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The growing graveyard




30 FDA-Approved antiretroviral drugs

Saquinavir  Indinavir  Emtricitabine

Stavudine | Ritonavir/  Amprenavir \ Enfuvirtide (T-20) Maraviroc

Zidovudine Didanosine Nelfinavir / Tenofovir Darunavir |Etravirine

— j

1987 1988 1989 1990 1991 1992 1993 1994 1995 1996 1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007 2008

N

Lamivudine |Delavirdine | Abacavir | Atazanavir| Tipranavir

NRTIs (8)
NNRTIs (4) Zalcitabine Nevirapine Efavirenz Fosamprenavir
Protease Inhibitors (10)
Fusion Inhibitor (1)

Intaarass hit, Lopinavir + Ritonavir
Entry Inhibitor (1)
Combinations (5) - not shown
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The pendulum swing Or the complete
Hit Early Hit Hard Ci rC I e

— Milestone in 1995/6 new classes PI/NNRT!I
— Introduction of HAART "W_‘l
— optimism
More cautious approach
— (CD4 <200/stage V)
— Sanctuary site
— Side effects
— Polypharmacy--pillcount

— Delay Art ;
, FOR PREVENTION OF FOR PREVENTION OF
Decreasing threshold(CD4<350/Stagelll) HIV OPPORTUNISTIC ILL-INFORMED
. INFECTION COMMENTS ABOUT AZT
— Newer agents with fewer S/E

— Combination pill

— Non AIDS complications

— Maintained viral suppression

— Hepatitis B

— TBirrespective

— Hep B infxn/TB Almost no threshold



* New indications Almost No treshold (CD4 <500)
— WHO guide

* Towards treatment for ALL No indication for CD4 (all CD4
test and treat)

— All TB irrespective of CD4

— Dis concordant couple

— Option B+ for PMTCT

— Hepatitis B with severe chronic liver disease
— Towards treatment for primary infection

— Towards treatment for Prevention

— Towards treatment for cure



CD4+ Count

=500 Cells/mm?
U.S. guidelines
European guidelines
WHO guidelines

350-500 Cells/mm?3
U.S. guidelines
European guidelines
WHO guidelines

200-349 Cells/mm3

U.S. guidelines ] | ] L L L]

European guidelines -- -- ---

WHO guidelines ---- ---- - Recommend
<200 Cells/mm? Considerfoffer

U.S. guidelines HEEEEEEEEEEEEEN.

Furopean uideines EEEEEEEEEE =T

WHO guidelines
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Evolution of CD4+ Count Criteria for Starting Antiretroviral Therapy in Asymptomatic Persons with Human Immunodeficiency Virus
Infection, According to Different Guidelines.

Criteria for the United States are from the Department of Health and Human Services Guidelines for Use of Antiretroviral Therapy
in Adults and Adolescents, those for Europe are from the European AIDS Clinical Society guidelines, and those for the World Health
Organization (WHQO) are from the WHO Antiretroviral Therapy Guidelines for Adults and Adolescents. Adapted from Marco Vitoria,

M.D., of the World Health Organization. N ENGLJ MED 368,10 NEJM.ORG MARCH 7, 2013
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Consolidated
All in one

Continuum of care

For use of drugs from prevention to treatment
and care

Combining Adolescent, Adult, PMTCT and
paediatric care for the harmonisation of ARV
regimens.

Promotes consistency of approaches and likage
between settings

Updates will be more timely and comprehensive .



Public Health approach

Access to Care for ALL

High quality based on simplified and
standardised approaches.
Balance between best proven standard of care

and what is feasible and affordable in large
scale resource limited settings.

Recommendations and innovations should
strengthen the continuum of HIV care and
improve systems for primary and chronic care



* Retention
* HIV prevention

Linkage Enrollment * General HIV care

. to care in care * ART preparation
counselling e Comorbidity /

co infection
management

HIV testing
and

Continuum of Care
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\ Adht—::rer!ce 15 Line
2" and * Monitoring -
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ARV toxicity




HIV testing

* All forms should be voluntary and adhere to 5 Cs’
— Consent have the right to decline
— Confidentiality be respected but not reinforce secrecy

— Counseling quality assurance, supportive supervision
and mentoring to ensure high quality supervision

— Correct result high quality testing with external and
internal quality assurance

— Connection to care effective referral and follow up
 NB Coercion is not part of 5C
* PICT recommended for generalised epidemic



WHO Special populations Testing

Couples or partners should be offered test with support for mutual
disclosure

— Encourage partner testing
— ANC setting
— One partner positive
— 6-12 monthly for serodisconcordant couples
Pregnant woman
— PICT as routine for ANC package of services
— Retest in 3™ trimester/during labour or shortly after birth
Infants and children
— Test HIV exposed 4-6 weeks (test for viral nucleic acid)
— Retest HIV at 9/12 for exposed (last immunisation)—elisa—if pos viral nucleic
— Retest at 18/12 if breast fed and exposed
Adolescents may be missed in PMTCT, annually when sexually active

Key populations: sex workers/prisoners/MSM/IVI drug use test 6-12
monthly



SA Paeds tesing <18/12

18 months old

posed infants require PCR testing at 6 weeks of age, 6 weeks post weaning and at any age if

is symptomatic.
Check every child’s HIV-exposure

status at every health care visit

Mother HIV infected Mother HIV L
l (in the last 3
HIV PCR HIV PCR
positive negj:cive
Probable Child HIV
HIV inffction uninfected
Initiate HAART If still breastfeaeding,
urgently repeat HIV testing

6 weeks post weaning
HIV infection must be
confirmed by a Viral
Load test *



SA Paeds HIV testing >18/12

Rapid HIV
test
positive

Child HIV
infected

<5 yrs: initiate HAART
=5 yrs: monitor for
HAART

Check every child’s HIV-exposure

?_f/iii—J—P e ""—'K)
Mother HIV infectad Mothear HIV uninfected

(in the last 3 months)

Screening rapid HIV No HIV test for child
test
Rapid HIV test Rapid HIV test
positive negjtive
confirmatory Child HIV
rapid HIV test\ uninfected
Rapid HIV
Yest If still breastfeading,
negative repeat HIV taesting

6 weeks post weaning
Submit HIV ELISA

N
HIV ELISA HIV ELIS.
positive negative

child HIv
infected




ARV for prevention

 PEP(within 72 Hours)
— Rape
— accidental

* PrEP

— Serodisconcordant couples where additional HIV
prevention choices required

— Gay Men and transgender women

* ART for prevention-sero disconcordant couples

— HIV positive partners with CD4>350 should be
initiated



Combined HIV prevention

* Biomedical
— Condoms
— Male medical circumcisions
— Needle and syringe programs
— Opiod substitution therapy

e Behavioral

— Targeted information/education=school based sex
education, peer counselling

e Structural and supportive interventions
— Measures to reduce stigma
— Gender based programs



Link to Care

* Good Practice
— Immediate CD4
— Appropriate referral to site close by

— Involving community outreach workers to trace
people lost to care

— Use of mobile phones to message pts



* Psychosocial support

e Disclosure-partner notification
e Co-trimox prophylaxis ,
 TB counseling, screening and preventative therapy
* Preventing common fungal infxn

* Prevention and screening of cervical cancer

* Malaria preventative measures

* Selected vaccine-preventable diseases

* Family planning r
e PMTCT e
* Needle an syringe programs
* Water sanitation and hygiene




ALL THESE VEGETABLEY PREVENT THE ROLLOUT
OF ANTIRETROVIRALS —— TRUE OR FALSE ?

Preparation for ART

* Willingness and readiness

* Retesting all patients prior to ART is a good
practice to ensure correct diagnosis

* ART regimen, dosing and schedule
* Adverse effects
* Follow up and monitoring visits

 Consider nutritional status, comorbidities,
contraindications and potential drug interactions
when chosing a regimen



When to initiate ART

Population Recommendation

Initiate ART if CD4 cell count <500 cells/mm?3

e As a priority, initiate ART in all individuals with severe/advanced HIV
disease (WHO clinical stage 3 or 4) or CD4 count <350 cells/mm?

Adults and Initiate ART regardless of WHO clinical stage and CD4 cell count
ERMENEICE o Active TB disease

e e HBV coinfection with severe chronic liver disease

e Pregnant and breastfeeding women with HIV

e HIV-positive individual in a serodiscordant partnership (to reduce HIV
transmission risk)

Initiate ART if CD4 cell count <500 cells/mm3

e As a priority, initiate ART in all children with severe/advanced HIV
Children disease (WHO clinical stage 3 or 4) or CD4 count <350 cells/mm?3

=5 years o
old Initiate ART regardless of CD4 cell count

e WHO clinical stage 3 or 4
e Active TB disease

Initiate ART in all regardless of WHO clinical stage and CD4 cell count

1-5 years e As a priority, initiate ART in all HIV-infected children 1-2 years old or
old? with severe/advanced HIV disease (WHO clinical stage 3 or 4) or with CD4
count <750 cells/mm3 or <25%, whichever is lower

Children

Infants <1 Initiate ART in all infants regardless of WHO clinical stage and CD4
year old? cell count




South African Guidelines

Eligible to start Lifelong ART

= CD4 count <350 cells/mm3 irrespective of WHO clinical stage
OR
= |rrespective of CD4 count
o All types of TB (In patients with TB drug resistant or sensitive, including extra
pulmonary TB)
= WHO stage 3 or 4 irrespective of CD4 count

Require fast track (i.e. ART initiation within 7 days of being eligible)
= HIV positive women who are pregnant or breast feeding

OR

= Patients with low CD4 <200
OR

= Patients with Stage 4, irrespective of CD4 count
OR

= Patients with TB/HIV co morbidity with CD4 count < 50
(Patients with Cryptococcus meningitis or TB meningitis (defer ART for 4-6 weeks)

Patients with CD4 above 350, Not yet eligible for ART

Transfer to a wellness programme for regular follow-up and repeat CD4 testing 6-monthly.
Advise on how to avoid HIV transmission to sexual partners and children

Initiate INH prophylaxis if asymptomatic for TB

Provide counselling on nutrition and contraception and do annual pap smear




SA Pediatric eligibility

v All children less than 3 years of age, irespective of CD4

o Children 3 years to 15 years with WHO clinical stage 3 or 4 or CD4 <350 clls/y

Require Fast-Track (i.e. start ART within 7 days of being eligible)
Children less than 1 year of age
WHO clinical Stage 4
MOR or XDR-TB
CD4 Count < 200 cells/ul Or < 15%




ART FOR PMTCT

National PMTCT Pregnant and breastfeeding
programme option women with HIV

HIV-exposed infant

Replacement
feeding

Regardless of WHO clinical stage
or CD4 cell count

Breastfeeding

Use lifelong ART
for all pregnant

and breastfeeding nitiate ART and maintain 6 weeks of infant | 4—6 weeks of

women after delivery and cessation prophylaxis with | infant prophylaxis

(“Option B+") of breastfeeding once-daily NVP | with once-daily
NVP

o o (or twice-daily
Eligible for Not eligible for AZT)

Use lifelong ART treatment? treatment®
only for pregnant
ENDIEER G [nitiate ART Initiate ART and

women eligible and maintain stop after delivery
for treatment after delivery and cessation of
(“Option B") and cessation of | breastfeeding °°
breastfeeding ®




Breastfeeding

* Exclusive breastfeeding 15t 6/12

* Introduce complimentary feeds after 6/12,
continue breast feeding for 15t 12 months.

* Breastfeeding should be stopped when
nutritionally adequate and safe diet without
breast milk can be provided




Paediatric

Age When you start

Infants (<1 year) Treat all individuals

1 year to less than Treat all individuals
5 years (children <2 years or with WHO stage 3 or 4 or CD4 count
<750 cells/mm? or <25% as a priority)

5 years and above WHO stage 3 or 4 Or CD4 <500 cells/mm? (CD4 <350 cells/
mm? as a priority)




15t line therapy

First-line ART

Adults

(including pregnant and
breastfeeding women and adults
with TB and HBV coinfection)

Adolescents (10 to 19 years)
=35 kg

Children 3 years to less than 10
years and adolescents <35 kg

Children <3 years

Preferred first-line
regimens

TDF + 3TC (or FTC) + EFV

Alternative first-line
regimens2P®

AZT + 3TC + EFV
AZT + 3TC + NVP
TDF + 3TC (or FTC) + NVP

AZT + 3TC + EFV
AZT + 3TC + NVP
TDF + 3TC (or FTC) + NVP
ABC + 3TC + EFV (or NVP)

ABC + 3TC + EFV

ABC + 3TC + NVP
AZT + 3TC + EFV
AZT + 3TC + NVP
TDF + 3TC (or FTC) + EFV
TDF + 3TC (or FTC) + NVP

ABC or
AZT + 3TC + LPV/r

ABC + 3TC + NVP
AZT + 3TC + NVP




Note Special circumstances

First-line ART for adults (including pregnant and breastfeeding women and people with

TB and HBV coinfection)

Preferred regimens TDF + 3TC (or FTC) + EFV

Alternative regimens AZT + 3TC + EFV (or NVP)
TDF + 3TC (or FTC) + NVP

Special circumstances* Regimens containing ABC, d4T" and boosted Pls

3For adolescents, see section 7.2.4 on first-line ART for children three years and older which includes adolescents infected with
HIV (10 years and older).

"Using d4T as an option in first-line treatment should be discontinued and restricted to special cases in which other ARV drugs
cannot be used. The duration of therapy with this drug should be limited to the shortest time possible and include close
monitoring.

“Special circumstances may include situations where preferred or alternative regimens may not be available or suitable because of
significant toxicities, anticipated drug-drug interactions, drug procurement and supply management issues, or for other reasons.



South african regimens

All new patients needing
treatment, including pregnant
women

TDF + FTC (or 3TC) +EFV

FDC preferred

Replace EFV with NVP in patients with
significant psychiatric co-morbidity or
intolerance to EFV and where the neuro-
psychiatric toxicity of EFV may impair daily
functioning, e.g. shift workers.

Adolescents

ABC + 3TC + EFV

At age 18 years an adolescent if eligible
must be switched to the FDC

Contraindications to EFV

TDF + (FTC or 3TC) + NVP

Use NVP based regimen: In patients with
significant psychiatric co morbidity or
intolerance to EFV and where the neuro-
psychiatric toxicity of EFV may impair daily
functioning, e.g. shift workers.

Contraindication to TDF

AZT+ 3TC +EFV or (NVP)

Renal disease or the use of other
nephrotoxic drugs e.g. aminoglycosides

Contraindication to TDF and
AZT

d4T + 3TC+ EFV (or NVP)

Renal disease and anaemia or the use of
other nephrotoxic drugs, aminoglycosides

Contraindication to TDF, AZT
and d4T

ABC + 3TC + EFV (or NVP)

Renal disease, anaemia, peripheral
neuropathy, the use of other nephrotoxic
drugs

Currently on d4T-based
regimen

TDF + FTC(or 3TC) + EFV

FDC preferred

Mandatory if patients experience toxicity
and patients who are at high risk of toxicity
(high BMI or pregnant). Switch to TDF if
virally suppressed and the patient has
hormal creatinine clearance, even if well
tolerated.




All women at first antenatal
visit (any gestational age)

SA PMTCT

Maternal Regimens

Regimen
1°" antenatal visit
FDC initiated immediately

If there is a contraindication to the
FDC: Start AZT immediately and
review within a week. (Refer to
PMTCT algorithm 1)

Currently on lifelong ART

Creatinine = 85umol/l
Any CD4 cell count

Continue the ART regimen

If the woman is on a compatible
regimen (EFV, 3TC, TDF) change to
FDC
2™ antenatal visit (1 week later)

Continue FDC

Check a VL when pregnancy
diagnosed

Creatinine = 85pmol/I

Contraindication to TDF
(renal disease)
CD4 =350cells/mm”

AZT + 3TC + EFV

If haemoglobin <7g/dl AZT is
contraindicated. Use d4T instead of
AZT. (Refer to PMTCT Algorithm 3)

Refer for investigation for cause of
renal disease

Creatinine = 85umol/l

Contraindication to TDF
(renal disease)
CcD4 >350cells/mm?

AZT in preghancy

sdNVP + sd TDF + FTC and AZT
3hrly in labour

(Refer to PMTCT Algorithm 3)

Contraindication to EFV
(active psychiatric illness)
CD4 =350cells/mm?

TDF + FTC + NVP

Substitute LPV/RTV for NVP in
women with CD4 counts
>250cells/mm?

Contraindication to EFV
(active psychiatric illness)
CD4 >350cells/mm?

Unbooked and presents in
labour and tests HIV positive

All woman breastfeeding and
diagnosed as HIV positive
during pregnancy

AZT in pregnancy

sdNVP + sd TDF + FTC and AZT
3hrly in labour
Labour

sdNVP + sd TDF + FTC and AZT
3hrly in labour

Start FDC after delivery if woman
will breastfeed
Post Natal
Continue FDC

Assess maternal ART eligibility
before discharge

If there is a contraindication to the
FDC: Start AZT immediately and
review within a week.

All woman breastfeeding and
diagnosed as HIV positive
during breast feeding

FDC initiated immediately

If there is a contraindication to the
FDC: Start AZT immediately and
review within a week. (See PMTCT
algorithm 4)




SA PMTCT flow chart

First antenatal visit : HIV-positive not on ART (known and newly diagnosed)

History & clinical assessment including for TB & WHO staging.

Bloods sent for creatinine, CD4

y N

If no active psychiatric illness or history of renal disease

Start FDC (TDF+3TC/FTC+EFV) same day
Retum in 1 week to review results

If active psychiatric illness or history of renal

disease

Start AZT 300mg same day (provided Hb =7g/dL)

Fetumn m 1 week to review results

1 week later : Review results of CD4. serum creatinine

¥

If serum creatinine =85 pmol/L

v

Check CD4 counts, WHO staging

)

v

CD4=350 or stage 3/4 CD4>350 and stage 1/2

y

|

For further management of pregnant women
on AZT (see PMTCT Algorithm 2)

If serum creatinine =85 pmol/L: (see
PMTCT Algorithm 3)

Continue FDC
as lifelong treatment

labour and delivery. postnatal till one week after
complete cessation of breastfeeding

Continue FDC as prophylaxis through antenatal,




SA PMTCT with active or severe
psychiatric hx

If active psychiatric illness
Start AZT 300mg same day
History, clinical assessment, WHO staging
Bloods sent for serum creatinine, CD4
Routine antenatal care (including urine dipstix, Hb, RPRStart TDF+3TC/FTCHEFV (as FDC) same day

Petum m 1 week to review results
L
W

. 1 week later If serum creatinine > §5 pmol/L.:
. Review results of CD4, serum creatinine > (see PMTCT Algorithm 3)
L]
. .
. If serum creatinine <85 pmolL
. v
. Check CD4 counts. WHO staging
* y

CD4=350 or stage 3/4 ‘ CD4>350 and stage 1/2

A 4
Requires alternate triple-drug regimen for lifelong Continue AZT prophylaxis throughout pregnancy
treatment per adult guidelines — TDF+ 3TC/FTC + NVP Intrapartum: Provide AZT 3 hourly during labour, Stat
Use LPV/RTV in women with CD4 counts =250 cells/uL Dose NVP + TDF/FTC




SA PMTCT with creat >85 flow chart

If serum creatinine > 85 pmol/T
(referred to ART Clinic with AZT)

V

Check CD4 counts, WHO staging

W
CD4>350 and stage 1.2

W
CD4<350 or stage 3/4

L]
[ W W
Requires alternate triple-drug regimen for Continue AZT prophylaxis throughout pregnancy
lifelong treatment per adult guidelines: AZT+ Intrapartum: Provide AZT 3 hourly during labour, STAT dose : NVP
3TC+ EFV + TDF+3TC/FTC

If haemoglobin <7g/dl AZT 1s contramndicated. Use
ABC or D4T mstead of AZT.




Note -l |

NB Efavirenz also included for woman in first
trimester is recommended

Dosages for neveripine change with weight of
baby

No mention of ART for defaulters with low CD4—
growing problem

No mention of pregnant woman on ART and
monitoring—no condoms—desire for kids-----
detectable viral load---resistance test---change
ART



ART for Kids < 3 WHO

Preferred regimens ABC? or AZT + 3TC + LPV/r®

Alternative regimens ABC? or AZT + 3TC + NVP*

Special circumstances® d4Td + 3TC + LPV/r

d4T? + 3TC + NVP




Children 3 years to less than 10 | Adolescents (10 to 19 years)

years and adolescents <35 kg =35 kg

Preferred ABC® + 3TC + EFV TDF + 3TC (or FTC) + EFVA

ABC + 3TC + NVP

AZT + 3TC + EFV AZT + 3TC + EFV
Alternatives AZT + 3TC + NVP AZT + 3TC + NVP

TDF + 3TC (or FTC) + EFV TDF + 3TC (or FTC) + NVP

TDF + 3TC (or FTC) + NVP

d4T® + 3TC + EFV ABC + 3TC + EFV
d4T® + 3TC + NVP ABC + 3TC + NVP

Special circumstances®




SA paed 15t and second line

First Line Regimen
All infants and children under 3 years | ABC + 3TC + LPV/r

(or < 10kqg)
Children = 3 years (and = 10kg)= ABC + 3TC + EFV
Currently on d4T-based regimen Change d4T to ABC if viral load is undetectable

If viral load =1000 copies/ml| manage as treatment failure

If viral load between 50 — 1000 copies/ml — consult with expert for
advice

Second Line Regimen

Failed first line Protease Inhibitor (Pl)-based regimen

Failed first line Pl-based regimen Recommended second line regimen
ABC + 3TC + LPV/r
d4T + 3TC + LPV/r Consult with expert for advice*

Unboosted Pl-based regimen

Failed First line NNRTI based regimen (discuss with expert before changing)

Failed first line NNRTI-based regimen Recommended second line regimen
ABC +3TC + EFV (or NVP) AZT + 3TC + LPVIr
d4T +3TC + EFV (or NVP) AZT + ABC + LPVir

Third line regimens
line regimen Refer for specialist opinion — Regimen based on genotype
resistance testing, expert opinion and supervised care

Failing any 2

Access to third line ART will be managed centrally by the National
Department of Health

e Children = 3 years and exposed to NVP for 6 weeks or longer (PMTCT) should be initiated on ABC
+ 3TC + LPV/r



TB and ART for Paeds

Recommended regimens for children and adolescents initiating

ART while on TB treatment?®

Two NRTIs + NVP, ensuring that dose is 200 mg/m?
Younger than 3 years or
Triple NRTI (AZT + 3TC + ABQ)¢

Two NRTIs + EFV

3 years and older or
Triple NRTI (AZT + 3TC + ABQ)©

Recommended regimen for children and infants initiating TB
treatment while receiving ART®
. . . )
Younger than Continue NVP, ensuring that dose is 200 mg/m

Child on standard = 3 years or c
NNRTI-based Triple NRTI (AZT + 3TC + ABC)

regimen If the child is receiving EFV, continue the same regimen

(two NRTIs + EFV ' 3 years If the child is receiving NVP, substitute with EFV
or NVP) and older or

Triple NRTI (AZT + 3TC + ABQ)©
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Treatment failure

Viral load is preferred monitoring approach to
diagnose treatment failure

Viral load should be tested at 6/12 than 12
monthly

Viral load should be <1000 (previously <5000 i.e
2010 guideline) on 2 consecutive viral load
measurements 3 months apart with adherence
support

Both clinical and immunological failure have low
specificity and sensitivity for predicting treatment
failure



Viral load strategy for determining
switch due to failure

Targeted viral load monitoring Routine viral load monitoring
(suspected clinical or (early detection of
immunological failure) virological failure)

Test viral load

Viral load >1000 copies/ml

Evaluate for adherence concerns

Repeat viral load testing after 3—6 months

Viral load <1000 Viral load >1000
copies/ml copies/ml
Maintain first-line Switch to second-line

therapy therapy



Preferred second line

Second-line ART Preferred regimens @ Alternative regimens

Adults and adolescents (=10 years),

including pregnant and breastfeeding
women

AZT + 3TC + LPV/r?® TDF + 3TC (or FTC) + ATV/r
AZT + 3TC + ATV/r? TDF + 3TC (or FTC) + LPVIr

If a NNRTI-based first-line . ABC + 3TC + LPV/r®
regimen was used ABC & 3TC+ LPVIT TDF + 3TC (or FTC) + LPV/r®

No change from first-
line regimen in use*

If a Pl-based <3 years
first-line

regimen Was 3 yaargto less [YANCIEVOREELLS
used than 10 years ERdaY%

AZT (or ABC) + 3TC + NVP

ABC (or TDF) + 3TC + NVP




Preferred second line for adults
&adolescents

Target population

If d4T or AZT was used in

Adults and first-line ART

Preferred second-line regimen?

TDF + 3TC (or FTC) + ATV/r or LPV/r

adolescents

(210 years) If TDF was used in first-

line ART

AZT + 3TC + ATV/r or LPVIr

Pregnant women

Same regimens recommended for adults and adolescents

If rifabutin is available

Standard Pl-containing regimens as
recommended for adults and adolescents

HIV and TB If rifabutin is not available

coinfection

Same NRTI backbones as recommended for
adults and adolescents plus double-dose LPV/r
(thatis, LPV/r 800 mg/200 mg twice daily) or
standard LPV dose with an adjusted dose of RTV
(thatis, LPV/r 400 mg/400 mg twice daily)

HIV and HBV
coinfection

AZT + TDF + 3TC (or FTC) + (ATV/r or LPV/r)




Preferred second line for SA

Management of virological If plasma HIV RNA =1000 copies.

failure
Check for adherence, compliance,
tolerability and drug- drug interaction and
assess psychological issues.

Repeat VL test 2 months later.

If plasma VL confirmed >1000copies
change regime to second line therapy

Failing on a TDF-based 1% line AZT+3TC+ LPVir Patients with anaemia and renal failure
regimen switch to ABC

Failing on a d4T-based 17 line TDF+3TC (or FTC) and

regimen LPV/r

Dyslipidaemia or intractable Switch LPV/r to ATV/r

diarrhoea associated with LPV/r

F__

ailing any 2" line regimen Specialist referral
Should be expert and Most likely regimen would be
genotype resistance testing Raltegravir/Darunavir/
based decision and /Etravirine adjusted
supervised care according to genotype

Interpretation. Should be by

Patients failing on second line | expert and take into account
therapy will be managed by an | Prior exposure and

expert panel. The drugs for predictable mutations

third line will be managed
centrally. More discussion is
required to deal with the
modalities




Managing common coinfections and
comorbidities

e Co-trimoxazole

e Criteria for initiating, discontinuing and
monitoring;2006 guideline
— PCP
— Toxoplasmosis
— Certain bact infxn
— malaria



Age

HIV-
exposed
infants

<1 year

=5 years,
including
adults

Cotrimoxazole

Criteria for initiation

In all, starting at 4—6
weeks after birth
(A-111)

Criteria for
discontinuation?

Until the risk of HIV
transmission ends or HIV
infection is excluded (A-1)

Dose of co-
trimoxazole

See Annex 7

Monitoring
approach

Clinical at
3-monthly
intervals (A-Ill)

In all? (A-11)

Until 5 years of age
regardless of CD4% or
clinical symptoms® (A-1V)
or

Never (A-1V)

WHO clinical stages

2, 3 and 4 regardless
of CD4 %

or

Any WHO stage and

CD4 <25% (A-I)

or

In all® (C-1V)

Never (A-1V)

See Annex 7

Clinical at
3-monthly
intervals (A-111)

Any WHO stage and
CD4 count <350
cells/mm?3 (A-111)9
or

WHO 3 or 4
irrespective of CD4
level (A-1)

or

In all 2 (C-111)

Never (A-I1V) or when CD4
=350 cells/mm? after 6
months of ART® (C-1V)

or

CD4 =200 cells/mm3 after
6 months of ARTc (B-1I)

See Annex 7:
for <30 kg,
960 mg daily

Clinical at
3-monthly
intervals (A-Ill)




Tuberculosis

TB case-finding with symp screen:each visit

Children with poor wt gain,fever ,chronic cough or TB
contact need to be evaluated

TB trx with Rif for at least 6/12
GXP MTB/RIF used as initial diagnostic test

Drop of new TB diagnosis

— 20-30% ART reconstitute, with increase ART TB should
theoretically increase increase

Drop in TB deaths

— TB deaths in hospital Unmasking IRIS
— Reported as TB deaths?



INH WHO

* Asymptomatic pts should receive IPD

 Duration

— Adults adolescents with HIV who have not had TST or
TST neg —6/12 of INH

— Adult/adolescent with HIV have postive TST and on ART-
--36/12 of INH

— Concerns regarding INH resistance unlikely-should not
be barrier

— Children >12 months with no features of TB or contact
should receive 6/12

— Children <12 months with TB contact but no evidence of
TB should receive 6/12

— All children treated should receive additional 6/12

f
|



SA INH Guideline

Summary Recommendations

Pre-ART(CD4>350) On ART
TST not done* IPT for 6 months IPT for 6 months
TST negative IPT for 6 months IPT for 12 months
TST positive IPT for at least 36 months [PT for at least 36 months




Timing of ART/with TB WHO

ART for all pts irrespective of CD4

TB trx than ART within 8 weeks

— For more advanced with CD4 < 50 for ART within
2/52

ART should be started in any child with active
TB and within 8 weeks irrespective of CD4

EFV based ART should be used



NO GUIDE FOR HOSPITAL —in patient BASED ART
— Few crazies now provide this
— Need to expand such
— Need guide on who to follow
Hospitals have Wellness unit
— Even specialist physicians do not provide ART
— No follow up at these units or multiple follow up
All ART is Down referred
— Out of sight---out of mind
All ART is nurse managed

— Complex cases often dumped
— Pericarditis as mentioned were sent to local PHC

i

. —




TB/HIV/ART SA Guide

Antiretroviral Treatment for Adults with Concomitant TB

TB develops while on ART

TB diagnosed before starting ART

Continue ARV therapy throughout TB
treatment.

First-line regimen.

Patient can remain on the regimen they are
taking.

CD4 count >350/mm™:

Delay ART for two months (until intensive phase
of TB therapy is complete).

CD4 count 100 — 350/mm°

Second-line regimen:

The lopinavir/ ritonavir dose should be doubled
(from 2 tablets 12 hourly to 4 tablets 12 hourly)
while the patient is on rifampicin-based TB
treatment.

Monitor ALT monthly.

Reduce lopinavir/ ritonavir to standard dose 2
weeks after TB treatment is completed.

Introduce ART between 2-8 weeks

CD4 count of <100/mm°or other serious HIV
illness:

Introduce ART regimen as soon as the patient is
stabilized on TB therapy (within 2 weeks after
starting TB therapy).

First line ART regimen:

1. Tenofovir 300mg daily
2. Lamivudine 300mg daily
3. Efavirenz 600mg at night




Recommended regimen for children and infants initiating TB
treatment while receiving ART?

Triple NRTI (AZT + 3TC + ABC)©

or
Younger than Substitute NVP for LPV/r, ensuring that dose is 200 mg/m?
ERACELS or

Continue LPV/r; consider adding RTV to achieve the full
therapeutic dosed

If the child has no history of failure of an NNRTI-based

regimen:
_ Substitute with EFV®
Child on or
standard PI- Triple NRTI (AZT + 3TC + ABC)¢
based regimen or
(two NRTIs + Continue LPV/r; consider adding RTV to achieve the full
LPV/r) therapeutic dose®
ERELS
and older If the child has a history of failure of an NNRTI-based
regimen:
Triple NRTI (AZT + 3TC + ABC)¢
or

Continue LPV/r consider adding RTV to achieve the full
therapeutic dose?

Consider consultation with experts for constructing a second-
line regimen




Crypto screening

L4

L= W

* Routine screening for crypto with CD4 <100

* Immediate ART is not recommended for pts
with CCM

— Start after 2-4/52 of induction-consolidation

regimens with Ampho combined with flucytosine
or fluconazole



Adherence

e Patient factors
— Substance abuse
— Denial/depression
— adolecents
* Service delivery issues
— Drug security
— Distances to pts
— Staff
— Poor intergration
— Vertical programs
* Political issues
— guidelines
— Cost of care
— Poverty
— Poor programs

N

Health system/
HCT-factors

Social/feconomic
factors

Condition-related
factors

Therapy-related
factors

Patient-related
factors



Thank you




