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30	
  years	
  of	
  HIV	
  	
  
	
  

25	
  years	
  of	
  HIV	
  in	
  Estonia	
  

2013	
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2013	
  

35	
  million	
  HIV+	
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Deaths	
  1970-­‐2013	
  

35	
  million	
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1939-­‐1945	
  	
  	
  	
  	
  	
  	
  WWII 	
   	
  	
   	
   	
   	
   	
   	
   	
   	
  	
  	
  	
  	
  	
  	
  50-­‐80	
  million	
  

MMaimets14 UNAIDS	
  Global	
  Report	
  2013	
  

New	
  Cases,	
  Global	
  
2.3	
  million	
  (2011	
  2.5	
  million)	
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New	
  Cases	
  WHO	
  European	
  region	
  

ECDC	
  HIV/AIDS	
  surveillance	
  in	
  Europe	
  2011	
   MMaimets14 

Major	
  issues	
  

•  unsteady	
  poliAcal	
  commitment	
  

•  low	
  tesAng	
  rate	
  

•  late	
  treatment,	
  deaths,	
  orphans	
  

•  loss	
  to	
  follow-­‐up	
  

MMaimets14 

Effects	
  of	
  cART	
  

•  normalises	
  immune	
  funcAon	
  (opportunisAc	
  
inecAons,	
  cancers)	
  

•  reduces	
  inflammaAon	
  and	
  associated	
  organ	
  
damage	
  (inflammageing)	
  

•  prevents	
  HIV	
  transmission	
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25	
  years	
  of	
  HIV	
  in	
  Estonia	
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25	
  years	
  of	
  ART/cART	
  

•  1988 	
   	
   	
   	
   	
   	
  1	
  
•  dec	
  2006 	
   	
   	
   	
  495	
  
•  dec	
  2008 	
   	
   	
   	
  1026	
  
•  dec	
  2011 	
   	
   	
   	
  2156	
  
•  apr	
  2014	
   	
   	
   	
   	
  2852	
  
•  dec	
  2014	
  prognosis	
  3200	
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•  120	
  HIV+	
  pregnancies/year	
  
•  1.	
  HIV+	
  child	
  in	
  2000	
  
•  2014:	
  52	
  	
  
•  1	
  lady	
  has	
  3	
  HIV+	
  kids	
  
•  4	
  deaths	
  

Mother-­‐to-­‐child	
  transmission	
  1-­‐2%	
  

MMaimets14 

cART	
  in	
  Estonia	
  

MMaimets14 

Costs	
  

	
  
•  €	
  11	
  million/year	
  	
  

•  €	
  3800	
  paAent/year	
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  Treatment	
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planning	
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planning	
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Drugs	
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Estonian	
  AD	
  Board	
  prognosis	
  2015:	
  
naïve	
  pt	
  

NRTI	
   ABC/3TC	
  
	
  
TDF/FTC	
  
	
  
ZDV/3TC	
  

40	
  %	
  
	
  
60	
  %	
  
	
  
?	
  %	
  

NNRTI	
  55%	
   EFV	
  
	
  
RPV	
  

80	
  %	
  
	
  
20	
  %	
  

PI	
  45%	
   LPV/r	
  
	
  
DRV	
  +	
  r	
  

40	
  %	
  
	
  
60	
  %	
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AudiAng	
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Treatment	
  Card	
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Resistance	
  tesAng	
  

MMaimets14 

2014:	
  When	
  to	
  start	
  HIV	
  treatment	
  

MMaimets14 

	
  Guideline	
   AIDS	
  or	
  HIV-­‐Related	
  
Symptoms 

CD4+	
  Cell	
  Count	
  	
  
<	
  200/mm3 

CD4+	
  Cell	
  Count	
  
200-­‐350/mm3 

CD4+	
  Cell	
  Count	
  
350-­‐500/mm3 

CD4+	
  Cell	
  Count	
  	
  
>	
  500	
  cells/mm3 

	
  DHHS-­‐USA,	
  2013 Yes Yes Yes Yes1 Yes2 

	
  InternaPonal	
  AIDS	
  	
  	
  
	
  Society-­‐USA,	
  2012 Yes Yes Yes Yes1 Yes2 

	
  BriPsh	
  HIV	
  	
  	
  	
  
	
  AssociaPon,	
  2012 Yes Yes Yes Consider	
  3 Defer3 

	
  European	
  AIDS	
  	
  	
  
	
  Clinical	
  Society,	
  2012 Yes Yes Yes Consider3 Defer3 

	
  World	
  Health	
  	
  
	
  OrganizaPon,	
  2013 Yes Yes Yes Yes4 Defer5 

Major Guidelines for Initiation of Antiretroviral Therapy 

	
  
	
  
	
  
	
  
	
  

200-­‐350	
   350-­‐500	
   	
  >500	
  	
  	
  	
  

2013	
  

2014	
  

(1) Strong strength recommendation based on observational data (A-II) 
(2) Moderate strength recommendation based on expert opinion (B-III). 

(3 ) But treat all HIV+ pregnant women,  HBV co-infection, HCV co-infection, HIVAN, HIV related 
neurocognitive disorders, ITP, non-AIDS cancers and serodiscordant couples  

(4) Individuals with CD4 < 350  as a priority. 

(5)  But treat all HIV+ pregnant women ,TB co-infection with active disease and HBV co-
infection with severe liver disease, and serodiscordant couples 

   

2013	
  

MMaimets14 

<	
  350	
  CD4	
  mm3	
  is	
  considered	
  to	
  be	
  
too	
  late	
  

MMaimets14 

2014:	
  What	
  to	
  start	
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Desirable	
  CharacterisAcs	
  of	
  cART	
  

•  efficacy	
  
•  tolerability,	
  toxicity	
  
•  convenience,	
  silmplicity	
  
•  compaAbility	
  with	
  pregnancy	
  and	
  treatment	
  of	
  

comorbidiAes	
  
•  	
  no	
  overlapping	
  resistance	
  in	
  treatment	
  sequencing	
  
•  few	
  drug	
  interacAons	
  
•  cost	
  
•  etc.	
  

MMaimets14 

Approved	
  in	
  Europe	
  and	
  US	
  2014:	
  26	
  

MMaimets14 

cART	
  combinaAons	
  in	
  naïve	
  paAents	
  

•  1NNRTI	
  +	
  2	
  NRTIs	
  

•  1PI	
  +	
  2	
  NRTIs	
  

•  1INSTI	
  +	
  2	
  NRTIs	
  

MMaimets14 

ABC/3TC	
  vs	
  TDF/FTC	
  

MMaimets14 MMaimets14 

EACS	
  ABC/3TC	
  limitaAons	
  

DHHS	
   IAS	
   EACS	
  

EFV	
  +	
  ABC/3TC	
   AlternaAve	
   AlternaAve	
   Recommended*	
  

DRV/r	
  +	
  ABC/3TC	
   AlternaAve	
   AlternaAve	
   Recommended*	
  

ATV/r	
  +	
  ABC/3TC	
   AlternaAve	
   AlternaAve	
   Recommended*	
  

RAL	
  +	
  ABC/3TC	
   AlternaAve	
   AlternaAve	
   Recommended*	
  

	
  
*contra-­‐indicated	
  if	
  HLA	
  B*5701	
  posiAve.	
  
Even	
  if	
  HLA	
  B*5701	
  negaAve,	
  counselling	
  on	
  HSR	
  risk	
  sAll	
  mandatory	
  
ABC	
  should	
  be	
  used	
  with	
  cauPon	
  in	
  persons	
  with	
  a	
  high	
  CVD	
  risk	
  
and/or	
  persons	
  with	
  a	
  VL	
  >	
  than	
  100,000	
  copies/mL.	
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TDF/FTC	
  +	
  EFV	
  

TDF/FTC	
  +	
  EFV	
  

TDF/FTC	
  +	
  ATV	
  

TDF/FTC	
  +	
  ATV	
  

MMaimets14 
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EACS	
  ABC/3TC	
  limitaAons	
  

DHHS	
   IAS	
   EACS	
  

EFV	
  +	
  ABC/3TC	
   AlternaAve	
   AlternaAve	
   Recommended*	
  

DRV/r	
  +	
  ABC/3TC	
   AlternaAve	
   AlternaAve	
   Recommended*	
  

ATV/r	
  +	
  ABC/3TC	
   AlternaAve	
   AlternaAve	
   Recommended*	
  

RAL	
  +	
  ABC/3TC	
   AlternaAve	
   AlternaAve	
   Recommended*	
  

	
  
*contra-­‐indicated	
  if	
  HLA	
  B*5701	
  posiAve.	
  
Even	
  if	
  HLA	
  B*5701	
  negaAve,	
  counselling	
  on	
  HSR	
  risk	
  sAll	
  mandatory	
  
ABC	
  should	
  be	
  used	
  with	
  cauAon	
  in	
  persons	
  with	
  a	
  high	
  CVD	
  risk	
  
and/or	
  persons	
  with	
  a	
  VL	
  >	
  than	
  100,000	
  copies/mL.	
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HLA	
  B*5701	
  prevalence	
  4	
  %	
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EACS	
  ABC/3TC	
  limitaAons	
  

DHHS	
   IAS	
   EACS	
  

EFV	
  +	
  ABC/3TC	
   AlternaAve	
   AlternaAve	
   Recommended*	
  

DRV/r	
  +	
  ABC/3TC	
   AlternaAve	
   AlternaAve	
   Recommended*	
  

ATV/r	
  +	
  ABC/3TC	
   AlternaAve	
   AlternaAve	
   Recommended*	
  

RAL	
  +	
  ABC/3TC	
   AlternaAve	
   AlternaAve	
   Recommended*	
  

	
  
*contra-­‐indicated	
  if	
  HLA	
  B*5701	
  posiAve.	
  
Even	
  if	
  HLA	
  B*5701	
  negaAve,	
  counselling	
  on	
  HSR	
  risk	
  sAll	
  mandatory	
  
ABC	
  should	
  be	
  used	
  with	
  cauAon	
  in	
  persons	
  with	
  a	
  high	
  CVD	
  risk	
  
and/or	
  persons	
  with	
  a	
  VL	
  >	
  than	
  100,000	
  copies/mL.	
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RR	
  recent	
  
exposure	
  

RR	
  cumul	
  
exposure	
  



7	
  

MMaimets14 MMaimets14 

D:A:D	
  CROI	
  2014	
  

MMaimets14 MMaimets14 

Tenofovir	
  kidney	
  problem	
  

MMaimets14 

Mocroft et al. AIDS 2010, EuroSIDA Study Group 

Hazard	
  of	
  CKD	
  incidence	
  

•  Tenofovir 	
   	
   	
  1.16 	
   	
   	
  1.06-­‐1.25	
  
•  Indinavir 	
   	
   	
  1.12 	
   	
   	
  1.06-­‐1.18	
  
•  Atazanavir 	
   	
   	
  1.21 	
   	
   	
  1.09-­‐1.34	
  
•  Lopinavir/r	
   	
   	
  1.08 	
   	
   	
  1.01-­‐1.16	
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DISCONTINUED	
  

MMaimets14 
Kidney	
  InternaAonal	
  Supplements	
  2013;3:19	
  

proteinuria	
  

eGFR	
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Tenofovir	
  Alafenamide	
  (TAF)	
  

Tenofovir	
  Alafenamide	
  (TAF)	
  
Next	
  GeneraAon	
  Prodrug	
  of	
  Tenofovir	
  

TDF	
  TFV	
   TAF	
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Change in Estimated GFR Over Time 
GS-US-292-0102 – Week 48 Analysis 

P. Sax, et al., ICAAC 2013; Paper H-1464d 

-5.5 

-10.0 

P=0.041 

47 

EVG/COBI/FTC/TAF 
EVG/COBI/FTC/TDF  

MMaimets14 

Bone	
  mineral	
  density	
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It	
  may	
  level	
  up,	
  10	
  year	
  study	
  needed	
  

TDF/FTC	
  vs	
  ABC/3TC	
   EFC	
  vs	
  ATV+r	
  

MMaimets14 

0 1 2 2 4 3 6 4 8

-4

-2

0

2

T im e  (W e e k s )

M
e

d
ia

n
 (

Q
1

,Q
3

) 
ch

a
n

g
e

 in
 B

M
D

- 6

S T B

E /C /F /T A F

1 2 2 4 3 6 4 8

2

T im e  (W e e k s )

M
e

d
ia

n
 (

Q
1

,Q
3

) 
ch

a
n

g
e

 in
 B

M
D

- 2

-4

0
-6

Percent	
  Change	
  in	
  Spine	
  and	
  Hip	
  BMD	
  (DEXA)	
  
GS-­‐US-­‐292-­‐0102	
  –	
  Week	
  48	
  Analysis	
  
	
  

HIP SPINE 

W48	
  Median	
  Value	
  of	
  Bone	
  Biomarkers	
  as	
  %	
  of	
  Baseline:	
  E/C/F/TAF	
  vs.	
  STB	
  
	
  

Procollagen	
  Type	
  1	
  N-­‐terminal	
  propepAde	
  (P1NP):	
   	
  109%	
  vs	
  169%	
  (p<0.001)	
  
C-­‐terminal	
  telopepAde	
  (CTx): 	
   	
   	
   	
  119%	
  vs.	
  178%	
  (p<0.001)	
  

P. Sax, et al., ICAAC 2013; Paper H-1464d 

-0.62 

p<.001 

-2.39 

-1.00 

p<.001 

-3.37 

There were no fragility fractures in either arm 

No decrease in hip BMD: 32% E/C/F/TAF vs 7% STB (p<.001) 

50 

TDF	
  
TAF	
  

MMaimets14 

NNRTI	
  

MMaimets14 

MMaimets14 MMaimets14 

Second	
  NNRTI:	
  Rilpivirine	
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ECHO, THRIVE: Treatment Failure, 
Resistance, and Adverse Events 

Wk 48 Outcome Rilpivirine 
(n = 686)  

Efavirenz 
(n = 682) 

VF with resistance data, n  62 28 

No NNRTI or NRTI RAMs,% 29 43 

≥ 1 Emergent NNRTI RAM,% 63 54 

    Most frequent NNRTI RAM E138K K103N 

≥ 1 Emergent NRTI RAMs, % 68 32 

    Most frequent NRTI RAM M184I M184V 

Cohen C, et al. AIDS 2010. Abstract THLBB206. Table used with permission.  

Treatment Failure in ECHO and THRIVE Adverse Events and Discontinuation 

Resistance at Virologic Failure 

6 

0 

15 

3 

12 
9 

4.8 

346	
  n = 

VF 

9.0 

682	
  686	
  

6.7 

AE 

2.0 
682	
  686	
  

Pa
tie

nt
s 

(%
) 

Wk 48 
Outcome, % 

Rilpiviri
ne 

(n = 
686)  

Efavire
nz 

(n = 
682) 

P 
Value 

DC for AE 3 8 .0005 

Most Common AEs of Interest, % 

neurologic 17 38  .0001 

psychiatric 15 23 .0002 

rash 3 14 .0001 

Rilpivirine 
EFV 

MMaimets14 

European	
  license	
  

•  “EDURANT,	
  in	
  combina1on	
  with	
  other	
  an1retroviral	
  
medicinal	
  products,	
  is	
  indicated	
  for	
  the	
  treatment	
  of	
  
human	
  immunodeficiency	
  virus	
  type	
  1	
  (HIV-­‐1)	
  
infec1on	
  in	
  an1retroviral	
  treatment-­‐naïve	
  adult	
  
pa1ents	
  with	
  a	
  viral	
  load	
  	
  	
  ≤100,000	
  HIV-­‐1	
  RNA	
  
copies/ml.” 	
  

Edurant Summary Product of Characteristics; Janssen-Cilag International NV.  28th Novebmer 2011; accessed 12th May 2012 

MMaimets14 

PI	
  vs	
  PI	
  

MMaimets14 

MMaimets14 

LPV	
  vs	
  ATV	
  LPV	
  vs	
  DRV	
  LPV	
  vs	
  FPV	
  

MMaimets14 

Metabolic	
  changes	
  with	
  RTV	
  200	
  
mg/day	
  



11	
  

MMaimets14 

Fixed	
  Dose	
  CombinaAons	
  

MMaimets14 

MMaimets14 Gere8	
  ECCMID14	
   MMaimets14 

Conclusions	
  

•  start	
  BEFORE	
  ≤	
  350	
  CD4	
  cells/mm3	
  

•  consider	
  earlier	
  
–  paAents	
  health	
  
–  transmission	
  

•  the	
  decision	
  as	
  to	
  which	
  regimen	
  to	
  select	
  
–  efficacy	
  	
  
–  safety	
  
–  	
  adherence	
  
–  baseline	
  viral	
  load	
  
–  comorbid	
  condiAons	
  
–  concomitant	
  meds	
  


