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El VIH en el servicio de urgencias . . .
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Wallace MR, AIDS PATIENT CARE and STDs 2001; 15: 25
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Reason for HIV Patients Consultation to the Emergency
Department in the HAART Era (Barcelona, N = 445, 2014)
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Figure 1: Incidence of HIV patients consulting the ED.

Camon et al., J AIDS Clin Res 2014, 5:9
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‘Dlseases | Frequency Percentage (%)
Respiratory infection 135 30.3

'Neurologiccal disease ‘ 37 8.3 e rge N Cy

Fever 33 74
'SNC infection | 22 4.9 a—2016)
| 22
21

49
Digestive disease 47
'Abdominal infection | 20 45
Liver disease 19 _ 43

Osteomuscular disease

Cardiovascular disease 18 4.0
| Dermatological disease 18 4.0
‘Hematological disease 17 A 3.8
‘Onoologic disease 10 A 22
‘Constitutional syndrom | 22
| 18
16
1.3
13
1.3
1.1
1.1
0.9
0.9
0.9
0.7
0.7
04
100

'Y
o

Kidney infection
TSurgery

Pulmonary disease
‘Vascular disease
:Lymphadenopathy
‘Bone infection
Psychiatric illness
‘Gynecological disease

‘Kidney disease
Endocarditis
Endocrinological disease

‘Ophthalmological disease

N WWw s &0 000 O N @

Drugs overdose
TOTAL

5

Camon et al., J AIDS Clin Res 2014, 5:9
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La realidad aun en Colombia:
Estado CDC y recuento de CD4+ de los ingresos al Grupo VIHCOL, 2013 - 2017

Distribucién cohorte total etapa CDC al ingreso al centro por N=11280
ano de ingreso

HA "B mC

38% 38% 36% 34% 7/"357

439
39%

26% 28% 28%

5 . I I

2013 2014 2015 2016
Ao de ingreso

Distribucion valor CD4 al ingreso al centro total cohorte por afio de
ingreso
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Infecciones oportunistas en pacientes con VIH en el
hospital universitario de Neiva, Colombia. 2007-2012
N = 286

Tabla 1 Métodos diagnosticos y etiologia de infecciones oportunistas, HUHMP 2007-2012

N.° Dx Métodos diagnosticos Casos
documentados”®
(%)
Imagenes PCR Aspirado IN Cultivo LBA ADA Latex VDRL IN Mod  Biopsia
(%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
Toxoplasma 154 86 8 1 95
Micobacterias 92 60 3 17 2 12 5 1 100
Cryptococcus sp. 55 - 84 88
Pneumocystis jirovecii 43 14 81 95
Cryptosporidium sp. 27 100 100
Citomegalovirus 18 100 100
HSV 20 85 85
Treponema pallidum 17 100 100
Histoplasma capsulatum 16 32 38 25 95
Candida 102 3 3
Aspergillus sp. 1 100 100
Mycobacterium leprae 2 100 100
VPH 5 20 20

Infectio. 2015;19(2): 52-59
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Relevante en la historia clinica :

® Antecedentes de condiciones asociadas o no a SIDA
® Estado clinico general ( Estado nutricional, Karnofski, BMI )
® Estado de inmunosupresion :

- Conteo de células CD4+ ( > 200, <200, < 100, < 50)

- Hemograma : Linfocitos totales < 1200 / mm3

® Tratamiento antiretroviral :
® Inicio, duracién ( = Recuperacion inmune, SRI ).
* Medicamentos ( = Toxicidad, Rx alérgicas )

® Factores epidemiologicos :

* Epidemiologia local: TBC, criptococosis, histoplasmosis

Condiciones de higiene

® Convivencia con mascotas

Agua potable

Habitos sexuales: Pareja estable, uso de preservativo, contactos, etc.
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CD4 (cells/mn?)

|||||I|||'||I;.

HSV HZos Crp KS Cry Can PCP NHL Enc PML WS Tox CMVPCP2 MAC
Opportunistic iliness

Relacién conteo de CD4+ y presencia de infecciones oportunistas

Principles and Practice of Infectious Diseases . 5th Ed, 2015
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Por qué consulta un pacte seropositivo al servicio de urgencias ? . . .

VIH / SIDA
Tos Fiebre Cefalea o Diarrea
Disnea Déficit neurologico
Otras causas : - Brote

- Nauseas, vomito

- Alteraciones visuales
- Disfagia, odinofagia
- Ictericia

- Masa, adenopatias
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Tos
Disnea

Pneumocystis jiroveci
Neumonias bacterianas

Tuberculosis

Infecciones micoticas
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Fiebre prolongada

Tos seca

Disnea progresiva
Fatiga

Ausencia de derrames
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Fiebre prolongada

Tos seca

Disnea progresiva
Fatiga

Ausencia de derrames

Pneumocystis jiroveci - Diagnodstico

—

Induccion de esputo

Lavado broncoalveolar

Coloraciones de plata metenamina

PCR, B-2,3-glucano: Altamente prometedores
LDH - Solo una guia, sirve como seguimiento
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la Linea Alergia Falla Terapéutica
Trimetroprim-Sulfa Clindamicina + Pentamidina EV
Primaquina ?7?

Leve Moderada

pO2 > 70, PAFI > 250 p02 < 70, PAFI < 250
D(A-a) < 35 (a.a.) D(A-a) > 35 (a.a.)

TMS oral TMS EV = Oral TMS EV

(15 mg/Kg TMP ) (20 mg/Kg TMP)) + Esteroides

21d 21 d (40 BIDx 5 d
20BIDx5d
200D x 11 d)
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Tos
Disnea

Pneumocystis jiroveci
Neumonias bacterianas

Tuberculosis

Infecciones micoticas
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NEUMONIAS EN PACIENTES CON VIH/SIDA

Neumonias bacterianas ( NAC ) PCP
Str peumoniae ( B/mia 100 X )
H influenzae (5-6 X ) Bacterias
Salmonella Nocardia
Moraxella catarrhalis Pseudomonas - 2.3 %
Saureus (4.6 %) (CD4+<50)
Hongos
Mycoplasma
Chlamvdia Cryptococo
) y Histoplasma
Legionella Otros
Tuberculosis Virus

cCMVv
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Str pneumoniae

* No SpRP en neumonia en Colombia
* Tto con penicilina o ampicilina
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Haemophilus influenzae

* Tasa baja de productor de betalac-
tamasas
* Tto con ampicilina usualmente ok
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Nocardia asteroides
* Tto con TMS (15 mg/Kg/d) + meropenem x 3-4 sem,
luego TMS — 10 mg/Kg/d VO hasta 6 meses.
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Tos
Disnea

Pneumocystis jiroveci
Neumonias bacterianas

Tuberculosis

Infecciones micoticas
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Tuberculosis — Cuadro clinico

PRIMOINFECCION

REACTIVACION

TBC MILIAR ( DISEMINADA )

Cualquier CD4+
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T1BSrElesis “Ei5are clinico

PRIMOINFECCION

REACTIVACION

TBC MILIAR ( DISEMINADA )

CD4+ > 200
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T1BSrElesis “Ei5are clinico

PRIMOINFECC/ION
REACTIVACION

TBC MILIAR ( DISEMINADA )

CD4+ <200
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Tratamiento de tuberculosis en VIH

TB pulm TB disem.
multiS
1a Fase RIPEX 2 m RIPEX 2 m
20 Fase RIX4 -7/ m RIX /-m

Con HAART EEV 0 RAL + TIDE/FTC
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Tos
Disnea

Pneumocystis jiroveci
Neumonias bacterianas

Tuberculosis

Infecciones micoticas
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Neumonia cryptococcica: Tto: Fluconazol 6 AnfoB




El VIH en el servicio de urgencias . . .

- - ~ -_— - - S~ -_—

Cefalea
Alteraciones
neurologicas

* Toxoplasmosis

* Cryptococosis

* Tuberculosis
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TOXOPLASMOSIS

* 50-70 %delesonesfocalesen SN C
* 60 - 70 %son multiples
* Ganglics basales
* | dbulosfrontales
* | dbulos temparales
* Sustanca blanca o gris subcar tical

*TACwWRNM :
*M assensble
* | nfluye en actitud ter gpautica
* E n 6 casos documentados par bigosa:
*Par TA C:33nlesanes
1onlesdn unica
*PaRNM :6/6lesanesmultiples
*Sileson unicapar RN M 2 liinfama 70 %
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RESONANCOA MAGNETICA

L infana SN C
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TOXOPLASMOSIS

* Diagnasticoseradogico:

°* | gG (¥): A riexgo, nodiagncgtica

* 1 gG () :Nolaeduyapaopieneen arobD x
* | gM ( Suero) : Excasa utilidad
*1gGolgM enL CR : Sdo(+) en 30-60 %
*PCR enLCR:S=60-70% E =100%
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TOXOPLASMOSIS

* £/ dilema terapeutico en Cadambia:
-D isoonibilidad escasa de Sulfadiazina y P irimetamina
- N odisoonancsde A tovaquona
- M onatergpiacon TM S: falta de eMdencia sdida

* Qpdmes:
° dindamicina—600— 1200 mg cada 6 haras +?...
° A Zitramidna —500—- 1000 mg/d
° Jaritramidna— 1000 mg/d
° ?dindamicna+TM Sev. ..
° PESerddes. ..
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CRYPTOCOCOSIS

* A [tamentefrecuente en nuestromedio

* CD 4+ <100/ mm3

* Princpal manifestacon ( frecuentementela tinica ) :
cefalea.

* Fielre 60 %

*HTIC(75%) eslavariable prondstica determinante

* | nfiltrados pulmonares— 50 %
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CRYPTOCOCOSIS

T ipsdiagnogticos :

* Hemocultivos (+) = 50 — 60 %

* PL namal N OeduyeD x( 30 %)

* PL debeinduir manametria ( 70 %> 200 mmH g )
°* PL debeinduir A g Qypto( Senshil >90 %)

* Tintachina=60—-80 %

* SAo40 Y%tendran “M eningitis*

* Cultivascon vdumen delL CR 10al5cc 2 92 %
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CRYPTOCOCOSIS




El VIH en el servicio de urgencias . . .

CRYPTOCOCOSIS
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CRYPTOCOCOSIS

A pectas rdaantes en d mango:

°* A nfaeidnaB +FLU -800mg/dx2sam -2 2 Fluconazd ( 800x8 Ss)
* E/ switch se basa en la resouesta dinica dd padente
*5FC (100mgKg/d) enloposble acdera eterilizacion ad L CR .
* H TEC: Causalamartalidad primeras 2 sem
PL ewcuadarasdiariass Pr. A pertura>250 mmH g
D renar 20— 30cchasaP | Cdecderenamal
Si persste > Catéte peridural > D VP
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CRYPTOCOCOSIS

Induction
The following is recommended as the preferred induction regimen:

* For adults, adolescents and children, a short-course (one-week) induction regimen
with amphotericin B deoxycholate (1.0 mg/kg/day) and flucytosine (100 mg/kg/
day, divided into four doses per day), followed by 1 week of fluconazole (1200
mg/day for adults, 12 mg/kg/day for children and adolescents, up to a maximum
dose of 800mg daily), is the preferred option for treating cryptococcal meningitis
among people living with HIV (strong recommendation, moderate certainty
evidence for adults, low-certainty evidence for children and adolescents)

The following induction regimens are recommended as alternative options depending
on drug availability:
* Two weeks of fluconazole (1200 mg daily for adults, 12 mg/kg/day for children

and adolescents) + flucytosine (100 mg/kg/day, divided into four doses per day)
(strong recommendation, moderate-certainty evidence).

e Two weeks of amphotericin B deoxycholate (1.0 mg/kg/day) + fluconazole
(1200 mg daily for adults, 12 mg/kg/day for children and adolescents up to

a maximum of 800 mg daily) (strong recommendation, moderate-certainty
evidence).

Guidelines for the diagnosis, prevention and management of cryptococcal disease
in HIV-infectedadults, adolescents and children: WHO, 2018
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CRYPTOCOCOSIS

Consolidation

Fluconazole (800 mq daily for adults, 612 mg/kg/day for children and adolescents up
to a maximum of 800 mg daily) is recommended for the consolidation phase (for eight
weeks following the induction phase) (strong recommendation, low-certainty evidence).

Maintenance (or secondary prophylaxis)

Fluconazole (200 mg daily for adults, 6 mg/kg/day for adolescents and children) is
recommended for the maintenance phase (strong recommendation, high-certainty
evidence).

Note: a minimum package of pre-emptive hydration and electrolyte replacement and
toxicity monitoring and management should be provided to minimize treatment toxicity
during induction phase with amphotericin B containing regimens and flucytosine.

Guidelines for the diagnosis, prevention and management of cryptococcal disease
in HIV-infectedadults, adolescents and children: WHO, 2018
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Diarrea
Compromiso G.I.

* Bacterias

* Cryptosporidium
* C(Cistoisospora

* Ciclospora

* Microsporidium

* Citomegalovirus

* QOtras parasitosis
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Manifestaciones Gl en SIDA

llustracion Sitio anatomico Clinica D)'¢ Patdogeno / Tx
> Bl/- Delgado y colon  |Diarrea aguda, Cultivo MF Salmonella, Shigella,
disenteria, Salmonella: C jejuni
Fiebre Hemocultivo Ciprofloxacina,
Ceftriaxona
I. Delgado, Diarrea oleosa Visualizacidon Giardia lamblia
duodeno Aguda o Cronica directa Metronidazol
Nitazoxanida
Albendazol
. - . MAC
Igado y Diarrea cronica, Cultivo MF
n, h/gaﬁo, llé\\ﬂa/ab.so;aon, Igelrgoa;\lﬂnc\)/o Macrélido + ETB +
“b, ganglios ne.m/a, euco- ultivo RIOE TG0
penia + Amikacina
Esofago, Diarrea cronica Colonoscopia + CMV

estomago, .

| Delgado, colon,
| recto, retina,
ulmon

Acuosa,
hemorrdgica

biopsia +
Inmunohistoquimic
a

Ganciclovir EV o
valganciclovir oral
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Manifestaciones Gl en SIDA

llustracion Sitio anatomico Clinica D)'¢ Patdogeno / Tx
I. Delgado Diarrea acuosa, Tincion BAAR Cryptosporidium
abundante, 14— 6pu lbarvum
N&V, Biopsia Nitazoxanida +
Dolor abdominal \wright no inflam  |HAART+Azitrom
|. Delgado Diarrea acuosa Tincion BAAR Cystoisospora belli
Aguda o Crdnica 20-30u TMS-F 2 BID 6
) w Fiebre rara/. Wright neg. 1TID
v T J& | Nitazoxanida
= - ) , . Microsporidiosis
. I. Delgado Diarrea acuosa, Tincion tricromo . N
. . R S (E.Bieneusii, E.
. Sinusitis, cole- Tincion BAAR . ..
> i —— intestinalis)
TGRS CIStts = H Albendazol
PR A a0
™ o /- Delgado Diarrea cronica Tincion BAAR Cyclospora

Formas circulares

TMS-F QID
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Sn Reconstitucion inmune

Histoplasmosis

Cryptosporidiasis

Retinitis por CMV

Con respecto de las
Otras . ..
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Sn Reconstitucion inmunée

25 % pts en Tto ARV
Exacerbacion inflamatoria
paradaojica o puede
simula I.O. asociada
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Histoplasmosis
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HIStoplasmosS

Problema Dx:
- Baja sospecha

- Oportunidad del Ag
- Cultivos suboptimos

Problema terapéutico:
- Pobre pronostico
- AnfoB liposomal 2> 2>
ltraconazol
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Retinitis por CMV
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Retinitis por CMV

Grandes dramas:

- Sin pruebas confirm.
- Sin antivirales:
- Cidofovir
- Foscarnet
- Formiversén
- Sin catéteres
permanentes
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Compromiso extraocular por CMV ( Colitis )




IRIS ( Immune reconstitucién inflamatory syndrome )

Presentaciones atipicos de tuberculosis

Meintjes G., et al. Lancet Infect Dis 2008; 8: 516-23




IRIS paraddjico en pacientes con VIH iniciados en TARV
después de infeccion oportunista trazadora de SIDA
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* 196 pacientes con 260 IOs,

* Incidencia acumulada a 1 ano:
29% (12/41) >KS,
16% (4/25) > tuberculosis,
14% (1/7) > Cryptococcus,
10% (1/10) > MAC,
4% (3/72) > PCP.

Achenbach CJ., et al. Clinical Infectious Diseases 2012;54(3):424-33



IRIS ( Immune reconstitucién inflamatory syndrome )

Tuberculosis asociada a SIRI:
Definicion de caso para paises con recursos limitados

Dx de TBCy Reaccion
tratamiento antes . paraddjica

N IO paraddéjica

de TAR <3m. asociada a SIRI

“Desenmasca- IO asociada a TARV

ramiento” de IO 6 desenmascarada
activa asociada a SIRI

Sin tratamiento
antiTBC al inicio de &=
TAR

Meintjes G., et al. Lancet Infect Dis 2008; 8: 516—-23




Alta mortalidad temprana en pacientes bajo TARV
( N = 559 pts sin tto previo 3 anos de TARV en Uganda )

85% CI  eRae
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Figure 1. All-cause mortality incidence rates (95% confidence interval
[CI]) during the first 36 months of antiretroviral treatment, showing highest
rates per 100 person-years at risk (PYAR) during the first 3 months after
highly active antiretroviral therapy (HAART) initiation.

Castelnuovo B., et al. Clinical Infectious Diseases 2009; 49:965-72



IRIS: Baja mortalidad
(N = 559 pts sin tto previo 3 anos de TARV en Uganda )
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mHIV related [ Non-HN related Toxicity HIV related IRIS

Castelnuovo B., et al. Clinical Infectious Diseases 2009; 49:965-72



IRIS en pacientes con TBC: Estudio SAPIT

Probability of IRIS

—— Early integrated treatment group
Late integrated treatment group
Sequential treatment group

Early: within 4 weeks of TB Tx start

Sequential: within 4 wks after

I
12

Months After Randomization

IRIS Events/Patients in Follow-up (Deaths; Withdrawals)

Early integrated
treatment

Late integrated
treatment

Sequential
treatment

214

215

40/156
(4; 14)

42/145
(7; 20)

6/188
(1; 20)

0/196
(3; 14)

14/167
(5; 29)

1/179
(12; 21)

42/138
(9; 25)

42/141
(8;23)

17/143
(11; 44)

16/153
(9;37)

14/130
(31; 38)

6/152
(20; 35)

Kogieleum N., et al. Ann Intern Med. 2012;157:313-324.

7B Txlend

15

43/131
(9; 31)

17/139
(12; 47)

15/121
(32; 45)

I
18

43/121
(12; 38)

18/128
(14; 55)

19/110
(33; 51)




IRIS en pacientes con TBC: Estudio SAPIT
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Table 3. IRIS Severity, by Study Group

Variable

Patients with IRIS, n

Grade 3 or 4 IRIS, n (%)*

Hospitalization for IRIS, n (%)

Received steroids for IRIS, n (%)

Complete resolution of IRIS without sequelae, n (%)
Median time to RIS resolution (IQR), d
IRIS-associated deaths, n (%)

Median time to IRIS from ART initiation (IQR), d
Median CD4" count (IQR), x 10° cells/L

Early Integrated Treatment
Group

43
15 (35)
18 (42)
4 (9)
38 (88)
70.5 (42 to 151)
2 (5)
17.5 (10 to 30)
0.101 (0.036 to 0.172)

Late Integrated Treatment

Group

18

4 (22)
4 (22)
1(6)

18 (100)

34.0 (24 t0 118)

0

17 (14 to 28)

0.117 (0.045 to 0.342)

Sequential Treatment
Group

19
3(16)
1(5)
3(16)

16 (84)

23.5 (11.5 to 40.5)

0

28 (14 to 44)

0.132 (0.033 to 0.251)

Kogieleum N., et al. Ann Intern Med. 2012;157:313-324.



Uso de prednisona en pacientes VIH+
con SIRI asociado a TBC

PR

Estudio doble ciego aleatorizado controlado con placebo

*n =109, Prednisona: 55, plac: 54. 64% — Mujeres. Mediana edad: 32 a.

* Prednisona = 1.5 mg/kg/day (2 sem) luego 0.75 mg/kg/day (2 sem). Seguimiento
por 12 sem.

* CD4+ antes de TARV = 53 céls/uL, alingreso al estudio =116
* Mediana - dias de hospitalizacion: 1 vs 3 ( p = 0.05).

* Muertes: 3vs 2 (p=0.7).

* Efectos colaterales de esteroides: 9 vs 3 ptes (p = 0.07).

* Infecciones severas: 2 vs 4 (p = 0.4).

* Mejoria en puntaje de 5 puntos sobre sintomas a 2 sem (p = 0.003).

Meintjes G., et al. CROI 2009, Montreal. Abstract 34.




Prednisone for the Prevention of Paradoxical Tuberculosis-

Associated IRIS

(40 mg/d x 2 wks, then 20 mg/d x 2 wks or placebo)

A Cumulative Incidence of TB-Associated IRIS at 12 Weeks B Cumulative Incidence of TB-Associated IRIS over 84 Days
1.0+
Hazard ratio, 0.61 (95% Cl, 0.41-0.92)
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Figure 2. Cumulative Incidence of Paradoxical TB-Associated Immune Reconstitution Inflammatory Syndrome (IRIS).

Panel A shows the cumulative incidence of the primary end point of paradoxical TB-associated IRIS at 12 weeks. If paradoxical TB-asso-
ciated IRIS had not developed before a patient died, withdrew, or was lost to follow-up, the patient was considered not to have had the
syndrome. Panel B shows the cumulative incidence of TB-associated IRIS over 84 days. Diagnosis of TB-associated IRIS was determined
according to the International Network for the Study of HIV-associated IRIS criteria.’* Day 0 is the day ART was initiated.

Meintjes G, et al. N Engl J Med 2018; 379:1915-1925



Inicio pronto y rapido de TAR

All Patients
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The INSIGHT START Study Group. N Engl J Med 2015; 373:795-807 The TEMPRANO Study Group. N EnglJ Med 2015; 373:808-822




Tuberculosis associated immune reconstitution
inflammatory syndrome in patients infected with

HIV: meningitis a potentially life threatening
manifestation —

n ~na A~ a g A~ T r . sl ra
Upasna Agarwal’ , Amitabh Kumar', Digamber Behera

514 pacientes
13 (12.6%) desarrollaron IRIS asociada a TBC

Presentaciones: 11 / 15 con IRIS leve o moderado.
* Linfadenopatias nuevas (n = 3),
* Aumento de tamano de linfadenopatias existentes (n = 3),
* Deterioro de lesiones pulmonares (n = 2),
* Nuevo derrame pleuras (n=1)

* Fiebre alta prolongada (n = 2).
Cuatro pacientes 2 Meningitis TBC asociada a IRIS
( mediana de 15 dias de inicio de TARV ), > 35 anos (P = 0.03), sin diferencias en
CD4, duracion de tto antiTBC previo al inicio de TARV o el resultado de la TBC.
8 (62%) pacientes = Recuperacion completa
5 (38%) con TB-IRIS murieron, 3 de los cuales tenian meningitis.

Agarwal et al. AIDS Research and Therapy 2012, 9:17




Tiempo de inicio de TARV en meningitis TBC

asociada a VIH
e —— e ———

* 253 pacientes aleatorizados:

* 127 —Brazo de inicio de TARV inmediato ( con tto antiTBC)

* 126 — Brazo con TARV diferido ( 2 meses despues )

* Tto antiTBC — tetraconjugado convergs
\YA

* TARV: AZT + 3TC + EFV (800 mg con RIF, ¢

* Murieron 76 y 70 pacientes en cada
seguimiento.

* Mayor tasa de EAs grado 4 en el braz

* 61vs47 pctes(p=0.03)

A - All patients

TAR diferido

TAR inmediato

Survival probability
000 025 050 075 1.00

1 T 1T
0 3 6 9 12
Months since randomization

No. at risk
Immediate ART 127 59 46 38 17
Deferred ART 126 63 48 40 18

Estee-Torok, M., et al. Clinical Infectious Diseases 2011;52(11):1374-1383




Tiempo de inicio de TARV en meningitis TBC
asociada a VIH (Vietnam, n= 253)

A

|

|

Survival probability
000 025 050 075 100
1

A - All patients

Survival probability
000 025 050 075 1.00

B - TBM grade |

O —

NO. at nsk
Immedate ART 127
Deferred ART 126

Survival probability
000 025 050 075 1.00

NoO 3t nsk
immecate ART 52
Deferred ART 46

—
0 3

T T 1
3 6 9 12

Months since randomization

No. at risk

Immediate ART

Deferred ART

59 46 38
63 a8 40

C - TBM grade Il

HR=1.66; 95% Cl, 1.07-2.57;
P=.02 vs TBM grade |

TAR diferido x 2 m.

TAR inmediato

Survival probability
000 025 050 075 1.00

T T
6 9
Months since randomization
No M risk
mmediate ART 34
Deferred ART 40

24 15
24 16

T T T
3 6 9
Months since randomization

25 21 19
28 21 18

D - TBM grade Il

HR=3.42; 95% Cl, 2.29-5.33;
P=.001 vs TBM grade |

3 6
Months since randomization

10 5
1" 8

Baseline TBM disease grade was a strong independent predictor for death (HR for TBM grade Il, 1.66; 95% Cl, 1.07-2.57; P=..
02 compared with TBM grade I; HR for TBM grade lll, 3.42; 95% Cl, 2.29-5.33; P = .001 compared with TBM grade )

Estee-Torok, M., et al. Clinical Infectious Diseases 2011;52(11):1374-1383
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Integrase Inhibitors are an Risk Factor for IRIS: an ATHENA-Cohort Study

Incidences of both forms of IRIS:

INI n-INI Total
(N=69) (N=300) (N=369)

Type IRIS
IRISerency, N(%) 13(19) 27 (9) 40(11)
IRIScumacar, N(%) 13(19) 20(7) 33(9)
Total, N (%) 26 (38) 47 (16) 73 (20)

OR IRISFRENCH: 230 (950/0 Cl1.14 - 483)
OR IRIS¢nicaL: 3.25 (95% CI 1.53 - 6.91)
OR IRIStotaL: 3.25 (95% CI 1.83 - 5.80)

Cox regression analysis:

lR'S‘REN(H‘(UNl(AL lRlSFﬁ[N(N

HR (95% Cl), p-value HR (95% Cl), p-value
Use of INI 2.69 (1.63-4.44), 0.0001 2.62 (1.35-5.10), 0.0045
Female gender 1.64 (0.97-2.78), 0.067 -
Diagnosed with CM 3.71(1.55-8.88), 0.0033 11.6 (4.77-28.3), <0.0001
Diagnosed with MAC 2.46 (1.04-5.84), 0.041

Diagnosed with CMV 2.25 (1.06-4.79), 0.035 4.23 (1.84-9.74), 0.0007

INI = integrase Inhibitor, CM = Cryptococcal Meningitis, MAC = Mycobacterium Avium Complex,
CMV = CytoMegalo Virus.

Wijting |, et al. CROI 2017, Feb 13-16, Seattle, Abstr 731



Initiation of ART based on Integrase Inhibitors increases the risk of IRIS

Characteristics at ART initiation and evolution compared between patients receiving INSTI

{INSTI+) and patients not receiving INST| (INSTI-).

ART with INSTI ART without INSTI
N=398 N=1889
IRIS Cases, N(%) 12 (3.0) 29 (1.5) 0.05
OR [95% CI] 1.99 [1.09-3.47) Ref. 0.04
IRIS related to M. tuberculosis 5 (42%) 7 (58%) 0.81
M. avium 2 (20%) 8 (B0%
Progressive Multifocal Leukoencephalopathy 1(16.7%) 5 (83.3%)
CMV 2 (40%) 3 (60%)
Kaposi sarcoma 2 (50%) 2 (50%)
C. neoformans 0 1
Toxoplasmosis 0 2
Hepalitis B ] 1

Dutert M, et al. CROI 2017, Feb 13-16, Seattle, Abstr 732



Efficacy And Safety Of Dolutegravir-based Regimens In Advanced HIV/AIDS, Italy.

Figure 1. AIDS-defining events according to ART-regimens
(n=178 in 120 patients)
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Figure 3. HIV-1 RNA<50 cps/mL had been achieved in 95/132 (72%)
patients on ART with DTG and in 92/140 (66%) patients on ART
without DTG

100%

- 91% 809,
£ 90% B1% 80% 7804
- 80% 7%
s E
. ‘o 60%
£2 60% 55%
ﬁ 3 s0%
5o 40% | 36%
cd 30%
TE a0u AL
2
o 10%
a DII("__‘ +
1 month 3 months 6 months 12 months 24 months
Time of follow up
BART with DTG ® ART without DTG
with DTG 36/100 59/98 BE/B4 56/69 31034
without DTG 18107 55/100 7688 75/96 5157

- Multicenter retrospective cohort, Italy.
- IRIS was reported in 13/272 (5%) AIDS-presenters:
*5/132 (4%) among patients on DTG-based regimens

45 *8/140 (6%) among those without DTG-based regimens

HIV Drug Therapy, Glasgow 2018, P139



NAMSAL: DTG- vs EFV 400 mg in Treatment-Naive Patients

in Cameroon

= Multicenter, randomized, open-label phase Ill noninferiority trial

Stratified by HIV-1 RNA at screening, site Wk 48
Primary Endpoint
1 +
DTG 50 mg QD + 3TC/TDF
ART-naive adultswith =" (n=310) iy
HIV-1RNA > 1000 copies/mL ollow-up
(N=613) \ through 96 wks
EFV 400 mg QD + 3TC/TDF

(n = 303)

* Primary endpoint: HIV-1 RNA < 50 copies/mL at Wk 48 (FDA Snapshot)

— Noninferiority tested with 10% margin

Slide credit: clinicaloptions.com

Cournil. Glasgow 2018. Abstr 0342.



NAMSAL: Efficacy at Wk 48 (FDA Snapshot)

——— SRS BCDIEEer  Elie
HIV-1 RNA < 50 ¢/mL (virologic success), n (%) 231 (74.5) 209 (69.0) 5.5(-1.6t0 12.7)
HIV-1 RNA < 200 ¢/mL/< 1000 ¢/mL, % 89.0/91.9 83.5/86.5 --
HIV-1 RNA > 50 ¢/mL (virologic failure), n 62 70 --

= D/c for death 6 -

= D/cother reasons (LTFU, withdrawn)
HIV-1 RNA < 50 ¢/mL by BL VL, n/N (%)

= HIV-1 RNA < 100,000 c¢/mL

= HIV-1 RNA

= HIV-1 RNA

123/200 (61.5) 4.7 (-4.6 to 14.0)
55/95 (57.9) ==

= AEs: DTG 119 7400 8%; AIDS-defining events: DTG 8% vs EFV 400 10%

" Virologic failure (HIV-1 RNA > 1000 ¢/mL) observed in 19 pts; emergent resistance in
0/3 DTG failures vs 9/16 EFV 400 failures

Slide credit: clinicaloptions.com

Cournil. Glasgow 2018. Abstr 0342.



DTG vs EFV-400mg for initial treatment in Cameroon- 48wk results,

NAMSAL Trial

HIV RNA suppression at Week 48 (ITT)

S 100 -
o 91.9% <1000 copies/mL ,
n 86.5% <1000 copies/mL
3 80 - 89% <200 copies/mL TR ™
E_ 83.5% <200 copies/mL
s | . o
g 60 H 69% <50 copies/mL
=
o¢ 40 ~
=
< 20 4
EE

o

TDF/3TC/DTG (n=310) TDF/3TC/EFV (n=303)
I -1V RNA <50 copies/mL I 50-200 copies/mL. 200-1000 copies/mL

HIV Drug Therapy, Glasgow 2018 Oct 28-31, 0342



DTG vs EFV-400mg for initial treatment in Cameroon- 48wk results,

NAMSAL Trial

e ——————————
Secondary outcomes

TOF/3TC + DTG TDF/3TC + EFVA00

(N=310) (M=303)
Achmena Pemntx (%] 34{11%) Virological failure > 1000copies/mL (WHO) and resistance
AIDS Defining Events n(%) 25 (8%) 2

No treatment interruptions due

HIV RNA> 1000 ¢/mL

n=19 \\

W

Genotypic resistance testing

Baseline R Baseline Rn=6/16

n=0/3 - L« EFVRn=5; 3TC + TOF + EFV R n=1
At virological failure and

At virological failure R susceptible at baseline:

n=0/3 EFV R n=3
3TC+EFVR n=3
EFV +TDF + 3TCR n=3
Susceptible n=1

HIV Drug Therapy, Glasgow 2018 Oct 28-31, 0342




El VIH es y seguira siendo una causa frecuente de consulta en
nuestros servicios de urgencias.

... tanto por infecciones oportunistas como por causas no
relacionadas a SIDA

El enfoque, en lo posible, debe ser hacia establecer diagndstico,
no empirico.

IRIS es frecuente, pero no severo, no resulta en mortalidad
No iniciar TAR pronto, si resulta en mayor mortalidad
... excepto en meningitis por criptococo y por tuberculosis

TAR idealmente basada en INSTIs, pero EFV ok si no hay
contraindicaciones

Muchas gracias




