
Therapy switchTherapy switch

Ms.Ms. Robinah NganwaRobinah Nganwa
Dr. HelenDr. Helen ByakwagaByakwaga

Infectious Diseases ClinicInfectious Diseases Clinic



44 year old woman44 year old woman

MarriedMarried
Spouse: HIV Spouse: HIV serostatusserostatus unknown to her unknown to her 
(declined to go for HIV test) (declined to go for HIV test) 
Children: 4 in school, youngest 8 years Children: 4 in school, youngest 8 years 
Sells second hand clothesSells second hand clothes
No prior use of ARVsNo prior use of ARVs



September 2003:  1September 2003:  1stst visit to the visit to the 
IDCIDC

PapularPapular pruritic eruption for 7 monthspruritic eruption for 7 months
DiarrhoeaDiarrhoea + abdominal pain for 1 month+ abdominal pain for 1 month
OesophagealOesophageal candidiasiscandidiasis
TreatmentTreatment: Fluconazole, metronidazole, : Fluconazole, metronidazole, 
cetrizinecetrizine, cotrimoxazole, cotrimoxazole



Lab resultsLab results

CD4 count: 1/CD4 count: 1/µµLL
WBC:  2,300/WBC:  2,300/mmmm33 lymphocytes: 800/mmlymphocytes: 800/mm33

HbHb 7.8 g/dl7.8 g/dl
Stool exam Stool exam –– no pathogensno pathogens



A week laterA week later

•• DiarrhoeaDiarrhoea had stopped, still with had stopped, still with prurigoprurigo and and 
abdominal painabdominal pain

Management:Management:
•• Counseled and started on ARVs Counseled and started on ARVs 
(D4T, 3TC, NVP)  (D4T, 3TC, NVP)  
•• Ferrous sulphate and folic acidFerrous sulphate and folic acid



During the following 4 monthsDuring the following 4 months

•• PrurigoPrurigo progressively decreased progressively decreased 

•• Recurrent episodes of oral Recurrent episodes of oral candidiasiscandidiasis



6 months after starting HAART6 months after starting HAART

•• Only complaint was Only complaint was pruritispruritis at nightat night

•• She had gained 9 kg since the start of ARVsShe had gained 9 kg since the start of ARVs
•• She reported good adherence to the ARVs She reported good adherence to the ARVs 

and cotrimoxazoleand cotrimoxazole

Expected lab result?Expected lab result?



Lab resultsLab results

CD4 count: 1/mmCD4 count: 1/mm33

WBC: 1.5 x10WBC: 1.5 x1033//µµll
lymphocytes: 0.5 x10lymphocytes: 0.5 x1033//µµll
HbHb: 7.9 g/dl: 7.9 g/dl



8 months after starting HAART8 months after starting HAART

Presented with history of  fever and Presented with history of  fever and 
odynophagiaodynophagia for 2 weeksfor 2 weeks

Lost 3 kg, was Lost 3 kg, was afebrileafebrile, moderate pallor and , moderate pallor and 
extensive oral thrush, only extensive oral thrush, only prurigoprurigo scarsscars

Expected lab result?Expected lab result?



Lab resultsLab results

CD4 count: 1/mmCD4 count: 1/mm33

WBC: 2.3 x10WBC: 2.3 x1033//µµl l 
lymphocytes: 0.5 x10lymphocytes: 0.5 x1033//µµll
HbHb: 7.9 g/dl: 7.9 g/dl



12 months on HAART12 months on HAART

Weight loss 11kgWeight loss 11kg
Unexplained prolonged feversUnexplained prolonged fevers
Recurrent oral Recurrent oral candidiasiscandidiasis
PrurigoPrurigo

What next?



Goals of Antiretroviral  Goals of Antiretroviral  
TherapyTherapy

•• Maximal and durable suppression of viral Maximal and durable suppression of viral 
loadload

•• Restoration or preservation of Restoration or preservation of 
immunologic functionimmunologic function

•• Improvement in quality of lifeImprovement in quality of life
•• Reduction of HIVReduction of HIV--related morbidity and related morbidity and 

mortalitymortality



Tools to Achieve Goals of Tools to Achieve Goals of 
TherapyTherapy

•• Maximize adherence to the antiretroviral Maximize adherence to the antiretroviral 
regimenregimen

•• Rational sequencing of drugsRational sequencing of drugs
•• Preservation of future treatment optionsPreservation of future treatment options
•• Use of drugUse of drug--resistance testing in resistance testing in 

selected clinical settingsselected clinical settings





Who should be treated ?Who should be treated ?

Biological & clinical criteriaBiological & clinical criteria
CD4 lymphocyte count < 200/mmCD4 lymphocyte count < 200/mm33

Clinical evidence of severe immune deficiencyClinical evidence of severe immune deficiency
(WHO stage 3 or 4)(WHO stage 3 or 4)

Other criteriaOther criteria
Commitment for long term ARV treatmentCommitment for long term ARV treatment

Medical and biological followMedical and biological follow--up possibleup possible



When to change therapyWhen to change therapy

Treatment failuresTreatment failures

Drug toxicityDrug toxicity

Drug interactionsDrug interactions



Patient EvaluationPatient Evaluation

History and physical examination.History and physical examination.

Relevant basic lab investigations e.g. Relevant basic lab investigations e.g. 
change in CD4 where available.change in CD4 where available.

Assessment of adherence and remaining Assessment of adherence and remaining 
treatment options considered.treatment options considered.



Changing for treatment failureChanging for treatment failure
-- ClinicalClinical: disease progression with : disease progression with 

development of an OI or malignancy on development of an OI or malignancy on 
drugs for at least six months. (differentiate drugs for at least six months. (differentiate 
from IRIS which can be seen within the first from IRIS which can be seen within the first 
eight weeks if subeight weeks if sub--clinical infection present)clinical infection present)

-- ImmunologicalImmunological: a fall in CD4 counts more : a fall in CD4 counts more 
than 30% on two or more occasions from than 30% on two or more occasions from 
the peak value or a return to, or below, the the peak value or a return to, or below, the 
prepre--therapy baseline. (TLC decline)therapy baseline. (TLC decline)



-- VirologicalVirological: continued detectable : continued detectable viraemiaviraemia
is indicative of incomplete viral suppression. is indicative of incomplete viral suppression. 
Not an option in many developing countriesNot an option in many developing countries



Causes of treatment failureCauses of treatment failure

Poor adherencePoor adherence
Infected with a viral resistant strainInfected with a viral resistant strain
Poor ARV regimenPoor ARV regimen
Impaired drug absorptionImpaired drug absorption
Drug interactionsDrug interactions



Changing for toxicity and Changing for toxicity and 
interactionsinteractions

If there is a good therapeutic response; If there is a good therapeutic response; 
-- development of development of definable toxicitydefinable toxicity results in results in 

switch of one drug e.g. AZT anaemia to D4Tswitch of one drug e.g. AZT anaemia to D4T

-- Development of Development of unclear sourceunclear source of of 
intolerable toxicity that decrease adherence, intolerable toxicity that decrease adherence, 
complete regimen switch.complete regimen switch.



Give NVP in pregnant Give NVP in pregnant 
women or women for women or women for 
whom effective whom effective 
contraceptive cant be contraceptive cant be 
assured. Give EFZ for assured. Give EFZ for 
patients requiring patients requiring 
simultaneous ART and TB simultaneous ART and TB 
therapy including therapy including 
rifampicin.rifampicin.

D4T/3TC + NVP or EFVD4T/3TC + NVP or EFV
OROR

ZDV/3TC+ NVP or EFVZDV/3TC+ NVP or EFV

Pregnancy and TB Pregnancy and TB 
considerationsconsiderations

11STST Line regimenLine regimen

Recommended regimensRecommended regimens



ZDV/DDI + LPV/rZDV/DDI + LPV/r

D4T/DDI + LPV/rD4T/DDI + LPV/r

D4T/3TC + NVP or EFVD4T/3TC + NVP or EFV

OROR

ZDV/3TC+ NVP or EFVZDV/3TC+ NVP or EFV

Second line regimen for Second line regimen for 
treatment failuretreatment failure

11stst line regimenline regimen

Recommended regimensRecommended regimens



SwitchingSwitching ARVARV’’ss for toxicityfor toxicity

Zidovudine ↔ stavudine ↔ abacavir

Lamivudine ↔ didanosine ↔ abacavir

Nevirapine ↔ efavirenz

Nelfinavir ↔ indinavir



Standard 1st line Side Effects Alternative 1st line

d4T  + 3TC + 
Nevirapine

RashRash AZT + 3TC + Efavirenz 600 mgAZT + 3TC + Efavirenz 600 mg

Neuropathy AZT + 3TC + NVPAZT + 3TC + NVP

Severe hepatitisSevere hepatitis 3TC + d4T + 3TC + d4T + IndinavirIndinavir/RTV/RTV

On initial phase On initial phase 
TB at the startTB at the start

AZT/3TC + EFV (800 mg)AZT/3TC + EFV (800 mg)

Develops TB > 2 
months after start 
HAART

D4T/3TC + EFV (800 mg )D4T/3TC + EFV (800 mg )

Pregnancy

AZT/3TC/NVPAZT/3TC/NVP AneamiaAneamia 3TC/d4T/NVP3TC/d4T/NVP

AZT/3TC/NVPAZT/3TC/NVP RashRash AZT/3TC/NelfinavirAZT/3TC/Nelfinavir



Decision to change a treatment Decision to change a treatment 
regimen must take into account:regimen must take into account:

The The adherenceadherence of the patient in the past of the patient in the past 
and the adherence with the second line and the adherence with the second line 
often more complicated seconding often more complicated seconding 
treatment regimen. treatment regimen. 

The cost of the new treatment options The cost of the new treatment options 

The possibilities to access newThe possibilities to access new ARVsARVs in in 
the near futurethe near future



Decision to change a treatment Decision to change a treatment 
regimen must take into account:regimen must take into account:

The degree of immunodeficiency, the The degree of immunodeficiency, the 
CD4 nadirCD4 nadir
The tolerance and side effects of the The tolerance and side effects of the 
actual regimen and potential new actual regimen and potential new 
treatment options treatment options 
The remaining treatment options The remaining treatment options 
(including the possibility of the patient to (including the possibility of the patient to 
access a new regimen)access a new regimen)



THANK YOUTHANK YOU


