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Evolution of when to initiate therapy 

• ART improves survival and delays disease progression 
with CD4 <200 cells/mm3 and/or history of AIDS-
defining conditions  

           (Zolopa A, Andersen J, Powderly W, et al. Early antiretroviral therapy reduces AIDS progression/death in individuals with acute 
opportunistic infections: a multicenter randomized strategy trial. PLoS One. 2009;4(5):e5575. Hammer SM, Squires KE, Hughes MD, et 
al. A controlled trial of two nucleoside analogues plus indinavir in persons  with human immunodeficiency virus infection and CD4 cell 
counts of 200 per cubic millimeter or less. AIDS ClinicalTrials Group 320 Study Team. N Engl J Med. Sep 11 1997;337(11):725-733.) 

• Randomized controlled trial in Haiti showed  longer 
survival if started ART with CD4 between 200-350 
cells/mm3    

           (Severe P, Juste MA, Ambroise A, et al. Early versus standard antiretroviral therapy for HIV-infected adults in Haiti. N Engl J Med. Jul 15 
2010;363(3):257-265) 



Evolution of when to initiate therapy 

   START and TEMPRANO trials  
• Support the initiation of ART regardless of CD4 cell 

count  
• about a 50% reduction in morbidity and mortality 

among those with CD4 >500 cells/mm3 randomized 
to receive ART immediately versus delaying initiation 
of ART 
 
 

1. INSIGHT START Study Group. Initiation of antiretroviral therapy in early asymptomatic HIV infection. N 
Engl J Med. Jul 20 2015. 

2.TEMPRANO ANRS Study Group, Danel C, Moh R, et al. A Trial of Early Antiretrovirals and Isoniazid 
Preventive Therapy in Africa. N Engl J Med. Aug 27 2015;373(9):808-822)  
 



Evolution of when to initiate therapy 

 



When to initiate ART  



Why change the target of treatment? 

a. Effective ART can reduce viremia  
b. Adequate viral suppression: 
• improves immune function 
• overall quality of life 
• lowers the risk of both AIDS-defining and non-

AIDS-defining complications 
• prolongs life 
c. Earlier ART initiation reduce HIV incidence at the 

population level (high uptake & sustained HIV testing, ART 
coverage and retention to care) 

(Granich RM, Gilks CF, Dye C, De Cock KM, Williams BG. Universal voluntary HIV testing with immediate antiretroviral 
therapy as a strategy for elimination of HIV transmission: a mathematical model. Lancet. Jan 3 2009;373(9657):48-
57) 



New kids on the block 



Recommended regime 



New kid on the block: 
Dolutegravir  



AVERAGE RISK OF INFECTION POST NEEDLESTICK  
EXPOSURE FOR A HEALTH CARE WORKER (HCW) 

 

RISK 

HIV 
0.3% 

 
Hepatitis c 

1-7% 
 

 
Hepatitis B 

6-30% 
 



 



ART in PEP 



TIMING OF PEP TO PREVENT HIV  
INFECTION AFTER EXPOSURE  

Percutaneous / mucosal exposure to 
HIV  

 

 

Local replication of virus occurs in 
tissue macrophages or dendritic cells  

 

 

HIV replicate in regional lymph nodes  

 

 

VIREMIA   



Follow up for PEP 



Non Occupational Exposures 

• Risk exposures following sexual or needle 
sharing activities, needle stick injuries outside 
occupational settings, and trauma including 
human bites 



Estimated risk of HIV transmission per act 

AIDS. 2014 Jun 19;28(10):1509-19. 

0.0011 % 

https://www.ncbi.nlm.nih.gov/pubmed/24809629


 
Non Occupational HIV Post Exposure Prophylaxis 

(nPEP) 
 Key Recommendations 

• nPEP should be offered to all persons who have sustained a mucosal  
exposure to HIV from a known infected source as soon as possible and, at 
most, within 72 hours after exposure 

• The nPEP regimen should consist of : 
• TDF/FTC + Raltegravir (OR) Dolutegravir (CDC/BASHH/ASHM) 
• TDF/FTC + LPV/RTV (or ATV/RTV) (WHO) 

• Duration of nPEP is 28 days 

• Follow up HIV testing using a 4th generation assay (HIV Ag/Ab test) is 
recommended at  
• 4, 12 weeks  and 6 months post exposure 

• If HIV test is positive after nPEP has already been initiated, nPEP should be 
continued 

• nPEP is no longer recommended if the source is on ART with a confirmed and 
sustained (>6 months) undetectable plasma HIV viral load (BASHH/ASHM)  



Differences 

Occupational PEP Non occupational 
PEP 

Source status Easy to ascertain Difficult to ascertain 

Time to PEP + +++ 

$$$ FOC Borne by pt 

Risk of pregnancy  - + 

Risk of STIs - + 



Pre-Exposure Prophylaxis (PrEP): 

• when a HIV-negative person at substantial risk 
of HIV infection takes TDF and (FTC or 3TC) to 
prevent him/herself from contracting the 
virus.  

• a temporary method for reducing the chances 
of contracting HIV during phases of high-risk 

    behaviour. 



Eligibility criteria for PrEP 

 



Evidence of the Safety and Efficacy of 
Antiretroviral Prophylaxis 



• John is a flight attendant, MSM 

• Usually asks his partners about their HIV 
status  

• Last sexual contact ~10 d ago 

• sex without a condom with a man of unknown 
HIV status 

• Heard and keen for PrEP 

Scenario 1 



scenario 2:  

• 31-year-old lady  

• Anxious, she thinks she needs an HIV test 

• Boyfriend of 1 month told her he is HIV 
positive (on regular abacavir and efavirenz 
with well suppressed viral load) 



PrEP is effective and can be used before 
conception, and during and after pregnancy 

• PrEP during periconception and pregnancy by 
the uninfected partner offer additional tool to 
reduce the risk of sexual HIV acquisition.   

      -FDA approved, pregnancy category B 

- DHHS recommend PrEP used during pregnancy 
when the risk of HIV acquisition is substantial 

 



Hiv and pregnancy 



MTCT risk: Preventive Strategy 

Strategy Range of probability of transmission (%) 

Without AZT 18.9 – 24.91 

With AZT 7.3 - 15.72  

With C-section alone 10.4 3 

With C-section and AZT 2 – 8.23 

HAART <1% (2006) 

1. WITS 1993 

2. ACTG 076 1994 

3. International Perinatal  HIV Group NEJM 1999:340-977 



Evolution of WHO PMTCT ARV Recommendations 

2001 2006 2010 2004 Launch  

July 2013 

P
M

T
C

T
 4 weeks AZT; 

AZT+ 3TC,  

or SD NVP 

AZT from 28 

wks + SD 

NVP 

AZT from 

28wks + sdNVP 

+AZT/3TC 

7days 

Option A  

(AZT +infant 

NVP) 

Option B  

(triple ARVs) 

Option B or B+ 

Moving to ART 

for all PW/BF 

A
R

T
 

No 

recommendation 
CD4 <200 CD4 <200 CD4 <350 CD4 <500 

Move towards: more effective ARV drugs, extending coverage throughout MTCT risk 

period, and ART for the mother’s health  



Evolution of MOH PMTCT ARV  
Recommendations 

C
D

4
 

CD4 >250 

 

CD4<250 

 

CD4 >350 

 

CD4 <350 

 

P
M

T
C

T
 LPr/r/AZT/ 3TC 

after 1st trimester; 

IP AZT during 

delivery for mother 

AZT/3TC/NVP 

after 1st trimester; IP 

AZT during delivery 

for mother 

Triple ARVs by 

14th week POA 

 

Triple ARVs 

ASAP, even in the 

1st trimester 

 

A
R

T
  optional 

 

continue post 

delivery 

stop in option B, 

continue in 

option B+ 

continue post 

delivery 
2014 2017 



Intrapartum IV zidovudine infusion  

• Recommended 
routinely irregardless of 
viral load 

• Recommended for viral 
load >1000 copies/ml 

• No benefit if viral load 
<1000 copies/ml 

 

 

 



Women (HIV) presented in labor without prior ART 

• Intravenous zidovudine 

• Intrapartem nevirapine not 
necessary 

• Intravenous zidovudine 

• Zidovuidine+lamivudine+ 
Raltegravir(preferred as 
rapidly cross placenta) 

• If no raltegravir, may use 
efavirenz / nevirapine 

• Post delivery,  

     switch ART to  

     reommended  

     1st line therapy  



Why consider Raltegravir in late-presenting 
women? 

• Preventing MTCT in late-presenting (after 28 weeks) HIV-
infected pregnant women remains a clinical challenge, and 
ensuring a rapid decrease of maternal VL is an important 
preventive strategy. 

 

• Advantages of starting Raltegravir during 3rd trimester: 

  higher first and second phase viral decay rate 

  high placental transfer 

  potential preloading effect for neonate 

  effective accumulation in cervicovaginal secretions. 



summary 

• Initiate ART regardless of CD4 level 

• 2017 guideline available on MASHM website 

• New chapters on nPEP and PrEP to help 
further prevent HIV transmission  



Thank you 


