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AIDS	events	s/ll	account	for	nearly	50%	of	
deaths	in	the	HIV	popula/on	

Yin	Z,	et	al.		HIV	in	the	United	Kingdom	2014	Report,	PHE			



Late	diagnosis	is	sHll	a	major	issue	

Yin	Z,	et	al.		HIV	in	the	United	Kingdom	2014	Report,	PHE			



ADIs	and	OIs	–	not	just	a	problem	of	
late	presentaHon	



Incidence of AIDS-Defining Events 
After Initiation of cART 

ART-CC: d’Arminio Monforte et al. Arch Intern Med. 2005 
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Managing	OIs	and	prophylaxis	



Empirical	Rx	or	biopsy?	



Managing	CNS	mass	lesions	–	a	
neurosurgeon’s	perspecHve	

Henderson,	et	al	(J	Neurosurgery	2016)		



Key	emerging	issues	

•  Timing	of	cART	in	the	context	of	Ois	
– CNS	vs.	non-CNS	OIs	
– Focus	on	TB	meningiHs	and	cryptococcal	
meningiHs	

•  Pre-empHve	therapy	to	prevent	morbidity/
mortality	
– Cryptococcal	meningiHs	
– CMV	end-organ	disease	



When	should	we	start	ARVs	in	the	context	
of	an	OI	



IRS	–	the	key	issues	



Risk	of	IRS	and	IRS	associated	deaths		

Lancet	ID,	2010:	10:	251		



ACTG	5164:	Improved	outcomes	with	immediate	
ART	during	acute	OI	

•  92%	treatment	naïve	
–  Median	baseline	CD4+	cell	count		

29	cells/mm3;	HIV-1	RNA	5.07	
log10	copies/mL	

•  OIs	with	effecHve	anHmicrobial	
therapy	only:	PCP,	bacterial	
infecHons,	cryptococcal	disease,	
MAC,	toxoplasmosis	

•  Median	duraHon	from	start	of	OI	
treatment	to	iniHaHon	of	HAART	

–  Immediate	group:	12	days	
–  Deferred	group:	45	days	

•  Week	48	virologic	outcomes	similar	between	
groups	

•  Safety	and	incidence	of	IRIS	similar	between	
groups	
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Adapted	from:	Zolopa	A,	et	al.	CROI	2008;	Abstract	142	



Timing	of	IniHaHon	of	ART	for	
PaHents	with	TB	and	HIV	

SAPIT	trial	
–  Concurrent	TB	and	HIV	treatment	reduces	mortality	
–  Improved	survival	in	paHents	with	high	or	low	CD4	counts	

CAMELIA,	STRIDE,	and	SAPIT	trials	
–  StarHng	ART	within	2	weeks	of	TB	treatment	may	reduce	risk	of	

mortality	or	AIDS-defining	illnesses	
–  Benefit	seen	among	those	with	CD4<50	cells/mm3	

Abdool Karim S et al. (2010) NEJM 362: 697; 
NEJM (2011) 365 – Blanc et al., Havlir et al., Abdool Karim 

et al.



When	to	start	HAART	in	TB/	HIV		

BHIVA	TB-coinfecHon	Guidelines,	2011	

CD4 count, cells/μL When to start HAART

<100 As soon as practical 

100–350 

As soon as practical, but can wait 
until after completing 2 months TB 
treatment especially when there are 
difficulties with drug interactions, 
adherence  and toxicities 

>350  At physician discretion 



TB	MeningiHs	–	Vietnam	RCT	

Torok,	et	al.		CID	2011;	52:	1374	



TB	meningiHs	–	the	Vietnam	experience	

Torok,	et	al.		CID	2011;	52:	1374	





COAT	–	overall	survival	

Boulware	et	al.	NEJM	2014;	37:	2487	



Only	significant	predictor	of	mortality	



RetrospecHve	review	of	European/USA	
cohorts	–	early	vs.	deferred	ART	

Ingle,	et	al.	CROI	2015,	P837	



RetrospecHve	review	of	European/USA	
cohorts	–	early	vs.	deferred	ART	

Ingle,	et	al.	CROI	2015,	P837	



Results	not	consistent	across	studies	



What	have	we	learnt	about	Hming	of	
cART	in	CNS	OIs	

•  TB	MeningiHs	
–  OpHmal	Hming	of	cART	not	clear	
–  Vietnam	study	–	high	mortality	irrespecHve	of	early	vs.	deferred	cART	

AND	increased	SAEs	in	the	early	treatment	arms	
–  Does	recommended	use	of	corHcosteroids	prevent	serious	IRS	related	

morbidity	in	early	cART?	

•  Cryptococcal	meningiHs	
–  2-4	weeks	seems	opHmal	
–  Need	to	define	sub-groups	most	at	risk	with	early	cART	(?high	

uncontrolled	pressure,	low	CSF	wcc,	slow	anH-fungal	response)	

•  Toxoplasmosis	
–  No	(liole)	data	–	but	early	(within	2	weeks)	seems	appropriate	

•  PML	
–  Early	cART	recommended	



Cryptococcal	meningiHs	–	the	burden	
of	disease	

Sloan	and	Parris,	Clin	Epidemiol	2014;	6:	169	



Incidence of AIDS-Defining Events 
After Initiation of cART 

 
ART-CC: d’Arminio Monforte et al. Arch Intern Med. 2005 

Period	A?er	Star/ng	HAART	(mo)	

In
ci
de

nc
e	

(p
er
	1
00
0	
pe

rs
on

	y
ea
rs
)	

Period	A?er	Star/ng	HAART	(mo)	

0 
5 

10 
15 
20 
25 

						0-3											4-5									7-12							13-24						25-36	

Mycobacterium	avium	Disease	

0 
5 

10 
15 
20 
25 

						0-3											4-5									7-12							13-24						25-36	

Kaposi’s	Sarcoma	

In
ci
de

nc
e	

(p
er
	1
00
0	
pe

rs
on

	y
ea
rs
)	

0 
5 

10 
15 
20 
25 

Period	A?er	Star/ng	HAART	(mo)	
						0-3											4-5									7-12							13-24						25-36	

Pneumocys2s	jiroveci	Pneumonia	

In
ci
de

nc
e	

(p
er
	1
00
0	
pe

rs
on

	y
ea
rs
)	

0 
5 

10 
15 
20 
25 

Period	A?er	Star/ng	HAART	(mo)	
						0-3											4-5									7-12							13-24						25-36	

Cytomegalovirus	Disease	

In
ci
de

nc
e	

(p
er
	1
00
0	
pe

rs
on

	y
ea
rs
)	



Principals	of	pre-empHve	therapy	
•  End	organ	disease	–	high	morbidity/mortality,	difficult/

expensive	to	treat,	and	appears	pre-/peri-cART	iniHaHon	
–  8-26%	of	paHents	in	sub-Sharan	Africa	die	within	one	year	of	
starHng	cART	

–  20%	associated	with	cryptococcal	meningiHs	
–  Typically	occurring	4-6	weeks	post	cART	in	paHents	with	CD4	
<100	

	
•  Biomarker	that	predicts	development	of	disease	

–  A	posiHve	serum	CrAg	–	HR	3.2	(	1.5	–	6.6)	for	death	
–  A	negaHve	serum	CrAg	has	100%	negaHve	predicHve	value	for	
development	of	cryptococcal	meningiHs	

Jarvis,	et	al.	JAIPAC	2012;	11:	374		



Clin	Infect	Dis	2010;	51:	448		



Cost-effecHve	

Meya,	et	al.	Clin	Infect	Dis	2010;	51:	448		



Screening	and	pre-empHve	Rx	
algorithm	

Jarvis,	et	al.	JAIPAC	2012;	11:	374		



CMV		

CMV	
reHniHs		

CMV	uveiHs		

ColiHs		 Meningo-
encephaliHs		

HepaHHs		

PneumoniHs		



Peripheral	blood	and	CMV	viraemia	
predicts	development	of	re/ni/s	

Bowen,	et	al.	AIDS	1997;	11:	889	



CMV	viraemia	–	an	independent	
predictor	of	death	and	AIDS	

Deayton,	et	al.	Lancet	2004;	363:	2116				



CMV	viraemia	and	end-organ	disease	
in	solid-organ	transplant	recipients	

Cope,	J	Med	Virol	1997;	52:	200			



CMV	viraemia	usually	resolves	
following	cART	

	

Deayton	et	al.	AIDS	1999;	13:	1203	-	1206			



ACTG	5030	study	–	pre-empHve	VGC	

•  Trial	terminated	early	
•  Too	few	events	to	jusHfy	

conHnuing	

•  Note:	majority	already	on	
cART	
–  Many	viraemic	and	low	
CD4	counts	because	of	
failing	regimens	

–  High	mortality	associated	
with	non-CMV	AIDS	events	

Wohl,	et	al.	HIV	Clinical	Trials,	2009;	10(3):	143		



Mizushima,	et	al.		PLOS	one	2013;	8(5):	e65348		



CMV	pre-empHve	therapy	

Mizushima,	et	al.		PLOS	one	2013;	8(5):	e65348		



Pre-empHve	therapy	

•  Well-established	for	mTB	(Isoniazid	chemo-
preventaHve	therapy)	

•  Increasing	adopHon	of	CrAg	screening	and	pre-empHve	
fluconazole	therapy	for	paHents	with	CD4	<100	

•  Managing	asymptomaHc	CMV	viraemia	is	a	bit	more	
difficult	
–  Early	effecHve	cART		and	careful	monitoring	for	CMV-EOD		
– May	be	effecHve	for	paHents	with	added	immune	
suppressive	therapy	

–  ?viral	load	cut-off	
–  ?regimen	and	length	of	therapy	



Conclusions	

•  OIs	remain	significant	contributors	to	
morbidity	and	mortality	in	HIV+	paHents	

•  Prophylaxis	and	effecHve	treatment	are	
essenHal	knowledge	

•  cART	is	beneficial	
– Timing	may	be	different	in	CNS	vs.	non-CNS	OIs	

•  Pre-emoHve	therapy	may	be	beneficial	for	
some	OIs	



Ques/ons?	


