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Does	  it	  matter?	  	  
•  Increased	  risk	  of	  poor	  medica*on	  adherence1.	  

•  Increased	  risk	  of	  HIV	  disease	  progression2.	  

•  Maybe	  poor	  virological	  response	  to	  treatment3.	  	  

•  Improves	  quality	  of	  life4.	  

1	  Kalichman	  SC.	  Psychosom	  Med	  (2008),	  2	  Leserman	  J.	  Psychosom	  Med	  (2008),	  Pence	  BW	  et	  al.	  J	  Acquir	  Immune	  
Defic	  Syndrom	  (2007),	  4	  Elliot	  AJ	  et	  al.	  Gen	  Hosp	  Psychiatry	  (2007)	  



Psychopharmacology	  and	  HIV 	  	  

•  Psychiatric	  comorbility	  in	  people	  HIV	  posi*ve	  is	  highly	  
prevalent	  and	  poly-‐pharmacy	  is	  common.	  

•  Special	  issue	  about	  metabolic	  syndrome	  associated	  to	  both	  
SGA	  and	  HAART.	  



Psychiatric	  comorbility	  in	  HIV	  
•  Is	  overwhelmingly	  prevalent.	  	  

•  1:2	  suffer	  with	  a	  DSM-‐IV	  Axis	  I	  disorder.	  

•  Stable	  over	  the	  last	  decade1,2.	  
•  Men	  are	  more	  affected	  than	  women.	  

•  63.91%	  vs.	  37.45%	  
•  Similar	  in	  different	  geographical	  areas	  

•  USA2.	  
•  India3.	  
•  Kenya4.	  

1	  Bing	  EG	  at	  al.	  Archives	  General	  Psychiatry	  2001,	  2	  Lopes	  et	  al.	  J	  Clin	  Psychiatry	  2012,	  3	  Nebhinani	  N	  et	  al.	  J	  
Psychosom	  Res	  2011,	  4	  Kamau	  JW	  	  et	  al,	  AIDS	  Care	  2012.	  	  



Psychiatric	  comorbility	  in	  HIV	  

Lopes	  et	  al.	  Gender,	  HIV	  Status	  and	  Psychiatric	  Disorders:	  Results	  from	  the	  Na*onal	  Epidemiologic	  Survey	  on	  
alcohol	  and	  Related	  condi*ons.	  J	  Clin	  Psychiatry	  2012	  (March)	  73:3.	  

Men	  (%)	   Women	  (%)	  

Mood	  Disorder	   29.86	   10.78	  

Anxiety	  Disorder	   33.43	   23.74	  

Substance	  Misuse	   38.53	   19.66	  



antidepressants	  in	  HIV	  
•  Some	  good	  news:	  they	  work!	  	  

•  Combina*on	  with	  CBT	  and/or	  psychological	  interven*ons.	  

•  Improve	  adherence	  to	  an*retroviral	  treatment.	  

•  Improve	  the	  quality	  of	  life.	  	  
	  

Dalessandro	  M,	  J	  Clin	  Psychopharmacol	  (2007),	  Elliot	  AJ.	  Gen	  Hosp	  Psychiatry	  (2002)	  	  



antidepressants	  
•  Tricyclic	  An*depressants	  (TCA)	  

•  Efficacious	  (74%	  response	  rates)	  
•  No	  changes	  in	  CD4+.	  
•  High	  discon*nua*on	  rates	  due	  to	  adverse	  side	  effects1,2	  .	  	  

	  
•  SSRIs	  

•  As	  efficacious	  as	  TCA	  
•  With	  less	  side	  effects	  and	  lower	  discon*nua*on	  ra*os	  2.	  

	  

1	  Rabkin	  Am	  J	  Psychiatry	  (1994),	  2Elliot	  et	  al	  AM	  j	  Psychiatry	  (1998)	  



SSRI:	  ef=icacy	  and	  safety	  
	  

•  Efficacy:	  High	  with	  all	  of	  the	  SSRI	  studies	  
•  Paroxe*ne:	  response	  rates	  >75%	  
•  Fluoxe*ne:	  response	  rates	  >70%	  
•  Sertraline:	  response	  >	  70%	  
•  Citalopram:	  response	  >70%	  	  

	  
•  Safety	  

•  No	  changes	  in	  changes	  in	  CD4:	  fluoxe*ne	  and	  sertraline,	  	  
•  CYP450	  interac*ons!	  

•  HARRT	  and	  An*depressants	  use	  same	  pathway!	  
•  Serotoninergic	  syndrome	  in	  fluoxe*ne	  and	  ritonavir/efavirenz/saquinavir	  
•  Fluvoxamine	  increases	  nevirapine	  levels.	  
•  Nevirapine	  decreases	  fluoxe*ne	  but	  not	  fluvoxamine.	  	  
•  Ritonavir	  doesn’t	  change	  escitalopram	  levels.	  	  

	  

	  
	  



SSRI:	  ef=icacy	  and	  safety	  
	  

•  Recommenda*ons	  
•  Reduc*on	  ini*al	  dose	  
•  Slow	  *tra*on.	  
•  Close	  monitoring	  for	  toxic	  reac*on.	  	  

	  
•  Look	  for	  interac*ons!	  

•  hop://www.interaccionesvih.com/login.php	  
•  hop://www.hiv-‐druginterac*ons.org/	  
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Antidepressants

Amitriptyline

Bupropion

Citalopram

Clomipramine

Desipramine

Doxepin

Fluoxetine

Lithium

Mirtazapine

Nefazodone

Nortriptyline

Paroxetine

Sertraline

Trazodone

Venlafaxine

Antiretrovirals 
(NNRTIs)

Delavirdine

Efavirenz

Etravirine

Nevirapine

Rilpivirine

Antiretrovirals 
(Nucleoside/tide Analogues)

Abacavir

Didanosine (ddI)

Emtricitabine (FTC)

Lamivudine (3TC)

Stavudine (d4T)

Tenofovir

Zidovudine (AZT/ZDV)
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SNRI	  and	  other	  antidepressants	  
	  

•  Venlafaxine	  
•  Interac*on	  with	  CYP450:	  lowers	  levels	  of	  indinavir	  

•  Duloxe*ne	  
•  Increase	  liver	  enzymes:	  cau*on	  in	  people	  with	  coinfec*on	  with	  CHV.	  	  

•  Bupropion	  
•  Efficacious,	  well	  tolerated	  
•  Several	  interac*ons	  with	  CYP450	  and	  an*retrovirals.	  	  

•  Mirtazapine	  
•  efficacious	  

	  
	  

1	  



Antipsychotics	  and	  HIV	  



AP:	  two	  main	  scenarios	  

• Acute	  and	  transient	  use	  of	  an*psycho*c:	  
interac*ons!	  	  

	  

• Chronic	  use	  of	  an*psycho*c	  in	  HIV+	  pa*ents.	  	  



Acute	  use	  of	  antipsychotic	  
•  Watch	  out	  for	  interac*ons!	  

•  Delirium,	  manic	  states,	  etc…	  
•  CYP450	  	  
•  Same	  preven*ons	  than	  before:	  	  

•  Star	  low	  and	  go	  slow.	  
•  Close	  monitoring	  

•  Parkinsonian	  symptoms	  are	  seen	  in	  HIV+	  in	  absence	  neurolep*c	  
exposure.	  	  

1	  Bing	  EG	  at	  al.	  Archives	  General	  Psychiatry	  2001,	  2	  Lopes	  et	  al.	  J	  Clin	  Psychiatry	  2012,	  3	  Nebhinani	  N	  et	  al.	  J	  
Psychosom	  Res	  2011,	  4	  Kamau	  JW	  	  et	  al,	  AIDS	  Care	  2012.	  	  



Chronic	  use	  of	  antipsychotic	  
•  People	  with	  schizophrenia	  have	  a	  greater	  risk	  of	  HIV.	  
•  Es*mated	  prevalence	  1.5%	  



Both	  atypical	  an*psycho*cs	  
and	  HAART	  increase	  the	  risk	  of	  
developing	  metabolic	  syndrome	  	  
	  



What	  is	  the	  metabolic	  syndrome?	  
Cluster	  of	  cardiovascular	  risk	  factors	  that	  increase:	  

	  risk	  of	  heart	  aoack	  
	  risk	  of	  overall	  mortality	  
	  risk	  of	  stroke	  



High	  prevalence	  of	  MS	  in	  schizophrenia	  



Mortality	  in	  schizophrenia	  



Reduction	  of	  lifespan	  in	  SMI/	  CMI	  
•  15-‐20%	  lifespan	  reduc*on	  in	  people	  suffering	  with	  schizophrenia1.	  
•  10-‐15%	  lifespan	  reduc*on	  in	  people	  suffering	  with	  MDD2.	  

1	  Saha	  et	  al.	  Arch	  General	  Psychiatry	  2007,	  2	  Chang	  et	  al.	  BMC	  Psychiatry	  2010	  



So,	  what	  is	  the	  impact	  of	  SGA	  in	  
Met	  Syndrome?	  	  
	  
Are	  all	  SGA	  equal? 	   	  	  



	  
  Weight   Risk for         Worsening 

Drug     gain   diabetes        lipid profile 
 
clozapine  +++       +                   + 
olanzapine  +++       +          + 
risperidone  ++      D   D 
quetiapine  ++      D   D 
aripiprazole*  +/-       -   - 
ziprasidone*  +/-       -   - 

+ = increase effect; - = no effect; D = discrepant results  
* newer drugs with limited long-term data 





Weight	  gain	  and	  an*psycho*cs	  
Mean Weight change after 10 weeks of treatment 11 



CATIE study: Total Cholesterol 

Lieberman JA, et al. N Engl J Med. 2005;353:1209-1223 



CATIE: Glucose level 

Lieberman JA, et al. N Engl J Med. 2005;353:1209-1223 









HAART	  and	  Met	  Syndrome?	   	  	  
	  



Monitoring	   	  	  



Metabolic	  management 	   	  	  
•  Individualized	  care	  

•  Interven*ons	  
•  Lifestyle	  modifica*on	  

•  To	  reduce	  legal	  and	  illegal	  drug	  use	  
•  Exercise!	  

•  Adjunt	  therapy	  
•  For	  glucose	  dysregula*on	  
•  For	  dyslipidemia	  
•  For	  high	  blood	  pressure	  

•  Switch	  therapy?	  	  
•  For	  HIV	  
•  An*psycho*cs.	  

	  



Compliance	  of	  medication 	   	  	  





Take	  home	  messages 	  	  
•  Psychiatric	  comorbility	  is	  highly	  prevalent	  
•  Depression	  and	  anxiety	  are	  more	  dfreqeuntly	  associated	  
•  	  An*depressants	  are	  efficacious	  
•  Poten*al	  interac*ons	  between	  an*retrovirals,	  an*depressants	  
and	  an*psycho*cs	  

•  Metabolic	  syndrome:	  both	  SGA	  and	  HAART	  are	  risk	  factor	  
•  Compliance	  with	  medica*on	  is	  key	  for	  long	  term	  prognosis	  

•  Use	  of	  Depot	  medica*on?	  	  

	  



Thank	  you!	  
	  

ef280@cam.ac.uk	  	  


