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AvakdaAuwn

(0 Charles Donovan
(1863-1951) nepieypaye
oTo aiga aoBevoucg, TO
NnpwTOlWwo Leishmania
donovani xapaktnpilovTdc
TO WC aiTio TNG vooou kala-
azar

O Sir William Boog
Leishman (1865-1926),
avakaAuye T0 npwTolwo,
oTOo onAnva aoBevoug nou
kKateAn&ée ano kala-azar,
oTo Aovdivo 1o 1903

Exkpoux )¢ Avatodng, Noeo¢ )¢ XaAEras, Ao )¢ Baydxtng, podo tvn¢ lepiyovc,
TLOUTK, EETLOVVTIX, KOXAX-a{Xp, TCVPETOC dumdimm, UXVPOC TTVPETOC, XAVLWTLKO,
povpo, Aovuttive



ENinTwon vooou

Prevalence (total
number of infected

people)

Annual Mortality (no of
Incidence deaths / year)

Disease

HIV / AIDS 5.6 million 2.6 million 34 million
Malaria 300 million 1-2.7 million NA

Tuberculosis 7.8 million 1.8 million 1.7 billion
Visceral 500,000 80,000 12 million

Leishmaniasis

Cutaneous

Leishmaniasis 1.5-2 million NA NA

World Health Organization/Tropical Disease Research
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Main clinical

Subgenus | Complex Species Main geographic locations . . Other
manifestation
Old World
Leishmania | L. donovani | L. donovani India, sub-Saharan Africa, China, Pakistan Visceral leishmaniasis Post kala-azar dermal leismaniasis
L. infantum* | Mediterranean, Middle East, north and sub-Saharan | Visceral leishmaniasis
Africa, Balkans, China
L. major L. major Middle East, Africa, India, China Cutaneous leishmaniasis ("wet
ulcer")
L. tropica L. tropica Middle East, India, southern Europe, western Asia Cutaneous leishmaniasis ('dry | Leishmaniasis recidivans and
ulcer”) viscerotropic leishmaniasis
L. L. aethiopica | Ethiopia, Kenya, Yemen Cutaneous leishmaniasis DCL
aethiopica
New World
Leishmania | L. donovani | L. chagasi* Latin America Visceral leishmaniasis
L. mexicana | L. Venezuela Cutaneous leishmaniasis
venezuelensis
L. mexicana Mexico, Central America, Texas, Oklahoma Cutaneous leishmaniasis DCL
L. Amazon basin, Brazil Cutaneous leishmaniasis DCL; has also been associated with
amazonensis viceral leishmaniasis
Viannia L. L. braziliensis | Latin America Cutaneous and mucocutaneous
braziliensis leishmaniasis
L. peruviana Peru and Argentina (highlands) Cutaneous leishmaniasis
L. L. guyanensis | Northern Amazon basin, Guyanas Cutaneous leishmaniasis
guyanensis | Panama, Costa Rica, Columbia Cutaneous leishmaniasis
panamensis

Diffuse cutaneous leishmaniasis: DCL.
Organisms belonging to the subgenus Leishmania develop in the sandfly midgut, whereas organisms belonging to the
subspecies Viannia develop in the hindgut.

* L. infantum and L. chagasi are now thought to be the same organism.

© 2019 UpToDate




MeTadoon

> OAeBoTopocg (Phlebotomus yia Tov MaAaio
kKOouo/Lutzomyla yia To véo KOopo) ano okuAla Kal
TPWKTIKA

> Koivn xpnon BeAovag (IvDU)

»MeTauooxeuaon opyavou

> MeTayyion aigaTog

> 2eEoualikn enagen

»Kabetn peradoon

Killick-Kendrjck R.; Ann Parasitol Hum Comp 1990, 65(Suppl 1):37- 42
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Sandfly Stages Human Stages
o Sandﬂy takes a blood meal mesmotes are - v[’;',
(injects promastigote ;
otesin e""”me"b" 'y ’-g B
migrate to proboscis of mononudiesr v o _‘,.i el
phagocytic cells v o
\5/ ‘ I
Promastigotes transform
into amastigotes
Amastigotes transform into

promastigote stage in the gut

Amastligotes multiply in cells
of various tissues and infect

\ other cells A
L3

2um o'lngeshon of

parasitized cell g .
Sandfly takes a blood meal P Nk
(ingests macrophages infocted
with amastigotes) ™
A\ = Infective Stage -
A- Diagnostic Stage

https://www.cdc.qgov/parasites/leishmaniasis/biology.html



CLINICAL MANIFESTATIONS

(Degree of elfectiveness of cell-mediated immunity represented in black within arrows)

Pace D; Leishmaniasis. J Infect. 2014 Nov;69 Suppl 1:510-8



XapakTnpioTika Agiogaviaong

> € OANEC TIC HOPPEC TNG VOoOoU Ta npoTtolwa poipalovTtal Kolvoug
naboyeveTiIKoUC PnXaviopoug:

1.Ta 10TIkG pakpopaya Tou EEVIOTH anoTEAOUV TOV NpwTEUOVTA
OTOXO0, EUOOWVOVTAG TOV EVOOKUTTAPIO MOAAANAAQCIACOHO TWV

napaciTwv.

2.H avoooAoyikn anavrtnon Tou &evioTh kabopilel TNV EKpavaon Kal
TNV €kBaon TnG vooou.

3.H enigovn 10TIKA €nNIJOAUVAON €ival XapakTnPIoTIKN

Murray H: et al; Lancet 2005; 366: 1561-77



Acpuntikyn (CL)-
BAEVVOYOVOSEPUXTLKN
NAELEUXV (X6

Clinical Infectious Diseases, Volume 63, Issue 12, 15 December 2016, Pages 1539-1557
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[__1 Endemic area of L. major !
Endemic area of L. gonovani "
[ Endemic area of L. Yropica

1 Endemic area of L. aethiopica

[ 1 Endemic area of
L. infantum/L. chagasi

[
Hondir & -ty [ Endemic area of L. mexicana
. [ Endemic area of L. braziliensis

El Salvador ! Nlcarag.ua A

Costa Rica

[ 1 Endemic area of
L. guyanensis/L. panamensis

[ 1 Endemic area of

Ecusei L. infantum/L. chagasi

Clinical Infectious Diseases, Volume 63, Pages 1539-1557



Number of new CL cases

1000-4 998
100 - B85
=100

[ Mo autochthonous cases reported

[ Mo data
[ Mot applicable

Countries reporting
Imported CL cases

Turkey - 1088
Brazil - 222
Jordan - 155
Framce - 74
Lebanon - 58
Colembla - 25
United Kingdam - 17
Suriname - 14
Greece - 12
Egypt - B
Moreceo - 5
Mexieo - 3
Qatar -3
Ukraine - 4

Bangladash - 1
Paraguay - 1

Romania - 1

Russian Fedaeration - 1

World Health
Organization
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Mop@péecg CL

Clinical Syndrome Causative Species ! Clinical Manifestation
Localized Cutaneous L. (L.) major Single or limited number of lesions; ulcers formed
Leishmaniasis (LCL) L. (L.) mexicana can be wet or dry with raised crateriform border.
L. (L.) amazonensis Moderate parasite loads in biopsies of the ulcer
L. (V.) braziliensis border; positive DTH 2 response
L. (L.) tropica
L. (L.) aethiopica
L. (V.) panamanensis
L. (L.) infantum
L. (L.) donovani |
Mucosal L. (V.) braziliensis Highly inflammatory lesions involving mucosal
Leishmaniasis L. (V.) panamanensis | membranes; can be disfiguring. Rare parasite forms
L. (V.) guyanensis present in biopsies; strong DTH response
L. (L.) amazonensis
Anergic Diffuse L. (L.) amazonensis | Multiple, disseminated, non-ulcerative nodular
Cutaneous L. (L.) mexicana lesions; many parasites in lesions; absent DTH
Leishmaniasis (ADCL) L. (V) pifanoi response (anergy) ’
L. (L.) aethiopica
L. (L.) major |
Disseminated L. (V.) braziliensis Numerous papular/acneiform lesions in
Leishmaniasis (DL) L. (V.) panamanensis >2 non-contiguous areas of the body, commonly

L. (V.) guyanensis
L. (L.) amazonensis |

involving mucosal membranes. Few parasites in
lesions; strong DTH response

Post-Kala Azar Dermal
Leishmaniasis (PKDL)

L. (L.) donovani

Hypopigmented macular, maculopapular, or nodular
rash. Interferon y (IFNYy) response to Leishmania
antigens. Parasites are present in lesions

! (L.) denotes Leishmania subgenus. (V.) denotes Viannia subgenus. 2 DTH refers to a delayed type hypersensitivity
response to Leishmania antigen, a test that is also called the Leishmania skin test (LST) or Montenegro test.

Scorza BM et al; Int J Mol Sci. 2017 Jun 18;18(6)



Xpovoc enwaong CL

© 2019 UpToDate



Bapurtnta CL- MCL

| Hyposensitivity Hypersensitivity
Pole DTH- DTH+++ Pole

— High Antibody Tissue Damage
M High Parasite Burden ~ DTH+  Low Parasite Burden

>

LCL
PKDL IR

Severe Disease Severe Disease
Moderate Disease
T,1<T,2 T12T2  TA>T2 T1>T.2
IFNY << IL10 IFNY 2 IL10 IFNY > IL10 IFNY >>1L10
ADCL: Anergic diffuse cutaneous leishmaniasis; LR: Leishmania recidivans:

Scorza BM et al; Int J Mol Sci. 2017 Jun 18;18(6)



Bapurtnta CL- MCL

Old world

Clinical features

species
L. infantum Single nodules
May ulcerate
May resolve spontaneously within
1 year but leave atrophic scars
L. tropica Multiple painless dry ulcers
Heal spontaneously over 1 year
but tend to leave disfiguring scars
L. major Severely inflamed multiple ulcers,
may coalesce
Heal slowly, leave disfiguring and
disabling scars
L. aethopica Localised nodules; oronasal lesions

causing localised anatomical distortion
Heal over 2-5 years

Causes disseminated cutaneous
leishmaniasis more frequently on

limbs and face.

No ulceration unless immunosuppressed

LRV1-positive Leishmania
guyanensis

e e
5« Increased
v U disease
o 4
(o}
Promastigotes are ( o|©
phagocytosed by
macrophage ot ® -

Macrophage Proinflammatory
7 cytokines and ©
Amastigotes chemokines ~
within OO 9
endosome

- Gene transm
”Nucleus ‘

Clinical Infectious Diseases, Volume 63, Issue 12, 15 December 2016, Pages 1539-1557;
Scott P; Leishmania-a parasitized parasite; N Engl J Med. 2011 May 5;364(18):1773-4



AeppaTikn (CL)-
BAevvoyovoOepUATIKN A€iocuaviaon

’__———-~

(("'ﬂ Co-infection )

QL]

Leishmania

31] =I:ommeml skin bacteria — determines anti-leishmanial response
(81) Siglec signaling — T leishmanial virulence
Siglec signaling occurs commonly in bacterial infection
- -y, ~

( Malnutrition l

~

Genetic polymorphisms @<
(11-14)

.
Unigque genes in L. (Viannia) species »»

1 Resistance to oxidafve stress [15-17)

fe i T

128] T Chr and reactivation

_—----——-

( Genetic polymorphlsms )
——

1 NADPH-dependent fumarate reductase
Homolog of glutathione peroxidase
like p.

Bl th

Loss of tr Y

o ———
0] TTNF-a = T Inflammation
78,77) 4116 = L FU1 = | €TGF = | Wound healing

{via SMAD3-dependent pathway of TGF i)
82] T110 > T Treg response
751 | cxcr1 = 4 Neutrophil recruitment
(761 T ccz - T Monocyte recruitment
78] | MIF — | Macrophage activation

(L IFN-y responsiveness, L nitric oxide)
(s3] THwA-DQw3

»» TTLR3 and TLR3 pathway exp

(LRV-like virul

————-

( HIV infection ) LY;

Viral endosymbiont

Leishmania RNA virus — Releases dsRNA —

memm

T Parasite replication
1 Treatment efficacy
Reactivation of latent p
HIV effect on leishmanial host phagocytes
i Lysosomal fusion
4 Intracellular killing
351 T Parasite uptake
(86] T prostaglandin E2, COX2 and TGF-B
»» T HIV-TLR3 interaction — T Inflammation (LRV-like virulencen»)

Effect of HAART
I871 1 Non-TLR3 viral recognition in oral mucosa (aggravating metastatic

leishmaniasis »»)
- -
4 T’hysiul injur?)

TLR3 acti = Trif-dependent IFN-§ [23,47,48)

signaling — T Inflammation — Worsened

disease and infectious metastasis

Geography and phylogeny

Speci ly displaying ic ability

Subgenus __ Species LRV Endemicregion
Leishmania —® L acthiopico 4 -
Vector: Phlebotomine (zel

Vector: Lutzomyia

Viannia L. braziliensis ¥ 125
L. guyanensis ¥ (23]

L. panamensis ?

?

L. peruviana

B2 pistantTulaheous injury — Seeds infectious metastasis

2014 Aug; 30(8): 412-422

Hartley M et al; Trends Parasitol.
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AvoooAoyikoi, nepiBaAAovTikoi
KAl (PUAOYEVETIKOI NAPAYOVTEG

Paleotropics
Africa

*%

L. (Leishmania) subgenus
s | aethopica
e L lropico

* L nfantum

+ Metastatic potential
L. (Leishmania) subgenus

* L major

Neotr

(Viannia)
L brasi
L. Quyoan
L. panon
L. peéruwv

Mexicana
L. omaze

Eurasia

Mexicana

L. mexic . )
1 venez . Metastatic potential
L. (Leishmania)
e L Itropico
e L infantum
* | donovam

M ; ial
L. (Leishmania)

« L maor

6: DCL marked by non

lcerating hyperpigmeted

Kenya (L. tropica)

7: Leishmaniasis recidivans -’S
51

upoid dishguration after

disease reacthivates in neous

penphery of previously

healed leishmanial scars

Kenya (L. tropica)

8: Nasal CL where most of

the infecthon is localized or

"lapir nose’

the outer surface rather eptal disease
than in the mucosa
ritrea (L aethiopico)
taneous
9: Post Kala-Azar Dermal s (DCL) of the

leishmaniasis (PKDL)
presenting with

1bs with

depigmentation on the ulated lesions

trunk and mulnple papules

on the face

S n (L. infantum) vith -"nuit‘;:l&‘-
BOINE,

{1
10: Non-ulcerated cutaneous
leishmaniasis typical of |

nfantum infecthion before erative lcsions
visceralization dgea and a

Turkey (L mfantum)

11: Post Kala-Azar Dermal
leishmaniasis (PKDL), presenting

with peri-buccal macular erative scar
depigmentation h, shiny and
ndiG (L. donovam) o-mgn'.f'mpd
12: Leishmaniasis recidivans,

reactivation of infection in the

penpheral granulomatous scars

of previously healed CL

p s
swria (L. tropica)

13: Zosteriform cutaneous
leishmaniasis, multiple papules

resembling herpes zoster

rends Parasitol. 2014 Aug; 30(8): 412-422
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Pace D; Leishmaniasis. ] Infect. 2014 Nov;69 Suppl 1:510-8



Morocco

of Old World visceral leishmaniasis

’
. : aj p;& Geographic distribution of main species
£
v, £l
¢ Y * « Sporadic cases
> e [ ] Endemic area of L. infantum/L. chagasi
s [ Endemic area of L. donovani

o 7

‘ R I Hyperendemic area of L. donovani

Mexico Geographic distribution of main species
Guatemala of New World visceral leishmaniasis
El Salvador

+ Sporadic cases of L. infantum/L. chagasi
. [ Endemic area of L. infantum/L. chagasi
~ [ Hyperendemic area of L. infantum/L. chagasi

Clinical Infectious Diseases, Volume 63, Issue 12, 15 December 2016, Pages 1539-1557



MNumber of new VL cases
reported, 2016

Bl -1000
B so0-999
I 100- 4090
= <100
[

[ Mo autochthonous cases reported

[ Nodata
[ ] Matapplicable

Countries reporting
imported VL cases

Uganda - 58

France - 18

Turkey - 14

Napal - 10

Ethiopia - 9

Brazil - 4

Gaorgia - 4

Gresce - 2

Russian Federafion - 2
Romania - 1

9 000 ©

World Health
Organization
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Xpovoc enwaong VL

2 EBOopadec
+ETN

6 MNVEG

Murray H: et al; Lancet 2005; 366: 1561-77



KAIvIKEC ekONAwoOEIC V

Clinical manifestations Number of patients %

Hepatomegaly 633 98.0
Splenomegaly 632 97.8
Fever 628 97.7
Pallor 533 825
Increased lymph nodes 500 77.5
Increased abdominal volume 463 71.7
Weight loss 462 715
Long eyelashes 454 70.3
Dry hair 450 69.7
Asthenia 447 69.2
Anorexia 416 64.4
lower limbs edema 151 233
Cough 104 16.2
Diarrhea 102 144
Abdominal pain 80 124
Bleeding 67 10.4
Jaundice 90 13.9

IntechOpen



EpyaoTnpiaka eupngara VL

. Avaipia (dInnon kal kaTaoToAn JueAoU, algdAucon, onAnvikn
nayidguon, aidoPayokKuTTapIKn AEUPOICTIOKUTTAPWON)

. OpopuBonevia (0INONON KAl KATACTOAN HUEAOU, ONANVIKN
nayidguon, aidoPayokKuTTapIKn AEUPOICTIOKUTTAPWON)

. OudeTeponevia

. Ynepyapaopaipivaigia (dieyepon B Aeu@okutTapou)
. Au&nueva enineda Tpavoauivacwyv Kal XoAepubpivng
. YNoAeukwuaTivaipia

. AvTInupnVvika avTiowuaTta- Peupatosidng napayovracg

Kager PA, Rees PH ; Trop Geogr Med. 1986;38(4):371



Alayvwon Asiopaviaong

ZnAayxvikn Agiocpgaviaon

1. Biowia 10ToU (HUEAOC
TwV 00TWV, NNap,
' ; AEPQPADEVEC) YIa ANED
1. Bloyia Sepuatikig ”‘EIKpoqu)éxnonf "
BAaBng KAaAAIEPYEI, HOPIAKO
ENEYXO
2. Leishmania Abs
3. KaAAlEpyeia aipaTog,
HOPIaKOG EAEYXOC

AgppaTikn A€iogaviaon

BAEVVOYOVO-3EPHATIKN
Agiopaviaon
1. Biowia BAGBnNg

KEEATMNO, Clinical Infectious Diseases, Volume 63, Issue 12, 15 December 2016, Pages 1539-1557



EpyaoTnpiakn S1EpeUvVNON

V. What Laboratory Tests Should Be Used to Diagnose Leishmaniasis?

— Recommendations. I
MéiBodo1 ka1 Sokipe, Pu Eldiomra (%)
14. We recommend using multiple diagnostic approaches to

Mikpookomikr e6éraon’®  maximize the likelihood of a positive Leishmania result, 100

most sensitive assays for the diagnosis of leishmaniasis
(strong, moderate).

VIIl. What Is the Role of Serologic Testing in the Diagnosis of
Leishmaniasis?
Recommendations.

20. Serologic testing is recommended for persons with suspect-

ed VL in whom definitive diagnostic tests for the parasite

(microscopic identification, culture, and molecular tests for

parasite DNA) cannot be conducted or have negative results.

The sensitivity and specificity of serologic tests depend on the
assay and antigens used, as well as host factors. Serologic tests
cannot be used to assess the response to treatment. Antileish-
manial antibodies can be detected years after clinically suc-
cessful therapy in some persons (strong, moderate).

21. We suggest that tests for antileishmanial antibodies not be

performed as the sole diagnostic assay. Antibodies may be

undetectable or present at low levels in persons with VL

Aépua

who are immunocompromised because of concurrent HIV/

AIDS or other reasons. The potential for false-negative test
results [imits the utility of serologic assays in this setting

(weak, low).
22. Serologic testing is not reccommended as part of the diag-
nostic evaluation for CL. The currently available serologic as-

says are neither sensitive nor specific for the diagnosis of CL
(strong, moderate).

RECOMMENDATIONS FOR THE TREATMENT OF
CUTANEOUS LEISHMANIASIS

IX. In a Person With a Consistent Travel History and Compatible Skin
Lesion(s), Is It Necessary to Obtain Parasitologic Confirmation of the
Diagnosis of Leishmaniasis Before Starting Treatment?

Recommendation

23. After a careful diagnostic evaluation in which neither leish-
maniasis nor another diagnosis is confirmed, empiric

17. Leishmania skin testing is not reccommended or available in

the United States or Canada; there are no standardized, ap- 98
proved, or commercially available skin-test products in

North America (strong, very low).
KEEATINO, Clinical Infectious Diseases, Volume 63, Issue 12, 15 December 2016, Pages 1539-1557



No. of cases

HIV/VL
XapaKTnpIoTIKA agOsEVwV

900
808
800 4
TIH) “ . . .
CD4 count (cells’ul) No. and (%) of cases
600 - -
< 200 189 (92.0)
S0 200-499 59 (6.9)
=500 10 (1.2)
400 -
300 -
200 +
142
15
100 4
23 20 13 R ,
0 - . . —__ N s
Intravenous- Heterosexual Homosexual  Bisexual — Hacmophilia Blood Other Mother-to-
drug use transfusion child

UaAnsmission

Pintado V, Martin-Rabadan P, et al.; Medicine (Baltimore) 2001; 80:54



HIV/VL

Mop®n Asioyaviaong

No. and (%)
Clinical features of cascs
Visceral leishmaniasis (typical) 1126 (87.6)
Visceral leishmaniasis (atypical) 82 (6.4)
Cutancous leishmaniasis 61 (4.8)
Other 9 (0.7)
Mucocutancous leishmaniasis 4 (0.3)
Mixed 3 (0.2)

Pintado V, Martin-Rabadan P, et al.; Medicine (Baltimore) 2001; 80:54



HIV/VL
KAIVIKG XapaKTNPIoTIKA

Resides in
area where Amastigotes
_ HﬂouMmyw@T HIV/VL xapaktnpiCeral ano; on bone
Amastigote VL was infectio ou HB, PLT, marrow
Patient™ location diagnosed is endemic  cellsmm’ Fever Splenomegaly Hepatomegaly oellslmm mM/L  cells/mm’ smears
1 Stoma 6.9 97,000 Positive
2 Skin cl I_IG pomblgq K?\IVI Kgg EKﬁn)\w&lq I"‘IE txon Hm 73 493,000  Negative
3 Lung 1991 Yes 1500 5.0 71,000  Positive
4 Colon 1993 IO" Yes 2800 5.2 202 000 Positive
5 Duodenpm 1200 7.1 68,000  Positive
6 Colon 2 O | GTlgg-l Eq EysTO N I 0-6§:| q $VG I OE’ XVOTE QEC 1800 6.8 146,000  Positive
7 Colon 4000 79 145,000 Negative
8 Lung, esophagus 1994 No IO Yes No No 1600 88 265000  Positive
9 Stomach 1995 Yes 88 Yes No No 1800 55 149000  Positive
10 Duodenum 1995 Yes 1 Yes Yes Yes 1300 6.0 90,000 Positive
11 Duodenum 1996 Yes 15 Yes Yes No 6500 6.0 52,000 Positive
12 Duodenum 1996 No 19 Yes Yes Yes 2500 6.6 48,000  Positive
13 Colon 1996 No 10 No Yes Yes 1900 6.2 51,000  Negative
14 Colon 1996 No 6 Yes Yes Yes 1900 6.1 119,000  Positive
15 Lung 1997 Yes 15 Yes No No 3400 83 175,000 Positive

Note. HB, hemoglobin; PLT, platelets; PMN, polymorphonuclear neutrophils.
* Patients 3, 6, and 15 were found to have concomitant Cryprosporidium, Histoplasma capsulatum, and Pneumocystis carinii infections, respectively.

n= 91

Rosenthal E, et al; Clin Infect Dis 2000; 31:1093



HIV/VL
Alayvwon

No. and (%) of samples:

Source of smeared sample Checked Found posiuve Found negative
Bone marrow 1315 1127 (85.8) 188 (14.3)
Blood 244 110 (45.1) 134 (54.9)
Skin 81 71 (87.7) 10 (12.4)
Gastro-intestinal tract 39 37 (94.9) 2 (5.1)
Liver 43 33 (76.7) 10 (23.3)
Lymph node 27 14 (51.8) 13 (48.2)
Spleen 15 13 (86.7) 2 (13.3)
Pleural hiquid 11 11 (100.0) 0 (0.0)

Serological tests of VL are less accurate in HIV coinfected individuals

Pintado V, Martin-Rabadan P, et al.; Medicine (Baltimore) 2001; 80:54; van Griensven J et al, PLoS Negl Trop Dis. 2014 Aug; 8(8): €3023



HIV/VL
Nopeia

H cuAAoipwén HIV/VL xapakTtnpileTal ano:
1.2nuavTika XapunAOTEPA NOCOOTA iaong
2.YWnAOTEPA NOCOOTA UNOTPOMNNG

3.YywnAoTepn BvnTOoTNTA

Alvar J et al; Clin Microbiol Rev. 2008;21(2):334



Oepansia

 Cutaneous: Complex Disease * Mucosal * Visceral
o [Sodium Stibogluconate o Liposomal Amphotericin B ¢ Immunocompetent:
(Pentostam) or Meglumine (regimens vary) with total = Liposomal Amphotericin B
antimoniate (Glucantime)] 20 cumulative dose of 20-60 3 mg/kg IV once daily
mg/kg/day IV/IM x 20 days mg/kg (Trans R Soc Trop Med days 1-5 and days 14, 21
» Liposomal Amphotericin B 3 Hyg 108:176,2014) or (need 21 mg/kg total
mg/kg IV once daily days 1-5 Pentavalent antimony (Sb) dose). 40 mg/kg total
and 10 (J Am Acad [Sodium Stibogluconate dose for East African VL.
Dermatol 68:284, 2013) or daily (Pentostam) or Meglumine > Immunocompromised
on days 1-7 antimoniate (Glucantime)] 20 HIV/AIDS: '
 Cutaneous: L. braziliensis of any mg/kg/day IV or IM x 28 days or ’ ,
severity Amphotericin B 0.5-1 mg/kg IV ' ED é approlv:d rt;glme‘n-for
> [Sedium Stibogluconate daily or qod to total dose of 20- l.posoma MpHoEiein
(Pentostam) or Meglumine 45 mg/kg. B: 4 mg/kg daily on days
antimoniate (Glucantime)] 20 1-5,10, 17, 24,31 and 38
mg/kg/day IV/IM x 20 days (total of 40 mg/ kg)_.
> Liposomal Amphotericin B 3 = Reference: Curr Opin
mg/kg IV once daily days 1-5 Infect Dis 26:1, 2013.

and days 14, 21 or days 1-5 and
10 (J Am Acad Dermatol
68:284, 2013).
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¢ Visceral

» Cutaneous: Complex Disease > Miltefosine >45 kg 50 mg po

_ tid; 30-44 kg 50 mg po bid for
> Fluconazole 200 mg po daily x 6 78 days. Not FDA approved

weeks Data for L. major only.
o Ketoconazole 600 mg po daily
for 30 days. Data for L.

mexicana, L. panamensis, and L.

major.

© Miltefosine >45 kg 50 mg po
tid; 30-44 kg 50 mg po bid for
28 days. Not FDA approved
under 12 years of age or under
30 kg. 2.5 mg/kg/day (up to
150 mg maximum) in other
countries. for L. braziliensis, L.

guyanensis, L. panamensis only.

Limited data or experience
available.
= Amphotericin B 0.5-1 mg/kg IV

daily or qod to total dose of 15-
30 mg/kg

under 12 years of age or under
30 kg. 2.5 mg/kg/day (up to
150 mg maximum) in other
countries. Resistance to
monotherapy in India and parts
of Africa

> Standard_Amphotericin B 1

mg/kg IV daily x 15-20 days or
qod x 8 weeks (to total of 15-20
mg/kg)

o Pentavalent antimony (Sb)

[Sodium Stibogluconate

(Pentostam) OR Meglumine
antimoniate (Glucantime)] 20

(unless exposure was in Indian
subcontinent)

o Liposomal Amphotericin B 10

mg/kg IV on days 1 and 2) for
children with L. infantum in
Europe

Mucosal
- Efficacy of oral Miltefosine is
variable.
¢ Miltefosine >45 kg 50 mg po tid;

30-44 kg 50 mg po bid for 28
days. Not FDA approved under
12 years of age or under 30 kg.
2.5 mg/kg/day (up to 150 mg
maximum) in other countries.
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XXI. In Persons With Visceral Leishmaniasis, What Parameters Should
Be Used to Assess the Clinical Response to Treatment?
Recommendations.

55. Clinical parameters correlate well with parasitologic re-

sponses to VL treatment and should be used to monitor
the response (strong, low).

56. Parasitologic confirmation of response (such as by repeat
bone marrow aspiration for microscopy and culture after

treatment) is not recommended in a patient showing a timely

clinical response. Antibody levels fall but over many months
or longer (strong, moderate).

Clinical Infectious Diseases, Volume 63, Issue 12, 15 December 2016, Pages 1539-1557
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