones
prexistentes

Exacerbacion
de lesiones

Placas
nodoedematos
as, neuritis
Lesiones tipo
lepromatoso
Ertema
nudoso,
Erntera
polimorfo,
Eritema
necrosante,
Neuritis

L=lepromatoso, T=tuberculoide, Lsp |
subpolar, IC =inmunidad celular, H=inmunidad humoral, Cl

Baci-
lOs

I

Mifsu- Pato-
do Histop. s
---  Lepr.

++4+ Tuberc. IC
Tuberc. +
s edema IC
-~ Lepr.
- H
--- Vasculitis cl

—lepromatoso subpolar, Tsp=tuberculoide
. =complejos inmunes

lratarniento

de la lepra

de la lepra +
C. esteroides

c. esteroides

de la lepra

Talidomida
Clofazimina
colchicina










LLN + R. LEPROSA
TIPO E. MULTIFORME
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International Journal of

Dermatology

Case report

Lepromatous leprosy in erythema nodosum leprosum
reaction mimicking Sweet’s syndrome

Yee-Kiat Heng, MRCP, Yuun-Tirng Lynn Chiam, MRCP, Yoke-Chin Giam, MMED(PAEDS),
and Wei-Sheng Chong, FRCP




Report
Lesional T-cell subset in leprosy and leprosy reaction

Punkae Mahaisavariya, MD, Kanokvalai Kulthanan, MD, Supakan Khemngern, MA, BS,
and Sumruay Pinkaew, MSc, BEd

Table 2 Percentages and ratios of T-lymphocyte subsers®

Leprosy type n CD4 (%) CD8 (%) cD4/CD8

TT E20 =1085 420 +=1547  1.68 = 0.83
ET 7111 = 2262 2778 = 1326  3.11 = 1.88
LL BEET = 2082 4667 = 11887 150 = 066!
8063 = 1016 3625 = 1188 254 = 1.15
7017 = 1505 1858 = 13370 5.83 = 3.68!

International Journal of Dermatology 1999, 38, 345-347



Gene Set Signature of Reversal Reaction Type | in
Leprosy Patients

Marianna Orlova’, Aurélie Cobat'?, Nguyen Thu Huong?® Nguyen Ngoc Ba® Nguyen Van Thuc?,

John Spencer?, Yohann Nédélec®, Luis Barreiro®, Vu Hong Thai? Laurent Abel®*”®, Alexandre Alcais®” %%,
Erwin Schurr'?*

1 MeGill International TE Centre, The Ressarch Institute of the McoGill University Health Centre, Montreal, Quebes, Canada, 2 Departments of Human Genetics and
Medicine, McGill University, Montreal, Quebec, Canada, 3 Hospital for Dermate-Venereology, Ho Chi Minh City, Vietnam, 4 Cepartment of Micrebiclogy, Immunology and
Fathology, College of Weterinary Medicine & Biomedical Sciences, Colorado State University, Fort Colling, Colorado, United States of America, 5§ Department of Padiatrics,
Sainte-Justine Hospital Research Centre, University of Montreal, Montreal, Quebec, Canada, & Laboratory of Human Genatics of Infectious Diseases, Macker Branch, Institut
Mational de la Santé et de |la Recherche Médcale, Paris, France, 7 University Faris Descartes, Imagine Institute, Paris, France, 8 &. Giles Laboratory of Human Genetics of
Infecticus Diseases, Rockefeller Branch, The Rockefeller University, Mew York, Mew York, United States of America, 9 URC-CIC, Hopital Tarniar, Paris, France

Incidencia del 6-67%

R. fipo 1 ocurre principalmente en casos BL, BB y BT

Por LTH1 vy liberacion de citoquinas IL-2, FNT, IFN-gama, IL-12
Reaccion a nervios y piel

Existe firma genetica inata que codifica factores pro-inflamatorios

Exite defecto inato en regulacion de respuesta inflamatoria a
antigenos de lepra



Table 3. List of 44 T1R signature genes differently regulated in former T1R group in comparison with former leprosy patients,
sorted by functional group.

Genes symbol

L Pro-infiammatory regulators

iL3a
TNFAIP2SPRT

TAGAP*

FCAR

. Arachigonie acid pathway
PTGS2*

TNFAIPS

GPRIOSE

CYPIET

FCrr/FCLer (AFC)

5.57/40 .3%)

13.85/7.74 (1.80)
7403/543 (1.358)
60.5/44.8 (1.35)
285174 (1.52)
11.2/6.7 (1.65)

11.15/8.4 (1.52)
31.5/21.4 (147}
520402 (1.54)
148/11.1 (1.33)
10.85/8.05 [1.35)

34/2.3 (1.48) 2.5/35 [0.77)

335467 (0.72)
26/3.57 (0.73)

16.8/8.5 (1.58)
120060 (20)
54/4.5 [1.33)
43030 1.4

Function

Aetivates T cell proliferation and Th eyvtokines production [40]
Monocyte recruitment [41]

Recruitrment of CDA+ T calls [42]
Macrophage and T cell recruitrment [43]
Monooyte recruitrment [44]

Monoeyte recrultiment [41]

Dendritic, activated T cells recruitment [45]
Pro=inflam matory oytokine [45]
Fro-inflammatory oytokine [47 48]
Pro-inflammatory cytokine [47 48]
Frosinflammatory cytokine [48]

Fro-inflammatory cytokine [49,50]; Fromotes cell migration [51] Pro-inflam matory
cytoking [52-54], indicator of host response to mycobacterial infection [55]

T=cell activation [58], association with prosinflammatory diseases [57,58]
Stirnulates cytotoxicity, release of pro-inflarmmatory cytokines [59]

Production of PGs [31]
Induction of COX-2 [30]
Induction of PGs production [50]
Metabolism of A4 [51]




CIOTNFT ADCY2

29721 [138) 6.03/855 (0.569)

iif. Negative regulation of inflammation

ORM1

RYNU*

[faln}

PLAZGT

Az

ESPINKDY s002*

KLF10
ULRAZ
Dar4
MAFE

M. Unclassified genes
AGAP3E

C200RF180
C150RF4E

MARCKS

NEN

RGLI FCGRIE

GNPDAT
Litdg2
LRARCSE

85.1/806 (1.57)

75/5.5 (1.38)

§48/7.5 (1.32)

a7/8.7 (1.30)

15.7/8.2 (1.90)

242154 (1.57) 3.2/58 (054

20/2.7 (0.74)
34/435 (059)
45/60 (0.75)
24/35 (0.67)

38/2.7 (137)

276/20 (1.37)

256184 (161)

56/4.2 (1.33)

39/2.8 (1.39)

33/2.5 (132 ) 3.5/46 (0.76)

43/55 [0.76)
25/3.3 (0.76)
27/38 (0.73)

Induction of PGs production [62,563]
Induction of PGs production [62,563]

Strong anti=inflammatory function [32,54]

Kynurening metabolism [37]

Tryptophan metabolism [37]

Antiinflammatory regulater [3%]

Anti-inflammatery regulater, antimicrobial molecule, tissue repair [85]

Frevents activation of profMPs [558] Suppressor of oxidative tissue damage [67]; anti«
inflammatory effect [S8]

Repression of inflammation and proliferation [59]
Faotential anti-inflammatory function, upregulated by [L=10 [70]
Regulation of T cells activation and tolerance [71]

Induces monooyte-macrophage differentiation [72], development of autoreactive cell
[73]

GTFase
Unknown function

Unkrowen function

Meutrophil adhesion and migration

DHA damage repair

Regulation of signal transduction wia small GTPases
High=affinity receptor for immune-globuling

Glucosamine catabolic process
Cell cycle, spindles, chromosomal division

Assembly of the dyneir-arm complexes







Lucio y Alvarez 1852
Latapi 1948
Semeja EN leproso pero con ulceras y necrosis (E. necrotizante)

En LL difusa, aparicion ciclica de lesiones purpuricas ----
- ulceraciones dolorosas de meses a anos-—-> cicatrices atroficas

Principalmente en piernas, gluteos y fronco

Dos mecanismos de produccion: Reaccion Ag-Ab a nivel de vasos
y efecto directo del bacilo sobre el vaso sanguineo

HP: Vasculitis leucociticlastica, frombosis y necrosis
IFD: depositos de I1gG, IgM, C3, Clg

TX: Talidomida 400mg x dia (mejor en EN leproso), esteroides
sistemicos, clofazimina (300mg x dia), plamaferesis

Pronostico malo, complicaciones frecuentes, mortalidad 2



Fatal Lucio’s phenomenon in 2 patients with
previously undiagnosed leprosy

Por Ang, MD, Yong-Kwang Tay, MD, See-Ket Ng, MD, and Chew-Swee Seow, MD
Singapore

- f Lucio’s phenomenon, a rare, aggressive, occasionally fatal type 2 reaction occurring
“C\ wlular type of lepromatous leprosy. The clinical diagnosis of Lucio’s phenomenon is
e no known predictive or prognostic factors. Despite institution of aggressive treatment
2 cases had faal outcomes. (J Am Acad Dermatol 2003;48:938-61.)



LLD + F. DE LUCIO

. Cuadro 5.7
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Puede considerarse como una urgencia dermatologica

Depende de fipo de reaccion, tipo de lesion, presencia de edema,
compromiso nervioso, embarazo, historia de alergia a
medicamentos

Al inicio hospitalizar al paciente, cuidados generales, monitoreo
hidroelectrolitico, antipireticos, analgesicos, laboratorio de ruting,
VSG, tele de torax, ECG, identificar otras alteraciones sistemicas,
medidas higienico-dieteticas

Tipo 1: Corticoesteroides (PDN 40mg x dia),AINES, QUINOLONAS

Tipo 2: Clofazimina y talidomida, para neuritis intensa esteroides
dosis bajas, tambien colchicinag, pentoxifilina, CyA, IgGIV

F. de Lucio: Talidomida poco efectiva, mejor esteroides, azatiopring,
ciclofosfamida, plasmaferesis



The Treatment of Lepra Reaction
In Lepromatous Leprosy

Fifteen Years’ Experience with Thalidomide

JACOB SHEsKIN, M.D.

Israel 1964

De beneficio en neuritis, iritis € iridociclitis combinada con esteroides

Accion sobre cefalea, anorexia, vomitos, hepatoesplenomegalia,
orquitis, artralgias, mialgias e insomnio, <leucocitosis

Tasle 1. Coemparison of the Effects of Thalidomide and
Flacebo in Lepra Reaction in Various Studies

Method

Treatment

Patients

Mo, of

Improved

Mo change
or Waorse

Empirical
Comparative

Double-blind

World wide
sLrvey

Thalidomide

Thalidomide
Placebo

Thalidomide
Placebo

Thalidomide

6

&

22
0

7B (91.76%)
24 (27.26%)

4479 (99%)

0

0
12

7B.24%)
&4 (72.74%)

43 {1 %)

1JD, July-August 1980




Efectos secundarios: Constipacion, urficaria, edema facial
unilateral, insomnio, < libido, NEURITIS

Dosis inicial 400mg x dia, luego 50-100mg x dia

Ventajas: acorta la duracion de la reaccion, reduce secuelas
nerviosas, musculares y oseas

Permite mantener dosis Opfimas deTx antileproso sin riesgos de RL
Evita o acorta hospitalizaciones por RL

Tage 2. Measurement of Moltor Conduction
Velocity in Ulnar Nerves in a
Fatient with Leprosy Reaction
Treated with Thalidomide

E. Wnar Merve L. Ulnar Merve

Before leprosy reaction B2 misec. 57 misec.

Dwring first lepra reaction 33 misec. 29 m/sec.

48 hours after start of
Thalidamide 53 misec. 42 m/sec.

14 days aiter stant of

Thalidomide 59 m/sec. 54 misec.
I year after start of

Thalidomide 59 m/sec. 59 m/sec,
6 years after start of

Thalidomide 57 misec. 55 m/sec.

13 vears after start of
Thalidomide 54 m/fsec, 51 m/sec,
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Effect of Thalidomide on the
Expression of TNF-oo m-RNA
and Synthesis of TNF-o in Cells
from Leprosy Patients with
Reversal Reaction

Azeb Tadesse, 2% Markos Abebe,' Elizabeth Bizuneh,?
Wondwossen Mulugeta,® Abraham Aseffa,! and
E.J. Shannon?®

o 101111791 346-R138 2011 01484 % Jpuereai of Denmarology 201 2; 30: 711-714

CASE REPORT

Deep venous thrombosis and pulmonary embolism secondary
to co-administration of thalidomide and oral corticosteroid in
a patient with leprosy

Savaka YAMAGUCHI,' Yuichi YAMAMOTO," Atsushi HOSOKAWA,'

Keisuke HAGIWARA, " Hirashi UEZATO,' Kenzo TAKAHASHI'

'Department of Dermatolagy, Graduate Scoal of Madicine, Universivy of the Ryubyus, Nishilara, and *Clus Denmatoiogical Office,
Maita, Okinawa, Japan



En areas endemicas la lepra sigue siendo un problema de salud
publica

Importante identificacion precisa de contactos y fuente
Necesidad de programas de control estrictos, medios mas precisos
para el diagnostico temprano y clasificacion certero de los casos
mejoramiento de habilidades y destrezas dx en personal de
laboratorio que lleva a cabo BAAR, disponibilidad de Mitsuda,
medios dx paraclinicos especificos, biopsias, entrenamiento y
educacion a medicos de primer nivel para identificacion y
sospecha casos Nnuevos

Facilidad para la obtencion de Tx. (OMS) para mas servicios
medicos, IMSS, ISSTE, etc

Con todo lo anterior serd mejor una deteccion temprana de lepra y
asi evitar que el paciente desarrolle una reaccion leprosa
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