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lamivudine
ir
Acquired Immuno deficiency Syndrome
Alanine Aminotransferase
Adult Respiratory Distress Syndrome
Antiretroviral Treatment
Antiretroviral
Asparate Aminotransferase
Atazanavir
twice daily
cell cluster of differentiation antigen4 cell
Creatine Kinase
Creatinin
cvtomeaalovirus
Central Nervous System
C -reactive protein
stavudine
Darunavir
didanosine
Emtricitabine
Directly Observed Treatment
efavirenz
Enzyme-Linked Immunosorbent Assay
Highly Active Antiretroviral Treatment
HIV associated nephropathy
Henatitis B Surface Antigen
Hepatitis B Virus
Hepatitis C Virus
high-density lipoprotein
human immunodeficiency virus
human papillomavirus
herpes simplex virus
iniectina drua user
indinavir
immunoglobulin G
international normalized ratio
immune reconstitution inflammatory syndrome
lactate dehvdroaenase
liver function test
lopinavir
Mycobacterium avium-intracellulare
nelfinavir
non-nucleoside reverse transcriptase inhibitor
nucleoside/nuclectide reverse transcriptase inhibitor
nevirapine
once daily
opportunistic infection
opioid substitution therapy
Preumocystis iirovecii pneumonia (formerly P. carinii pneumonia)
polymerase chain reaction
persistent generalized lvmphadenopathy
protease inhibitor
peopleliving with HIV and AIDS
proaressive multifocal leukoencephal opathy
low doseritonavir (for boosted Pl )
Raltegravir
ritonavir
tuberculosis
tenofovir
three times daily
thyroid-stimulating hormone
venereal diseaseresearch laboratory
viral load
very-low-density lipoprotein
World Health Organization
zidovudine (also known as azidothymidine (AZT))
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Primary HIV Infection

« Asymplomatic | « Acute etovinal syndiwome

Qinleal 5tage 1

« Asympromatic | « Persistent generalized lymphadenapathy
Qinical 5tage 2

= Moderzte unexplainzd weight loss {-<10% of presumed or measured bocy waight)

. HE_Lurrtnl'Espidlcw nlections (respitalory ack infections, uppe espitalony
infecticns, sinusitic, bronchits, otit's medla, pharyngitis)

- Herpes zoster

= Minor mucocutaresus manitestations (angular
chieilitis, recurrent oral uleerations, schorrheic
dermatitis, prutigo, papular pruritic eruptions, fungal
fing=mail infections]

Qinical 5tage 3

Conditions for wehich o presumptive diagnesis can be made on the basis ef dinieal signs o

rsimple investigetions

= Sever= weight loss (210% of presumed or measured body weight,

« Unexplainad chronic diarrhea ter =1 maonth

« Unexplained persistent fevar far =7 month (interm trent or constant)
« Oral candidiasis (thrush)

- Oral hairy leukeplakia

« Pulmaonary twiberculasis within the 12sr  years

» Severe presumed bactziizl infections (zg,
ENeumonia, empyems, piomyosicis, bone orjoint
infertion, meningits, hactersmia)

= Mcute necrotizing uleerative stomatits, gingivitis or
periadontitis

Conditions for wehich confmmetory diagnostic testing is necessary

« Unexplained aremiz (hemoalobin <8g/dL)
= Neutropenia (nautrophils < 500 cel's/pl)

« Thrombocytopenia Iplatelets <50,000 cells/ul)

Qinical Stage 4

Conditions for which ¢ presumptive diagnaesis can be made on the basis ef dinical signs or simple investigetions

= NIV wasting syndrome, as defined by the CDC (see Tabl= 3, above)

= Preumacystis firovect (farmerly carinii) pneumaniz

- Recumrent severe or adiologic bacterial oneumonia

« Chronic herpes simplex irfection (orzl or genital, or anor2ctal site) for >1 month

- [sophageal candidiasis

« Berrapulmanary tuberculosis

- Kapaosi saroma

= Central nzrvous system texoplasimosks
- HIV encephalopathy

Conditions for vehich ¢ confinrmatory dicgnostic testing is necessary

= Cryptococeosis, ectre pulmonary « Cryprospordiosis
« Dissemirated nontuberrulosis Mycohacreria | « lsnsporiasis

infecticn - Wisceral haipes simpl=x infection,
= I'rogressive mu'tifocal leukoencephalopathy | cytom=qalovirs infection (retinitis
« Candida of the trach=a, bronchi, or lungs or organ other then liver, spleen, or
lymph node)

- My dissemineted mycosis (e, histoplasmosis,
coccidicidomycosis, penidllics's)

« Recurrent nentyphoidal salmonel a septiczmia

- Lymphoma {cerzbral ar B-c2ll nen-llocakin)

« Invasive cervical cardnoma

- Visceral leishmaniasts

*Wasting syndrome caused by HIV (involuntary weight loss >10% of

baseline body weight) associated with

either chronic diarrhea (two or more loose stools per day for >1 month) or chronic weakness and documented

fever for >1 month
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Initial Regimens

Vonavir / Atripla*
2 . 3
Truvada“ + Efavirenz
Tenofovir + Lamivudine + Efavirenz
Truvada + Nevirapine®
Tenofovir + Lamivudine + Nevirapine

Q. °Q

Alternative regimens

Abacavir® + lamivudine + Efavirenz

Zidovudine+ lamivudine + Efavirenz

Truvada + Boosted ATV/Kaletra

Tenofovir + Lamivudine + Boosted ATV/Kaletra
Zidovudine + Lamivudine + Boosted ATV/Kaletra
Abacavir+ Lamivudine + Boosted ATV/Kaletra
Abacavir+ Lamivudine+Nevirapine

Zidovudine+ lamivudine+Nevirapine

Qo

Preferred Regimens for HIV/HBV coinfection

@ Vonavir/Atripla
@ Truvada + Efavirenz
@ Tenofovir + Lamivudine + Efavirenz

1. Atripla (Vonavir): Tenofovir + Emtricitabin + Efavirenz
2. Truvada: Tenofovir+Emtricitabine
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Assessment At HIV Prior to Follow-up
diagnosis | Starting ART frequency

History Complete medicd history + +

Family history (e.0. +

premature CV D«

diabetes<hypertension< CKD)

Concomitant medications + +

Past and current + +

co-morbidities

Vaccination history +
Psychosocial Current lifestyle (a cohol + + 6-12 months

use: smoking: diet« aerobic

exercise: drug use)

Employment + + Asindicated Every visit

Social and welfare + +

Psychol ogical morbidity + +

Partner and children +
Sexual and Sexua history + 6-12 months
Reproductive Safe sex + Asindicated
health Partner status and + Asindicated

Disclosure

Conception issues (LMP time) + + Asindicated
Coinfections
STls Syphilis serology + Annual/as indicated

STI symptomatic sreening + Annual/as indicated
Tuberculosis PPD + Anuud if negative

Symptomatic screening + + In each visit/each 3

months

CXR Asindicated
Hepatitis B HBsAg + Asindicated

HBsAb

HBcAb
Hepatitis C HCV Ab + Asindicated
Others Toxoplasmosis serol ogy + Annud if negative

CMV serology + Annud if negative
Co-mor bidities
Body composition | BMI + + Annual
Cardiovascular Risk assessment + +
disease (Framingham score)*

ECG + +/- Annua
Hypertension Blood pressure + + Annual
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Assessment At HIV Prior to Follow-up
diagnosis | Starting ART frequency
Lipids TC« HDL<HDL« TG + + Annual
Bone disease Bone profile: calcium« PO4« ALP + + 6-12 months
Risk assessment in person>40 ** + + 2 years
Vitamin D 25(0OH) vitamin D + Asindicated
Cancer Mammography 1-3 years
Cervica pap smear Annua***
Ana pap smear 1-3 years
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Initial regimen Failure regimen

@ ZDV + 3TC + (EFV or NVP) @ TDF + 3TC/FTC + LPV/r or ATV/r
@ ABC + 3TC + (EFV or NVP)
@ ABC+3TC+ZDV
(%]
(%]

TDF + 3TC/FTC + (EFV or NVP) | @ ZDV + 3TC/FTC + LPV/r or ATV/r
@ ABC+3TC/FTC + LPV/r or ATV/r
TDF + 3TC/FTC + (EFV or NVP) | @ ZDV +TDF+ 3TC/FTC + LPV/r or ATV/r
(for HIV/HBV coinfected cases)
@ 3TC+ ZDV+TDF @ ABC+3TC + LPV/r or ATV/r
@ 3TC+ ZDV+ABC @ TDF+3TC+LPV/r or ATV/r

Highly treatment experienced ;5 w9999y wo Oloys-12
patients
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(29015 o slie s S plondl a5 Lol e 05015 55 e 61 pE 0 G55 S
Conglie Lt 3505 Doy 30 )3 0331 o fond 33 Bb 03 8 Sl 5 Slassls pol= J s kil
Pl &1 BB o gsls

Darunavir/r U
Raltegravir G
33 505 e ol 1 ) (Elvitegravir + Cobicistat + TDF + FTC) Stribild G
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Lipid-

Cardiac g Antimyco- | Gl Neur o- Psycho- —
ARV Agents 'I&g&etrsmg bacterials | Drugs leptics tropics Ergot Derivatives | ARV Others
Dihydroergotamine
':‘/-EV Amiodarone | Lovastatin | Rifampin Ciszoride | Pimozide Midazolam | Ergonovine NVP gﬁl(ﬁen;feri?lfor
RTV Dronedarone | Simvastatin | Rifapentine S0 Triazolam | Ergotamine PAH
Methylergonovine
Dihydroergotamine
DRV/r Amiodarone | Lovastatin | Rifampin Ciszoride | Bimozide Midazolam | Ergonovine None gﬁl(ﬁen;eri?lfor
Dronedarone | Simvastatin | Rifapentine S0 Triazolam | Ergotamine PAH
Methylergonovine
Dihydroergotamine
LPV/r Amiodarone | Lovastatin | Rifampin Ciszoride | Fimozide Midazolam Erg()),mvirg None gfallgéeng?lfor
Dronedarone | Simvastatin | Rifapentine S0 Triazolam | Ergotamine PAH
Methylergonovine
Dihydroergotamine
. . N S Midazolam | Ergonovine Other
EFV None None Rifapentine | Cisapride | Pimozide Triazolam | Ergotamine NNRTIS None
Methylergonovine
ATV
NVP None None Rifapentine | None None None None gt-l;g Ketoconazole
NNRTIs
: Rifampin : Dihydroergotamine | All Salmeterol
Stribild | Nore Lovastain | Rifepertine | Cisspride | Pimozide | M192208M | Ergoramine other | Sildersfil for
Rifabutin Methylergonovine | ARVs PAH
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Concomitant Drug PI Effect on PI or Dasing Recommendations and Clinical
Concomitant Comments
Drug Concentrations
Acid Reducers
Antacids ATVI/r When given Give ATV at least 2 hours before or 1 hour
simultaneously« after antacids
| ATV expected
H2 receptor ATVI/r | ATV H2 receptor antagonist dose should not
antagonists exceed adose equivaent to famotidine 40
mg BID in ART-naive patients or 20 mg
BID in ART-experienced patients.
Give ATV 300 mg+ RTV 100 mg
simultaneously with and/or >10
hours after the H2 receptor antagonist.
If using TDF and H2 receptor antagonist in
ART-experienced patients: use ATV 400
mg + RTV 100 mg.
PPIs ATVI/r | ATV PPIs are not recommended in patients
receiving unboosted ATV
PPIs should not exceed a dose equivaent to
omeprazole 20 mg daily in Pl-naive
patients. PPIs should be administered at
least 12 hours before ATVIr.
PPIs are not recommended in PI-
experienced patients
Anticoagulants
Warfarin All Pls 1 or | warfarin Monitor INR dosdy when stopping or
possible starting Pl and adjust warfarin dose
accordingly.
Anticonvulsants
RTV-Boosted Pls
ATVI/r 1 carbamazepine Consider aternative anticonvulsant or
LPV/r possible monitor levels of both drugs and assess
May | Pl levels virologic response. Do not co-administer
substantiadly with LPV/r once daily
carbamazepine
DRV/r carbamazepine AUC 1 | Monitor anticonvulsant level and adjust
45% dose accordingly.
DRV: no significant
change
Plswithout RTV
ATV May | Pl levels Do not co-administer. Consider aternative
substantiadly anticonvulsant or RTV boosting for ATV
and FPV.
Lamotrigine LPV/r Lamotrigine AUC A dose increase of lamotrigine may be
150% needed and therapeutic concentration
LPV: no significant monitoring for lamotrigine may be
change indicated« particularly during dosage
adjustment. Alternatively« consider another
anti convulsant.
A similar interaction is possible with other
RTV-boosted Pls.
Phenobarbital All Pls May | Pl levels Consider aternative anti convulsant or
substantiadly monitor levels of both drugs and assess
virol ogic response.
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Concomitant Drug PI Effect on PI or Dasing Recommendations and Clinical
Concomitant Comments
Drug Concentrations
Do not co-administer with LPV/r once
dailyc ATV without RTV« or FPV without
RTV
RTV-Boosted Pls
ATV/r | phenytoin possible Consider aternative anticonvulsant or
DRV/r | Pl possible monitor levels of both drugs and assess
virol ogic response.
LPV/r phenytoin AUC | 31% | Consider alternative anticonvulsant or

LPV/r AUC | 33%

monitor levels of both drugs and assess

Phenytoin virol ogic response.
Do not co-administer with LPV/r once daily
Plswithout RTV
ATV May | Pl levels Do not co-administer. Consider aternative
substantiadly anticonvulsant or RTV boosting for ATV
and FPV.
Valproic Acid LPV/r | or&VPA possible Monitor VPA levels and virologic response.
LPV AUC 1 75% Monitor for LPVrelated toxicities
Antidepr essants
Bupropion LPV/r bupropion AUC | 57% | Titrate bupropion dose based on clinica
response.
Sertraline DRV/r sertraline AUC | 49% | Titrate sertraine dose based on clinical
response.
Trazodone ATV/r¢ RTV 200 mg BID (for | Uselowest dose of trazodone and monitor
ATV 2 days) for CNS and cardiovascular adverse effects
DRV/r 1 trazodone AUC
LPV/r 240%
Tricyclic All 1 TCA expected Use lowest possible TCA dose and titrate
Antidepressants RTVboosted based on clinical assessment and/or drug
Amitriptyline: Pls levels.
Desipramines
I mipramine:
Nortriptyline
Antifungals
Fluconazole ATV/r No significant effect No dosage adjustment necessary.
Itraconazole All Pls 1 itraconazole possible | Consider monitoring itraconazole level to
1 Pl possible guide dosage adjustments. High doses (>200
mg/day) are not recommended
with RTV-boosted Pls unless dose is guided
by itraconazole levels.
Posaconazole ATV/r- ATV AUC 1 146% Monitor for adverse effects of ATV.
ATV
RTV-Boosted Pls
All RTV 400 mg BID | Do not co-administer voriconazole and RTV
RTVboosted | voriconazole AUC unless benefit outweighs risk. If
Voriconazole Pls 82% administered« consider monitoring

RTV 100 mg BID |
voriconazole AUC
39%

voriconazole level and adjust dose
accordingly.

Plswithout RTV

ATV 1 voriconazole Monitor for toxicities.
possible
1 Pl possible
Antimycobacterials
Bedaquiline All With LPV/r: Clinical significance unknown. Use with
RTVboosted | bedaquiline AUC 1 caution if benefit outweighs the risk and
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Concomitant Drug

Pl

Effect on PI or
Concomitant
Drug Concentrations

Dasing Recommendations and Clinical
Comments

Pls

22%; Cmax< With
other Pl/r:
Tbedaguiline possible

monitor for QTc prolongation and liver
function tests

Clarithromycin

ATV/re
ATV

clarithromycin AUC 1
94%

DRV/r

DRV/r 1
clarithromycin AUC
57%

LPV/r

LPV/r 1
clarithromycin
expected

Monitor for clarithromycin-rel ated toxicities
or consider dternative macrolide (e.g.«
azithromycin).

Reduce clarithromycin dose by 50% in
patients with CrCl 30-60 mL/min.

Reduce clarithromycin dose by 75% in
patients with CrCl <30 mL/min.

Rifabutin

RTV-Boosted

Pls

ATVIr

Compared with
rifabutin (300 mg
daily)

administered alones
when rifabutin (150
mg

oncedaily) is
administered with
ATV/rerifabutin AUC
1 110% and metabolite
AUC 1 2101%

DRV/r

Compared with
rifabutin (300 mg once
daily) administered
alone« when rifabutin
(150 mg every other
day) isadministered
with DRV/r« rifabutin
AUC not significantly
changed and
metabolite AUC 1
881%

LPV/r

Compared with
rifabutin (300 mg
daily)

administered alones
when rifabutin (150
mg

oncedaily) is
administered with
LPV/r« rifabutin and
metabolite AUC 1
473%.

Rifabutin 150 mg once daily or 300 mg
three times a week.

Monitor for antimycobacteria activity and
consider therapeutic drug monitoring.

Plswithout RTV

ATV

1 rifabutin AUC
expected

Rifabutin 150 mg daily or 300 mg three
times a week

Rifampine

All PIs

| Pl concentration by
>75%

Do not co-administer rifampin and Pls.
Additional RTV does not overcome this
interaction and increases hepatotoxicity.
Consider rifabutin if arifamycinis
indicated.

Benzodiazepines

Alprazolam
Diazepam

All PIs

1 benzodiazepine
possible
RTV (200 mg BID for

Consider alternative benzodiazepines such
as lorazepam« oxazepam: or temazepam
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Concomitant Drug PI Effect on PI or Dasing Recommendations and Clinical
Concomitant Comments
Drug Concentrations
2 days) 1 dprazolam
half-life 222% and
AUC 248%

L orazepam All Pls No data These benzodiazepines are metabolized via

Oxazepam non-CY P450 pathways, thereisless
interaction potentia than with other
benzodiazepines.

Cardiac Medications

Calcium Channé All Pls 1 dihydropyridine Use with caution.

Blockers possible

Diltiazem ATV/r¢ diltiazem AUC 1 Decrease diltiazem dose by 50%. ECG

ATV 125% monitoring is recommended.
DRV/r 1 diltiazem possible Use with caution. Adjust diltiazem
LPV/r according to clinical response and toxicities.

Corticoster oids

Beclomethasone DRV/r RTV 100 mg BID ¢ No dosage adjustment necessary.

Inhaled 17-BMP AUC 2-fold

and 1 Cmax 1.6-fold Significant interaction between
(DRV 600 mg plus beclomethasone (inhd ed or
RTV 100 mg) BID | intranasal) and other RTV-boosted Plsis not
17- expected
BMPAUC 11%and |
Cmax 19%
Budesonide All 1 glucocorticoids Co-administration can result in adrenal
Inhaled or Intranasal | RTVboosted insufficiency« including Cushing’s
Pls syndrome. Do not co-administer
unless potentia benefits of inhaed or
intranasal budesonide outwei gh the risks of
systemi ¢ corticosteroid adverse effects.
Consider aternative therapy (e.g.«
beclomethasone).

Dexamethasone All Pls | Pl levels possible Use systemic dexamethasone with caution
or consider aternative corticosteroid for
long-term use.

Prednisone LPV/r 1 prednisolone AUC Use with caution. Co-administration can

All Pls 31% result in adrenal insufficiency« including
1 prednisolone Cushing’s syndrome. Do hot coadminister
possible unless potential benefits of prednisone
outwei gh the risks of systemic corticosteroid
adverse effects.

M ethylprednisol ones All 1 glucocorticoids Co-administration can result in adrenal

Prednisol ones RTVboosted | expected insufficiency«

Triamcinolone Pls including Cushing’s syndrome. Do not co-
administer.

Consider aternative non-steroidal therapies.
If intraarticular
corticosteroid therapy required: change to
aternative non-CY P3A-modulating ART
(e.g.« RAL)
Hepatitis C NS3/4A Pratease | nhibitor
ATVI/r ATV AUC | 35%: Co-administration is hot recommended.
Cmin | 49%
RTV AUC | 36%
boceprevir AUC «—
DRV/r DRV AUC | 44%: Co-administration is not recommended.
Cmin | 59%
RTV AUC | 26%
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Concomitant Drug PI Effect on PI or Dasing Recommendations and Clinical
Concomitant Comments
Drug Concentrations
boceprevir AUC |
32%: Cmin | 35%
LPV/r LPV AUC | 34%: Co-administration is not recommended.
Cmin | 43%
RTV AUC | 22%
boceprevir AUC |
45%« Cmin | 57%
Hormonal Contraceptives
ATVI/r thinyl estradiol AUC | | Ora contraceptive should contain at least 35
19% and Cmin | 37% | mcg of ethinyl estradiol.
norgestimate 1 85%
Oral contraceptives containing progestins
other than norethindrone or norgesti mate
have not been studied
Hormonal DRV/r ethinyl estradiol AUC | Recommend aternative or additional
Contraceptives | 44% contraceptive method
norethindrone AUC |
14%
LPV/r ethinyl estradiol AUC | Recommend aternative or additional

| 42%
norethindrone AUC |
17%

contraceptive method

HMG-CoA Reductase I nhibitors

Atorvastatin ATV/r¢ 1 atorvastatin possible | Titrate atorvastatin dose carefully and use
ATV lowest dose necessary
DRV/r DRV/r plus Titrate atorvastatin dose carefully and use
atorvastatin 10 mg the lowest necessary dose.
similar to atorvastatin Do not exceed 20 mg atorvastatin
40 mg administered daily.
alone
LPV/r LPV/r 1 aorvastatin Use with caution and use the lowest
AUC 488% atorvastatin dose necessary
Lovastatin All Pls Significant 1 lovastatin | Contraindicated. Do not co-administer.
expected
Simvastatin All Pls Significant 1 Contraindicated. Do hot co-administer.
simvastatin level;
SQV/r 400mg/400 mg
BID 1 simvastatin
AUC 3059%
I mmunosuppressants
Cyclosporine All Pls 1 immunosuppressant | Initiate with an adjusted dose of
Sirdimus expected immunosuppressant to account for potential
Tacrolimus increased concentrations of the

immunosuppressant and monitor for
toxicities.

Nar cotics/Treatment for Opioid Dependence

Buprenorphine

significant effect

ATV buprenorphine AUC 1 | Do not co-administer buprenorphine with
93% unboosted ATV.
norbuprenorphined
AUC 1 76%
| ATV possible

ATVI/r buprenorphine AUC 1 | Monitor for sedation. Buprenorphine dose
66% reduction may be necessary.
norbuprenorphined
AUC 1 105%

DRV/r buprenorphine: no No dosage adjustment necessary. Clinical

monitoring is recommended
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Concomitant Drug PI Effect on PI or Dasing Recommendations and Clinical
Concomitant Comments
Drug Concentrations
norbuprenorphined
AUC 1 46% and Cmin
1 71%
LPV/r No significant effect No dosage adjustment necessary
Oxycodone LPV/r oxycodone AUC 1 2.6- | Monitor for opioid-related adverse effects.
fold Oxycodone dose reduction may be
necessary
RTV-Boosted Pls
ATV/r¢ ATV/r< DRV/r: Opioid withdrawal unlikely but may occur.
DRV/r | R-methadonee AUC | Dosage adjustment of methadone is not
Methadone LPV/r 16% to 18%; usually required« but monitor for opioid
LPV/r | methadone withdrawal and increase methadone dose as
AUC 26%to clinically indicated.
Plswithout RTV
ATV | Nosignificant effect | No dosage adjustment necessary.
Phosphodiesterase Type 5 (PDED) Inhibitors
Avanafil ATV/r¢ RTV (600 mg BID for | Co-administration is not recommended
DRV/r 5 days) 1 avandfil
LPV/r AUC
13-fold« Cmax 2.4-fold
Sildenafil All Pls DRV/r plus sldenafil For Treatment of Erectile Dysfunction:
25 mg similar to » Start with dldenafil 25 mg every 48 hours
sildenafil 100 mg and monitor for adverse effects of silden&fil.
aone; For treatment of PAH:
RTV 500 mg BID 1 * Contraindicated
sildenafil AUC 1000%
Others
Salmeterol All Pls 1 sdmeterol possible Do not co-administer because of potential
increased risk of sal meterol-associated
cardiovascul ar events
Hypiran All Pls | Pls expected Do not co-adminster
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Concomitant
Drug
ClassName

NNRTI

Effect on NNRTI or
Concomitant Drug
Concentrations

Dosing Recommendations and Clinical
Comments

Anticoagulants/Antiplatel ets

Warfarin EFV. 1 or | warfarin possible Monitor INR and adjust warfarin dose
NVP accordingly
Anticonvulsants
EFV Carbamazepine plus Monitor anticonvulsant and EFV levels or.
EFV: ' if
Carbamazepine -Zgzr‘b;r(rjlazepl ne AUC | possible. use alternati ve anti convulsant to
Phenobarbital « EFV AUC | 36% those listed.
Phenytoin Phenytoin plus EFV:
+ | EFV.and
* | phenytoin possible
NVP | anticonvulsant and Monitor anticonvulsant and NVP levels
NVP possible and
virologic responses or consi der alternative
anti convulsant
Antidepressants
Bupraopion EFV bupropion AUC | 55% Titrate bupropion dose based on clinica
response
Sertraline EFV sertraline AUC | 39% Titrate sertraline dose based on clinical
response
Antifungals
EFV No significant effect No dosage adj ustment necessary
Fluconazole NVP NVP AUC 1 110% Increased risk of hepatotoxicity possible
with this combination. Monitor NVP
toxicity or use alternative ARV agent
Itraconazole EFV itraconazol e and OH- Failure to achi eve therapeutic itraconazol e
itraconazole AUC. concentrations has been reported. Avoid
Cmax and Cmin | 35%- this cqmpi nation if possible. 'If
44% coadministered. closely monitor
itraconazol e concentration and adj ust dose
accordingly
NVP | itraconazol e possible Avoid combinationif possible. If
1 NVP possible coadministered. monitor itraconazole
concentration and adjust dose accordingly.
Posaconazale EFV posaconazole AUC | Avoid concomitant use unless the benefit
50% «> EFV outweighs therisk. If co-administered.
monitor pasaconazole concentration and
adjust dose accordingly
Voriconazole EFV voriconazole AUC | 77% | Contraindicated at standard doses.
EFV AUC 1 44% Dose: voriconazole 400 mg BID. EFV 300
mg daily
NVP | voriconazole possible Monitor for toxicity and antifungal
1 NVP possible response and/or voriconazole level
Antimycobacterials
Bedaquiline EFV —bedaquiline AUC No dosage adj ustment necessary.
NVP
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Concomitant NNRTI | Effect on NNRTI or Dosing Recommendations and Clinical

Drug Concomitant Drug Comments

Class/Name Concentrations

Clarithromycin | EFV clarithromycin AUC | Monitor for effectiveness or consider

39% alternative agent.
such as azithromycin. for MAC
prophylaxis and treatment
NVP clarithromycin AUC | Monitor for effectiveness or use alternative
31% agent. such as
azithromycin. for MAC prophylaxis and
treatment.

Rifabutin EFV rifabutin | 38% Dose: rifabutin 450-600 mg once daily or
600 mg 3 times aweek if EFV is not co-
administered with aPl.

NVP rifabutin AUC 1 17% and | No dosage adjustment necessary. Use with
metabolite AUC 1 24% caution.
NVP Cmin | 16%

Rifampin NVP NVP | 20% to 58% Do not co-administer

Benzodiazepines

Alprazolam EFV No data Monitor for therapeutic effectiveness of

NVP alprazolam.
L orazepam EFV lorazepam Cmax 1 16%. | No dosage adjustment necessary.

AUC &

Cardiac M edications

Dihydropyridine | EFV | CCBspossible Titrate CCB dose based on clinica
Calcium NVP response
Channel
Blockers
Diltiazem EFV | diltiazem or verapamil | Titrate diltiazem or verapamil dose based
Verapamil NVP possible on clinical response
Corticosteroids
Dexamethasone | EFV | EFV(NVP possible Consider alternative corticosteroid for
NVP long-term use. If dexamethasoneis used
with NNRTI. monitor virol ogic response
Others
Boceprevir EFV EFV AUC 1 20% Cao-administration is not recommended.
boceprevir AUC | 19%.
Cmin | 44%
Hormonal EFV ethinyl estradiol « Use alternative or additional contraceptive
Contraceptives levonorgestrel AUC | 83% | methods.
norel gestromin AUC | 64%
| etonogestrel (implant)
possible
NVP ethinyl estradiol AUC | Use dternative or additional contraceptive
20% methods.
norethindrone AUC |
19%
Levonorgestrel EFV levonorgestrd AUC | Effectiveness of emergency post-coita
(for emergency 58% contraception may be diminished
contraception)
Atorvastatin EFV atorvastatin AUC | 32% | Adjust atorvastatin according to lipid

to 43%
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Concomitant
Drug
ClassName

NNRTI

Effect on NNRTI or
Concomitant Drug
Concentrations

Dosing Recommendations and Clinical
Comments

responses. not to exceed the maximum
recommended dose.

Nar cotics/Treatment for Opioid Dependence

EFV buprenorphine AUC | No dosage adjustment recommended;
50% monitor for withdrawal symptoms
Buprenorphine norbuprenorphineb AUC
1 71%
NVP No significant effect No dosage adjustment necessary
Methadone EFV methadone AUC | 52% | Opioid withdrawa common; increased
methadone dose often necessary
NVP methadone AUC | 37%to Opioid withdrawal common; increased

51%

methadone dose often necessary

AUC (Area under the curve): reflects the actual body exposure to drug after administration of a dose of
the drugand is expressed in mg /L
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Concomitant
Drug
Class'Name

NRTI

Effect on NRTI or Concomitant
Drug Concentrations

Dosage Recommendations and
Clinical
Comments

Non-ARV—Antivirals

Adefovir

TDF

No data

Do not co-administer. Serum
concentrations of TDF and/or other
renally eliminated drugs may be
increased

Boceprevir

TDF

No significant effect

No dose adjustment necessary.

Ganciclovir
Valganciclovir

TDF

No data

Serum concentrations of these
drugs and/or TDF may be
increased. Monitor for dose-related
toxicities

ZDF

No significant effect

Potential increasein hematologic
toxicities

Ribavirin

ZDF

Ribavirin inhibits phosphorylation of
ZDV.

Avoid co-administration if
possibles or closdy monitor HIV
virologic response and possible
hemat ol ogi c toxicities.

Nar cotics/Treatment for Opioid Dependence

Buprenorphine | 3TC« No significant effect No dosage adj ustment necessary
TDF«
ZDV
ABC methadone clearance 1 22% No dosage adj ustment necessary
M ethadone ZDV ZDV AUC 1 29% to 43% Monitor for ZDV-related adverse
effects
Pls
TDF ATV AUC | 25%:¢ Cmin | 23% to40% | Dose: ATV/r 300/100 mg daily co-
(higher Cmin with RTV than without administered with TDF 300 mg
RTV) daily. Avoid concomitant use
TDF AUC 1 24% to 37% without RTV. If usng TDF and
ATV H2 receptor antagonist in ART-
experienced patients: use ATV/r
400 mg/100 mg daily.
Monitor for TDF-associated
toxicity
ZDV ZDV Cmin | 30%¢ no changein AUC | Clinica significance unknown.
DRV/r TDF TDF AUC 1 22%:¢ Cmin 1 37% Clinicd significance unknown.
Monitor for TDF toxicity
LPV/r TDF LPV/r AUC | 15% Clinicd significance unknown.

TDF AUC 1 34%

Monitor for TDF toxicity

1A%
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S Polee 4o el gilio OMD 4ol 390 | UgaYoe B = H5 pb
S i yos
S
ol 2SI)HSRS | -12/celb 15 | 5655,y SO dlw s | 600 daily,.300mg BD 300mg Abacavir
) ) ] o _ tablet (ABC)
,»HLAB5701 23 5tn 0 il ora -
. Sl o w5
MJLPJ‘&Y\{&MLJ 3,ls &,;S@;%SZ solution A
SOFP A iR
oSl ol s bbb ohley 5o [
%MQ&»!A:-J:HLA j):r:]éﬁqj\é&ugf syt
Q)j.ap.:}:arl;u'l 3,ls e
b 2S5 55
4o § )J‘: AJL:): Ol
258 (503 Trizivir Trizivir Trizivir:
5 Jols HSR (s3is ltablet BID | (ABC 300 | ABCwith
T mg + ZDV +3TC
gl Elyinal g 55 A ZDV 300
b Cans oS5 5y mg + 3TC
o rgj . 150 mg)
i ke b et tablet
u;i.‘; L@y 5,5 jlf Jze
Al o S
Sl Oladlas 51 ae
G pan b LMl e,
235 Olosanl oo
Y
315 o8 S 5 | i o ll0 | 55 (5dST  5 186 or Vonavir: Atripla | Atriplaor | Emtricitabine
Gl 20 o (FTC 200 mg + vonavir: | (FTC)/
5 3 Oa Bl et s bl ol 2> | Epy 600 mg + (FTC 200
Gy K 553 0=k 4 5L 548" | TDF 300 mg) mg + oy o 4 Laid
B ke b oble >l i';\ieoo 59k eSS
b Cplioms yoal ol Ol jon TDF 300 oA 3 Sl
o pon Cila 05 iy mg) i
TR e s Tablet Hhe
e
Stribild: Stribild: Stribild:
(FTC 200 mg + (FTC200 | FTC
EVG 150 mg + mg + with EVG +
COBI 150 mg + EVG 150 COBI + TDF
TDF 300 mg) mg +
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Tablet | COBI 150
mg +
TDF 300
mg)
Truvada Truvada Truvada:
(FTC 200 mg + (FTC 200 FTC with
TDF 300 mg) tablet | mg + TDF
TDF 300
mg) tablet
)3 (oS S 5 | =18/l 8T | 5505 (558" 5 70 150 mg BID or + 150 and Lamivudine
B st bl s L2 S 300 mg once daily | 300 mg (3TC)/
AU Ot ) — 4o Al (gleyl s tablets
J.?ubb?)TCdaéuLe,aA :)l:j):r:]é'.i <10 S S s b
G POV RGN I N 4 mgImL > jes b
o Oral )2 ==kl b
Solution | sl e e s
Combivir: Combivir: | Combivir:
1tablet BID | (3TC 150 3TC with
mg + ZDV
ZDV 300
mg)
Tablet
Trizivir: Trizivir: Trizivir:
1tablet BID | (3TC 150 3TC with
mg + ZDV+ABC
ZDV 300
mg +
ABC 300
mg)
tablet
ek 58 Lyl |5 il e l1T 30> 558 25 | 300 mg once daily or + 150. 200. | Tencfovir
i . i o 7.5 scoops once Disoproxil
Shdss s S55Sb el 60 b b ohl o Daily 250, Fumarate
Iy 55 330 kS 4 5Ll | e esle Ll 4-201) 5oy ?&ci))cl)e;ng (TDFR)/
(S
ARy (Vo gl 2k “HL ok« B S 05 | L 40 my/g PETORO
Sl gl ails LS oSe e ik a5t | OFa .
Powder Pt
B ostalohles o 258 S L Slale -
L (e e e
54 L TDF dab 0l jen
ol eler a0 Atriplaor vonavir: | Atriplaor | Atriplaor
g8 Jlwl 353 o (S 1tablet at or before | vonavir: vonavir:
5 sa e ol el bedtime | (TDF 300 | TDF with
rgﬂcm}tﬂ 348 Co e - odea b | MY+ EFV+FTC
EFV 600
mg +
FTC 200
mg)
Tablet
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Stribild Stribild Stribild:
1 tablet oncedaily | (TDF300 | TDF with
355 (o yuan lie Ly | MO+ EVG+COBI+
EVG 150 FTC
mg +
COBI 150
mg +
FTC 200
mg)
tablet
Truvada Truvada Truvada:
1 tablet oncedaily | (TDF 300 TDF with
mg + FTC
FTC 200
mg)
tablet
L0l gl he ol Mool | 355l oS i s 300 mg BID or » 100 mg Zidovudine
PESEE ) R T e 20mgTID | cpale | (ZDVY
SIS 303 395 e tablet L
333 o &l ezl 5 r.hd (generlc s
03 T T o8 only) b jes b
e 9 (gl * 10 AEL >
60l _mgImL FERCE
intravenous
BYE solution
s K Sy - 10 mg/MI
Combivir Combivir: | Combivir:
2L S) S 5 gl 1 tablet BID | (ZDV 300 ZDV with
0 iS04l Ll il s mg + 3TC
(e 3TC 150
= mg) tablet
e s Trizivir Trizivir: Trizivir:
3 o)l 4y sl 1tablet BID | (ZDV 300 | ZDV with
. ’ mg + 3TC+
sk ol 3TC 150 ABC
- mg +
i ABC 300
Sha mg) tablet
i1, | 40-55hours | Metabolized by 600 mg once daily. at » 600 mg | Efavirenz
} . CYPs 2B6 and tablet | (EFV)/
A S 304 " before bedt
S Slgas Hl iul58l CYP3A4 mixed . j,-.ori\, t.|me S S Syse 4
s inducer/inhibitor S A .
S (more an inducer A3 o LT, POk
Cd O3S ke il than an inhibitor) AL (o
5 Uit Sl 1tablet oncedaily.a | (EFV 600 | Atripla
ook or mg EFV with
o o before bedtime | FTC 200 TDF + FTC
Slos 5 93 (o515 mg +
Olust s Y| TDF 300
mg) tablet
Ol i Jols 31, 25-30 hours | CYP450 200 mg once daily for | « 200 mg Nevirapine
5l substrate. 14 tablet (NVP)/
. o inducer of 3A4 days (lead-in period); * 50 mg/5 Vlramune
Jolssladle Csla and thereafter. 200 mg mL oral Generic
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i oAS 5555 2B6; 80% BID. or suspension | available
excreted . _ for 200 m
oy 5,150 %50 5 3, in urine &35)17;0:.,5;»);;! tabletg
Sy o (glucuronidated 5954 5L 0T sdome Ea,5 55
3335k s b sl metabolites. <5% »,slead-in
250 §1 z:, CDAL o5 i“n”Changed); 10% | s s e o
S 2 CDAL Ol o feces b Cagdst 3l s Ol
Jl;:):}@a.\i:400 LS"‘:'J"‘{"?M&Q)"\J L.w}:.a
™ C)ﬂ-\ﬁ@dbkﬁ wlst b lead-in ;s by
5535 595 28 31ty Ll AL,
S sy o e 7 hours | CYP3A4 ARV-naive patients: 100. 150. Atazanavir
) inhibitor 400 mg once daily. or | 50 (ATV)/
e and substrate ¢
PR ot Vb (A5Y 300ma+ RV and 300
s S 4 interval 23352 055 435 | mg) once daily mgcapajlas
9 ol 6.5 & 3l A et
e Il L Ol ey With TDF or in ARV
. . experienced
lag,ls b L
SRR patients:
= SIPR G, (ATV 300 mg + RTV
0 e bl |y 5,138 100
) mg) once daily
Y
S e : :
With EFV in ARV-
BENPY STl naive
O patients:
la 35l Lol Yo (ATV 400 mg + RTV
S 100
Ohles 3 5 5 mg) once daily
o b o pn 12 L
)
Choldlithiasis o
Nephrolithiasis
%20 i,
ST sl o Sl
2% 055 b
., boosted - J-
23U5
W0 zwss 2 15 hours | CYP3A4 ARV-naive patientsor | 75, 150. Darunavir
el s (when | inhibitor ARVexperienced 300 (DRV)/
Oyl Oy S 5374 combined | and substrate patients with ‘ Prezista
55 o2, TEN with RTV) no DRV mutations: 400. 600.
acute (DRV 800mg+RTV | o4
generalized 100 . 800 mg
exanthematous mg) once daily tablets
sl S pustulosis 100
s mg/mL
— ARV-experienced oral
patients suspension

o)




ZUSSIERES:

S plgs 4o s 30 O 4pogi 393 | Ugme¥ge B < 53 pb
S/ i yoc
ok
S e with at least one DRV
SR mutation:
A e (DRV 600 mg + RTV
535 0 100
i s mg) BID
(kS lems 5 SR
kS e Unboosted DRV isnot
s 3 0 recommended.
6las g sl il 53 Yiaz|
5 b e 136 L
Ohles 53 G5 555 e ’
ki e
38 IS Jors pe 5-6 hours | CYP3A4 LPV/r 400 mg/100 mg | Tablets: Lopinavir +
o inhibitor BID (LPV 200 | Ritonavir
(o and substrate mg + LPVIn)/
<l SSL Or RTV 50 Kaletra
. mg)
e LPV/r 800 mg/200 mg
oh5 o ple once
el 55 Daily Oral
s L@u ST el Q‘)L“:’. 233950 JL:' égi 39 solution:
eSS D35k el o5 5 Each 5 mL
S s 53 i wiL Ly | CONEANS
&r)@&&é@b: SIS G e 2 (LPV
' - kel Bl 400 mg +
&:!M‘ I5,L oL RTV
S foF o> IS R 100 mg)
ol il Yz b 2d $sl & Gl
95l 0B
1S e eslizal
Ohles 53 G5 555 = Oral
EFV.NVP.FPV. fl .
S yon _ solution
QT ,PRow: Y NFV . carbamazepine. | contains
) ;d ; < phenytoin. or ;2%h I
orsades de st ) coho
T phenobarbita

pointes

| With EFV or NVP
(PI-naive

or Pl-experienced
patients):

LPV/r 500 mg/125 mg
tablets BID

(Use a combination of
two

LPV/r 200 mg/50 mg
tablets + one LPV/r
100
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mg/25 mg tablet to
make a
total dose of LPV/r
500
mg/125 mg.)
or
LPV/r 533 mg/133 mg
ora
solution BID
34h (3 a0 s b ol )
38 IS Jors pe 3-5hours | CYP3A4 >2D6 As pharmacokinetic + 100 mg Ritonavir
o substrate; booster tablet (RTV)/
o potent 3A4. 2D6 | for other Pls: _
Sl inhibitor 10C2F4OO mg per day in | ¢ 1f(t)o mg
lehe sl ls - 0
¥ e divided doses (refer to | gel capsule
el o5 other PlIs for specific
sl dosing * 80
o recommendations) mg/mL
S ora
@b e 3 IO sk ool 145 U Solution
S foF o> IS Jooss 14e L oslizul &y 50 > | Oral
o o5 sl contns
Gas sl a5l Yiazs| 43%
Ohles )3 S 5 alcohol
(S sen
O il Ozl Jolis 31, ~9 hours | UGT1A1- 400 mg BID 400 mg Raltegravir
TEN . HSR mediated With rifampin: tablet (RAL)/
’ glucuronidation 800 mg BID 25and 100 | Isentress
& mg
s chewable
o tablets
Jigal
Pyrexia
s CPK 1531
sl 5 SHhas
& ~13 hours | EVG: CYP3A. 1 tablet once daily (EVG 150 | Elvitegravir
with food mg + (EVG)
Je! UGTIAL3 COBI 150 | Currently
Fhbads glbps s Not recommended for | mg + only
o7 o patients TDF 300 available as
COBI: CYP3A. with baseline CrCl< mg + aco-
iy ol rals” CYP2D6 (minor 70 mL/min. FTC 200 formul ated
el calculating CrCl. mg) product with:
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S
Csla b ol 53 tablet Cobi cistat
. (COBI)/
&8 S TDF/FTC
sas ik LTDF,FTC Stribild
ol ol pon Cola

ARV = antiretroviral. BID = twice daily. CYP = cytochrome P. DLV = delavirdine. EFV = efavirenz. ETR = etravirine. FDA =
Food and Drug Administration. FTC = emtricitabine. HSR = hypersensitivity reaction. NNRTI = non-nucleoside reverse
transcriptase inhibitor. NVP = nevirapine. RPV = rilpivirine. TDF = tenofovir disoproxil fumarate. XR = extended release

BID = twice daily. COBI = cobicistat: CPK = creatine phosphokinase. CrCl = creatinine clearance. EVG = elvitegravir. FTC =
emtricitabine. HSR = hypersensitivity reaction. RAL = raltegravir. TDF = tenofovirc UGT = uridine diphosphate
gluconyltransferas
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History | Physical Examination

Every visit (at least every 3 months)

*New symptoms +*Vital signs (temperature, blood pressure, heart rate,
*Medications: HIV-rdated medications,Medications | respiratory rate)

for other conditions *Weight

,Over-the-counter medications,Herbs or vitamins *General appearance, body habitus (including
*Adherence to medications and clinical care evaluation for lipodystrophy)

*Risk reduction; prevention with positives *Skin

*Mood *Oropharynx

*Alcohol and recreational drug use *Lymph nodes

*Tobacco use *Heart and lungs

*Allergies *Abdomen

*Pain *Psychiatric-mood, affect

*Socia supports *Neurologic

*Housing condition
*Domestic violence

Every 6 months

*As above *As above plus:

*Visual and funduscopic exam

» Eargnose

*Screening for syphilisin all patients at risk for this
infections

Every 6 months (twice) , and, if both are normal, annually ther eafter)

As above *Women: cervical Papanicolaou smear, pelvic exam
Annually

Update initia history: Complete physical to include:

HIV-related symptoms, hospitalizations, major Genitorectal exam

illnesses, family history Prostate exam

Breast exam
Testicular exam

o1
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eGFER (ml/min Hemodialysis
>50 30-49 10-29 <10
NRTIs
ABC 300 No dose No dose No dose
mg | adjustment | adjustment | adjustment
gl2h | required reguired Required
FTC 200 mg 200 mg 200 mg g72h | 200 mg g96h 200 mg q96h
g24h g48h
3TC 300 mg 150 mg 100 mg g24h 50-25 mg 50-25 mg g24h:«
g24h g24h g24h AD*
TDF 300 mg 300 mg Not Not 300 mg gq7d AD*
g24h g48h recommended | recommended
(300 mg g72- | (300 mg q7d:¢
96h:« if no if no
aternative) dternative)
ZDV 300 mg No dose adjustment 100 mg g8h 100 mg g8h
gl2h required
Truvada g24h Q48h Useindividual drugs
NNRTIs
EFV 600 mg No dose adjustment required
g24h
NVP 200 mg No dose adjustment required
gl2h

oy
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eGFR (ml/min) Hemodialysis
>50 30-49 10-29 <10
Pls
ATVIr 300/100 mg g24h No dose adjustment required
DRV/r 800/100 mg g24h No dose adjustment required
600/100 mg g12h
LPV/r 400/100 mg g12h No dose adjustment required
Others
RAL 400 mg g12h No dose adjustment required
Stribild Do not initiate if Discontinue if eGFR < 50 mL/min
eGFR < 70mL/min

*AD : after diadysis

oA




\

OBl 55 5 OVLE 55 53 (s 33,5008 Olays 5 HIV 4 S sley L5015 ses,

LA 1S J g 9 2 8 Ol 58 i a5 Slslew 4 ARV pazxi J9ue 13 Cawgw

NRTI
3,15 (F o tablet 300mg ABC
Syr 20 mg/ml
- Tab 150. 300 3TC
Syr 10 mg/mL
J= &, oTL oT10CC 5 cl s Tab 300 mg TDF
LS
Sl &S Lz 500 s Cap/ tab 300 ZDV
355 Jom a8 DT s 2y i Syr 10mg/ml
J= J s Tl 2T10CC 55 el 1 Tab 200/300 Truvada
LS
NNRTI
Jslon 5555 oo Jor T 3 (e & Tab 600 mg EFV
B L e e N e Syr 30mg/ml
255 BLA) o o g oS, 40KQ
s5h o dm T 5o Tab 200/400 NVP
Syr 10mg/ml
Pls
spdeny st 1de blogd e b ew b Cap 150. ATV
200.300mg

o9
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Seheny e 1AL Tab 400. 600mg DRV
Syr 100mg/ml
Tab 200/50mg LPVIr
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e 5 g8 b bekS G5 pa b osh
403, 5
Others
21> e Tab 400mg RAL
Tab Stribild
200/245/150/150
mg
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NRTIs
Child-Pugh Score 5-6: 200 mg bd (use oral solution)
ABC
Child-Pugh Score > 6: Contraindi cated
FTC No dosage adjustment
3TC No dosage adj ustment
TDF No dosage adj ustment
Truvada No dosage adj ustment
AZT Reduce dose by 50% or doubletheinterval between doses if Child-Pugh > 9
NNRTIs
EFV No dosage adjustment; use with caution in persons with hepatic impairment
Atripla No dosage adjustment; use with caution in persons with hepatic impairment
NVP Child-Pugh score > 6: contraindicated
Pls
Child-Pugh Score 7-9: 300 mg once daily
Child-Pugh Score > 9: not recommended
ATV
RTV boosting is hat recommended in persons with hepatic i mpairment (Child-Pugh
Score> 7)
LPV/r No dosage recommendation; use with caution in persons with hepati ¢ impairment
Mild to moderate hepatic i mpairment: no dosage adjustment
DRV
Severe hepatic impairment: not recommended
INSTI
RAL No dosage adjustment

AR
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Child-Pugh scoring

HIV 4 Y jlos bl 55020,

Score Bilirubin Albumin PT(sec) Hepatic Ascites
encephalopathy (grade)
1 <2 >35 1-4 None None
2 2-3 28-35 4-6 1-2 Mild
3 >3 <28 >6 3-4 Severe
Child class: A:5-6. B:7-9, C: >09.

A=mild liver disease, B=moderate liver disease, C=severe liver disease
L s ol 5 et 5o [y ylay A loj1 5 2 (ln il 5 wiDMe aodlad ) |y 4S5 Sl U tiSCo $SOS7 Lo 4 sl 32
(1 ,’Lﬂ.;ﬂ/)),/@gg,/@’/ﬁw, oyl g 457 (Gl L Sl 0 2SCn tloms [ ol Covonls (o jL2o/ SCON@ () s slte]

moderate s, /Ly s spiee T lial g sazme. (3 jlze) oot QI 3 oy oo (1 itea) ot ith 5 PT (2 Lzal) sl it

., /diver disease
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Drug Drug Dose Side effects Advise on use of statin together
class with ART
use with Pl/r use with
NNRTI
Statin(i) | Atorvastatin(ii) | 10-80mg | Gastrointestinal Start with low Consider higher
od dose(v)(max:40m | dose(vi)
symptoms: a)
headaches
insomnias
Fluvastatin(iii) | 20-80mg | rhabdomyolysis | Consider higher Consider higher
qd (rare) and toxic dose(vi) dose(vi)
Pravastatin(iii) | 20-80mg | hepatitis Consider higher Consider higher
qd dose(vi<vii) dose(vi)
Rosuvastatin(ii) | 5-40 mg Start with low Start with low
od dose(v) (max: 20 | dose(v)
mg)
Simvagtatin(ii) | 10-40 mg Contrai ndicated Consider higher
qd dose(vi)
Choleste | Ezetimibe(iv) 10 mg gd | Gastrointestina No known drug-drug interactions with
rol symptoms ART
uptake
1(i)

i A statin is preferred first-line therapy; different statins have variable intrinsic LDL-c lowering ability
ii iiic iv Target levels for LDL-c. see page 30. In persons where LDL-c targets are difficult to achieve. consult/refer

to specialist
ii iiic iv Expected range of reductions of LDL-c: ii 1.5-2.5 mmol/L (60-100 mg/dL). iii 0.8-1.5 mmol/L (35-60 mg/dL).

iv 0.2-0.5 mmol/L (10-20mg/dL)
v.vi The ARV may v inhibit (statin toxicity. | dose) or vi induce (=less effect of statin. 1 dose gradually to achieve

expected benefit ii. iii) the excretion of the statin
vii Exception: If used with DRV/r. start with lower dose of Pravastatin

1y
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Other risk Normal: SBP | High normal: Gradel: SBP | Grade2: SBP | Grade3: SBP
factorsand 120-129 SBP 140-159 160-179 > 180 or
disease history | or DBP 80-84 130-139 or or DBP 90-99 or DBP 100- DBP > 110
DBP 85-89 109
No other risk Average risk Averagerisk Low added risk | Moderate added | High added risk
factors risk
No BP No BP Lifestyle Lifestyle Immediate drug
intervention intervention changes for changes for therapy and
severa severa lifestyle
months(ii)« then | months(ii)« then changes(ii)
possible drug drug therapy
therapy
1-2 risk Low added risk | Low added risk | Moderate added | Moderate added Very high
factors(iii) risk risk added risk
Lifestyle Lifestyle Lifestyle Lifestyle Immediate drug
changes(ii) changes(ii) changes for changes for therapy and
severa severa lifestyle
months(ii)« then | months(ii)« then changes(ii)
drug therapy drug therapy
3 or more risk Moderate added | High added risk | High added risk | High added risk Very high
factors(iii) or risk added risk
target
organ
disease(iv) or
diabetes
Lifestyle Drug therapy Drug therapy Drug therapy Immediate drug
changes(ii) and and and therapy
lifestyle lifestyle lifestyle and lifestyle
changes(ii) changes(ii) changes(ii) changes(ii)
Associated High added risk Very high Very high Very high Very high
clinical added risk added risk added risk added risk
conditions(v)
Drug therapy Immediate drug | Immediatedrug | Immediatedrug | Immediate drug
and therapy and therapy therapy therapy and
lifestyle lifestyle and lifestyle and lifestyle lifestyle
changes(ii) changes(ii) changes(ii) changes(ii) changes(ii)

i SBP = systolic blood pressure; DBP = diastolic blood pressure. Repeated
blood pressure measurements should be used for stratification

i Recommended lifestyle interventions« see Lifestyle Interventions

Table adapted from [1].
iil Risk factors include age (> 45 years for men; > 55 years for women)«
smoking« family history of premature CVD and dyslipidaemia.

vi Target organ disease: left ventricular hypertrophy« ultrasound evidence of

arterial wall thickening« microalbuminuria.
v Associated clinical conditions: CVD« IHD« CKD:« peripheral vascular
advanced retinopathy.«disease
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<55years > 55 yearsor black(ii)
person of any age

| |

Aliii) | Cl(iii)

|

A+ C(iil)

l

A+ C+D(iii)

l

Add(iv) further diuretic therapy (e.g. spironolactone)
or alpha-blocker (e.g.doxazosin)
or beta-blocker (e.g. atenolol)
Refer to specialist

A ACE inhibitor (e.g. Perindopril« Lisinopril or Ramipril) or low cost angiotensin receptor blockers (ARB) (e.qg.
Losartan« Candesartan)

C Dihydropyridine calcium-channel blocker (e.g. Amlodipine). If not tolerated or if deemed at high risk of heart
failure< 'D’ drugs can be used instead. Where a C drug is preferred but not tolerated: Verapamil or Diltiazem may
be used (note: dose with caution with Pls as these may increase plasma concentrations of these calcium-channel
blockers: potentially leading to toxic reactions)

D Thiazide-type diuretic* e.g. Indapamide or Chlorthalidone

i Some calcium-channel blockers interact marginally with the pharmacokinetics of ARVs« see Drug-drug
Interactions between Antihypertensives and ARVs

ii Black persons are those of African or Caribbean descent: and not mixed race« Asian or Chinese persons

i Wait 2-6 weeks to assess whether target: see page 30« is achieved; if notc go to next step

iv Requirement of 4-5 drugs to manage hypertension needs specialist training

Bendroflumethiazide etc.)<* This excludes thiazides (e.g. HCTZ

14
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Fasting plasma Oral glucose HbA1c(iv)
glucose mmol/L tolerancetest (mmol/mal)
(mg/dL)(i1) (OGTT) 2-h
value mmol/L
(mg/dL)(iil)
Diabetes > 7.0 (126) OR >11.1 (200) > 6.5% (> 48)
Impaired <7.0(126) AND 7.8-11.0 Prediabetes
glucose — (140-199) 5.7-6.4% (39-47)
tolerance (IGT)
Impaired fasting 57-6.9 <7.8(140)
glucose (IFG) (100-125)

i As defined by WHO and

i An abnormal finding should be repeated before confirming the diagnosis
i Recommended in persons with fasting blood glucose of 5.7 - 6.9 mmol/L (100-125 mg/dL) as it may identify
persons with overt diabetes
iv Do not use HbAlc in presence of haemoglobinopathies« increased erythrocyte turnover and severe liver or
kidney dysfunction. Falsely high values are measured under supplementation with iron« vitamin C and E

« particularly when on ABC:«as well as older age (age > 70: HbAlc +0.4 %). HbAlc values in treated HIV-persons
and increase the «tend to underestimate type 2 diabetes. Both IGT and IFG increase CVD morbidity and mortality
and their CVD «risk of developing diabetes by 4-6 fold. These persons should be targeted for lifestyle intervention
risk factors must be evaluated and treated.
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If modification of lifestyle measures
is insufficient
\ 4
Metformin Sulfonylureas
+ Always to be considered as the » May be considered for non-overweight
first oral agent(ii) if blood glucose is very high
» Start dose (500-850 mg qd): * No clinical trial data in HIV-positive
increase to max tolerated dose of persons
2(-3) g/d over 4-6 weeks
* (May worsen lipoatrophy)

HbA1C > 6.5-7% (> 48-53 mmol/mol)

Use a combination of 2 agents
(Metformin/Sulfonylurea/others(ii))

HbA1C > 6.5-7% (> 48-53 mmol/mol)

!

Refer to specialist — use insulin

Prevention of hyper-/hypoglycaemia« glucose control (HbAlc < 6.5-7% without hypoglycaemia« fasting plasma
glucose 4-6 mmol/L (73-110 mg/dL)« prevention of long-term complications

* Normal blood lipids« « and blood pressure < 130/80 mmHg«

* Acetylsalicylic acid (75-150 mg/d) considered in diabetics with elevated underlying CVD risk« see page .

* Nephropathy« polyneuropathy and retinopathy screening should be performed as in diabetic persons without HIV
+ Consultation with a specialist in diabetology is recommended

i Type 1 diabetes should be treated according to national guidelines.

i Very limited data for any oral antidiabetic agents in terms of CVD prevention« and no data in HIV-positive
persons. Incretins (DDP4 inhibitors [e.g. Saxagliptin« Sitagliptin] and GLP-1 agonists [e.g. Liraglutide & Exenatide]
are currently being evaluated in several major morbidity/mortality studies; no clinically significant drug-drug
interaction or adverse effects on CD4 cell counts expected; clinical use of Pioglitazone questioned by its side
effects; HbAlc targets up to 7.5% can be considered for older persons with long-standing type 2 diabetes and
evidence of CVD.
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Smoking * Brief unambiguous statement about need to stop smoking

cessation « If person is not contemplating« try to motivate and emphasize positive short-term aspects
(more money for better things« better taste for food« better skin« less dyspnoea): and long-term
benefits (prevention of COPD« IHD:« stroke: lung cancer)

« If person is contemplating« try to fix stop date« establish reward system

* Use nicotine substitution (patch« chewing gume« spray)« varenicline or bupropion during
weaning phase if necessary.

Note: both varenicline and bupropion may cause central nervous system side effects including
suicide; bupropion may interact with Pls and NNRTIs.

* Consider referring person to specialized stop smoking clinics

* Anticipate relapses« explain and consider them as part of the weaning process to final
nicotine abstinence

Dietary + Dietary intervention should not interfere with the dietary requirements necessary for
counselling appropriate absorption of ART drugs
+» Keep caloric intake balanced with energy expenditure
« Limit intake of saturated fat: cholesterol and refined carbohydrates
* Reduce total fat intake to < 30% and dietary cholesterol to < 300 mg/day
» Emphasize intake of vegetables: fruit and grain products with fibre
 Cut back on beverages and foods with added sugar.
» Choose and prepare foods with little or no salt. Aim to eat less than 1:500 mg of sodium per
day.
» Emphasize consumption of fish¢ poultry (without skin) and lean meat
« Consider referral to dietician< one-week food and drink diary to discover ‘hidden’ calories
+ Avoid binge eating (‘yo-yo dieting’)
* In persons with HIV-related wasting and dyslipidaemia« address wasting first and consider
referral to dietician
* Persons who are obviously overweight should be motivated to lose weight. Starvation diets
are not recommended (immune defence mechanisms potentially decreased).
Malnutrition has to be addressed where observed.
Normal BMI range: 18.5-24.9; Overweight: 25.0-29.9¢ Obesity: > 30.0 kg/m2
+ The following questions are helpful to determine average alcohol intake
1. How often do you drink alcohol: never« < 1/month¢ 2-4x/month« 2-3x/week« > 4x/week
2. If you drink alcohol< how much typically at a time: 1-2¢ 3-4< 5-6¢ 7-9¢« > 10 drinks
3. How many times do you have 6 or more alcoholic drinks at one occasion: never« < 1/month:
1x/month¢ 1x/week< more or less daily.
* Intake of alcohol should be restricted to no more than one drink per day for women and two
drinks per day for men (< 20-40 g/d).
* In particular« persons with hepatic disease« adherence problems: inadequate CD4 cell
increase« tumours« past tuberculosis« diarrhoea and other conditions associated with high
alcohol intake should be motivated to decrease or stop alcohol intake.

Exercise » Promote active lifestyle to prevent and treat obesity« hypertension and diabetes
promotion » Encourage self-directed moderate level physical activity(take the stairs¢ cycle or walk to
work« cycling« swimming« hiking etc.)

» Emphasize regular moderate-intensity exercise rather than vigorous exercise
+ Achieve cardiovascular fitness (e.g. 30 minutes brisk walking > 5 days a week)
» Maintain muscular strength and joint flexibility
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