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CD4 <200 Plasma Viral % AIDS (AIDS-defining complication)
Load (copies/ml)
Bdna RT-PCR n 3 years 6 years 9 years
<500 <1,500 0 - - -
501 - 3,000 1,501 - 3 - - -
7,000
3,001 - 7 14.3 28.6 64.3
10,000 7,001 -
20,000 20 50.0 75 90.0
10,001 -
30,000 20,001 - 70 85.5 97.9 100.0
55,000
> 30,000
> 55,000
CD4 201 — 350 Plasma % AIDS (AIDS-defining complication)
Viral Load (copies/ml)
bDNA RT-PCR N 3 years 6 years 9 years
<500 <1,500 3 - - -
501 - 3,000 1,501 - 27 0 20.0 32.2
7,000
3,001 - 44 6.9 44.4 66.2
10,000 7,001 -
20,000 53 36.4 72.2 84.5
10,001 -
30,000 20,001 - 104 64.4 89.3 92.9
55,000
> 30,000
> 55,000
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CD4 > 350 Plasma Viral % AIDS (AIDS-defining complication)
Load (copies/ml)
bDNA RT-PCR N 3 years 6 years 9 years
<500 < 1,500
119 1.7 5.5 12.7
501 - 3,000 ;’88(1) i
’ 227 22 16.4 30.0
3,001 -
’ 7,001 -
10,000 20,000 342 6.8 30.1 53.5
10,001 - 20,001 - 323 14.8 51.2 73.5
30,000 55000
’ 262 39.6 71.8 85.0
> 30,000 > 55,000
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W51 dog Column A Column B
Efavirenz Didanosine + Lamivudine
Indinavir Stavudine + Didanosine
Nelfinavir Stavudine + Lamivudine
Ritonavir + Indinavir Zidovudine + Didanosine
Ritonavir + Lopinavir Zidovudine + Lamivudine

Ritonavir + Saquinavir
(SGC or HGC)

il clag > Column A Column B

Abacavir Zidovudine + Zalcitabine
Amprenavir

Delavirdine

Nelfinavir + Saquinavir-
SGC

Nevirapine

Ritonavir
Saquinavir-SGC

oy PAS Hydroxyurea in combination with antiretroviral drugs

35 OleMb! > as
(S5 e 23 £3) Ritonavir + Amprenavir

Ritonavir + Nelfinavir

Tenofovir
4oy P All monotherapies, whether from column A or B
(39 32925 L)
| ‘Column A Column B
Saquinavir-HGC Stavudine + Zidovudine

Zalcitabine + Didanosine
Zalcitabine + Lamivudine
Zalcitabine + Stavudine
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Generic Name Zidovudine(AZT, | Didanosine (ddI) Zalcitabine | Tenofovir
7ZDV) (ddC) Disoproxil
Fumarate
Trade Name Retrovir Videx HIVID Viread
Form 100 mg capsules 25,50, 100, 150, 0.375,
300 mg tablets 200 mg 0.75 mg
10 mg/mL IV chewable/dispersible | tablets
solution buffered tablets
10 mg/mL oral 100, 167, 250 mg
solution buffered powder for 300 mg tablet
oral solution
400 mg enteric
coated capsules
(EC)
Dosing 200 mg tid or >60kg: 200 mg bid 0.75 mg tid | 300 mg QD -
Recommendations | 300 mg bid or (buff. tablets), 250 for pts with
with mg bid (buff. creatinine
3TC as Combivir, | powder) clearance >
1 bid or 400 mg qd (buff. 60 mL/min
or with abacavir tablets or EC Not
and 3TC as capsules) recommended
Trizivir, 1 bid <60kg: 125 mg bid for patient
(buff. tablets), 167 with
mg bid (buff. creatinine
powder) or 250 mg clearance <60
qd (buff. tablets or mL/min
EC capsules)
Food Effect Levels 55% Take Increased
Take 1/2 hour without bioavailability
Take without before or 2 hours regard to when taken
regard to meals after meal meals with food
Oral 60% 30 -40% 85% 25% in
bioavailability fasting state
39% with
high fat meal
Serum half-life 1.1 hours 1.6 hours 1.2 hours 17 hours
Intracellular half- | 3 hours 25-40 hours 3 hours 10 to 50 hours

life
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Metabolized to Renal excretion 50% | Renal Primarily
AZT glucuronide excretion renally
Elimination (GAZT) 70% excreted by
glomerular
Renal excretion of filtration and
GAZT active tubular
secretion
Bone marrow Pancreatitis Peripheral Asthenia
suppression: neuropathy
Adverse Events Anemia and/or Peripheral Headache
neutropenia neuropathy Stomatitis
Diarrhea
Subjective Nausea Lactic
complaints: GI acidosis Nausea
intolerance, Diarrhea with
headache, hepatic Vomiting
insomnia, asthenia | Lactic acidosis with | steatosis is
hepatic steatosis isa | a rare but Flatulence
Lactic acidosis rare but potentially potentially
with hepatic life-threatening life-
steatosis is a rare toxicity with the use | threatening
but potentially of NRTIs. toxicity
life-threatening with the use
toxicity with the of NRTIs.
use of NRTIs.

(6 Jgua aolsl) (NRTIS) (woSro 3L o5 (pwuil i 00 g0 (50 595 95 (5 0g )15 Wiliasruino

Generic Name Stavudine Lamivudine Abacavir
(d4T) (3TO) (ABC)
Trade Name Zerit Epivir Ziagen
Form 15, 20, 30, 40 mg 150 mg tablets 300 mg tablets
capsules 10 mg/mL oral
: 20 mg/mL oral
Img/mL for oral solution :
. solution
solution
Dosing 150 mg bid .
Recommendations >60kg: 40 mg bid <50kg: 2 mg/kg bid 300 me bid
. or with ZDV and
or with ZDV as 3TC as Trizivir, 1
<60kg: 30 mg bid Combivir, 1 bid, or bid ’
vrith
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ZDV and abacavir
as Trizivir , 1 bid
Food Effect Take without regard
. . to meals
;l;aﬁfe;;thout regard ;l;arl;ee:{;thout regard Alcohol ABC levels
41%; no effect on
alcohol
Oral bioavailability | 86% 86% 83%
Serum half-life 1.0 hour 3-6 hours 1.5 hours
Intracellular half- 3.5 hours 12 hours 3.3 hours
life
Metabolized by
alcohol
Elimination dehydrogenase and
Renal excretion Renal excretion glucuronyl
50% unchanged transferase.
Renal excretion of
metabolites 82%
Pancreatitis (Minimal toxicity) Hypersensitivity
reaction (can be
Adverse Events Peripheral Lactic acidosis with | fatal) ; fever, rash,
neuropathy hepatic steatosis is a | nausea, vomiting,

Lactic acidosis with
hepatic steatosis is a
rare but potentially
life-threatening
toxicity with the use
of NRTIs

rare but potentially
life-threatening
toxicity with the use
of NRTIs.

malaise or fatigue,
and loss of appetite.
Respiratory
symptoms may also
be component (sore
throat, cough,
SOB).

Lactic acidosis with
hepatic steatosis is a
rare but potentially
life-threatening
toxicity with the use
of NRTIs.
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Generic Name |Nevirapine Delavirdine Efavirenz
Trade Name Viramune Rescriptor Sustiva
Form 200 mg tablets 100 mg tablets 50, 100, 200 mg
capsules
50 mg/5 mL oral 200 mg tablets
suspension
Dosing 200 mg po qd x 14 400 mg po tid; 100 mg [600 mg po qHS
Recommendation |days, tablets can be
then 200 mg po bid dispersed in > 3 oz
water to produce slurry
Separate dosing with
ddI or antacids by 1
hour
Food Effect Take without regard to |Take without regard to |Avoid taking after
meals meals high fat meals,
Levels 50%
Oral >90% 85% Data not available
bioavailability
Serum half-life |25-30 hours ‘5.8 hours ‘40—55 hours
Elimination Metabolized by Metabolized by Metabolized by
cytochrome P450 (3A  |cytochrome P450 (3A |cytochrome P450 (3A
inducer); 80% excreted |inhibitor) 51% mixed
in urine (glucuronidated |excreted in urine (<5% |inducer/inhibitor);

Increased transaminase
levels
Hepeatitis

Increased transaminase
levels
Headaches

metabolites, < 5% unchanged), 44% in 14-34% excreted in
unchanged), 10% in feces urine (glucuronidated
feces metabolites, < 1%
unchanged), 16-61%
in feces.
Adverse Events |Rash Rash Rash

Central nervous
system symptoms
Increase transaminase
levels

False positive
cannabinoid test
Teratogenic in
monkeys

Drug Interactions

Conl 005 183V Jodn )3 lag ls il Jslus
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vision, dizziness,
rash, metallic
taste,
thrombocytopenia,

alopecia

Taste perversion

Lab.:

Triglycerides

Generic Name Indinavir Ritonavir Nelfinavir
Trade Name Crixivan Norvir Viracept
100 mg capsules
Form 200, 333, 400 mg 600 mg/7.5 mL po 250 mg tablets
capsules . 50 mg/g oral powder
solution
Dosing 800 mg q8h 600 mg q12h .
. . : . . 750 mg tid
Recommendations |Separate dosing with | Separate dosing with or 1250me bid
ddI by 1 hour ddI by 2 hours &
0
Food Effect Levels decrease 77% Levels increase 15% |Levels increase 2-3
Take 1 hour before or . .
Take with food if fold
2 hours after meals; . . .
: . possible; this may Take with meal or
may take with skim improve tolerabili snack
milk or low fat meal p R4
Oral o . o
bioavailability 65% (not determined) 20-80%
Serum half-life 1.5-2 hours ‘3—5 hours ‘3.5—5 hours
Route of P450 cytochrome P450 cytochrome P450 cytochrome
Metabolism 3A4 inhibitor (less 3A4 >2D6 3A4 inhibitor (less
than ritonavir) Potent 3A4 inhibitor |than ritonavir)
Refrigerate capsules
Storage Room temperature Oral solution should |Room temperature
NOT be refrigerated
Adverse Effects Nephrolithiasis GI intolerance, Diarrhea
. nausea, vomiting, .
GI intolerance, diarrhea Hyperglycemia
nausea Y
Paresthesias — Fat redistribution
La‘t?: Increased circumoral and and lipid N
n?d‘lrec.t . extremities abnormalities
bilirubinemia o
(inconsequential) Hepatitis Possﬂ?le 1nqreased
bleeding episodes
Misc.: Headache, Pancreatitis in patients with
asthenia, blurred hemophilia
Asthenia
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Hyperglycemia increase‘> 200%,
transaminase
Fat redistribution elevation, elevated
and lipid CPK and uric acid
abnormalities )
Hyperglycemia

Possible increased o
Fat redistribution

bleeding episodes .

in patients with and lipid .

hemophilia abnormalities
Possible increased
bleeding episodes
in patients with
hemophilia
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Lopin
ir +
Drug Indinavir Ritonavir Saquinavir Nelfinavir Amp.ren avir
Category avir Ritona
vir
Cat++
channel (none) bepridil (none) (none) bepridil (none)
blocker
amiodarone ..
.. flecaini
flecainide de
Cardiac (none) propafenon (none) (none) (none)
R propaf
g enone
quinidine
Lipid simvastat simvas
pi¢ simvastatin | simvastatin simvastatin simvastatin . tatin
Lowering . . . . in
lovastatin lovastatin lovastatin lovastatin . lovasta
Agents lovastatin tin
Anti- rifampin rifampi
M};i(::lact rifampin (none) rifabutin rifampin rifampin N
astemizol astemi
Antihista astemizole astemizole astemizole astemizole e zole
mine terfenadine terfenadine terfenadine terfenadine terfenadi terfena
ne dine
Gastroint cisapri
estinal cisapride cisapride Cisapride cisapride cisapride dé)
Drugs
Neurolept (none) clozapine (none) (none) (none) pimozi
ic pimozide de
midazola midazo
Psychotro midazolam midazolam midazolam midazolam m lam
pic triazolam triazolam triazolam triazolam . triazola
triazolam
m
Ercot dihydroerg dihydroerg dihydroergot dihydroerg dihydroer dihydr
Alka%oi ds otamine otamine amine otamine gotamine oergota
(vasoconst (D.H.E. 45) (D.H.E. 45) (D.H.E. 45) (D.H.E. 45) (D.H.E. mine
rictor) ergotamine ergotamine ergotamine ergotamine 45) (D.H.E
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forms) forms) forms) forms) ne ergota
(various mine
forms) (variou
s
forms)
St. John's St. John's St. John's St. John's St. John's St. ,
Herbs John's
wort wort wort wort wort wort

(M‘b,) AJ9.w aslaw! c(NNRTI) dhwaﬁggﬂ) KW Lj b‘,o&b A.g'l.t.’ &S ‘_;Ubg)lb = Jg..\c-

Drug Category Nevirapine Delavirdine Efavirenz
Ca++ channel
blocker (none) (none) (none)
Cardiac (none) (none) (none)
Lipid Lowering simvastatin
Agents (none) lovastatin (none)
Anti- . rifampin
Mycobacterial Insufficient data rifabutin (none)
- . astemizole astemizole
Antihistamine (none) terfenadine terfenadine
cisapride
Gastrointestinal (none) H-2 blockers cisapride
Drugs Proton pump p
inhibitors
Neuroleptic (none) (none) (none)
Psvchotropic (none) midazolam midazolam
y P triazolam triazolam
dihydroergotamine | dihydroergotamine
Ergot Alkaloids (D.H.E. 45) | (D.H.E. 45)
. (none) . .
(vasoconstrictor) ergotamine ergotamine
(various forms) (various forms)
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Drugs Affected Nelfinavir Amprenavir Lopinavir
(NFV) (APYV) (LPV)
&8 Mo gl
Ketoconazole Levels: APV
No dose 31% Levels: LPV AUC
. Keto 44%.
adjustment o 13%.
Combination
necessary Keto 3-fold
under
investigation
3175 UsSalo 45 (glang,
Rifampin Levels: APV
AUC 82%
No change in Levels: LPV AUC
Levels 82% rifampin 75%
Contraindicated AUC. Avoid concomitant
Avoid use
concomitant
use.
Rifabutin Levels: NFV Levels: APV
32% AUC 15%
Rifabutin2X Rifabutin Levels: Rifabutin
Dose: rifabutin 193% AUC 3-fold
to 150 mg qd Dose: No 25-0O-desacetyl
Or 300 mg 2- change in metabolite 47.5-
3x/week APV dose; fold.
NFV dose to Decrease Decrease rifabutin
1000 mg tid. rifabutin to dose to 150 mg qod
150 mg qd or LPV/r: Standard
300 mg 2-
3x/week.
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Clarithromycin Levels: APV
AUC 18%.
No change in
No data clarithromycin | No data
AUC.
No dose
adjustment
ORAL Levels: Levels:
CONTRACEPTIVES Norethindrone .,
18% Potentla} for Levels: ethinyl
Ethinyl metabol.w ) estradiol 42%
estradiol47% 1nteract10ns', Use alternative or
Use alternative use altgmatlve additional method
.. or additional
or additional method
method '
202 03yl by (Sl
Simvastatin Levels: Potential Levels: Potential
for large for large increase
Lovastatin increase in statin in statin levels.
levels. Avoid Avoid concomitant
Atorvastatin concomitant use. || Levels: use.
Atorvastatin Potential for Atorvastatin AUC
Pravastatin AUC 74%—use large increase 5.88-fold. Use with
with caution. in statin caution and
Simvistatin levels. Avoid monitoring.
AUC 505%— concomitant Pravastatin AUC
not use with 33%; no dosage
recommended. lovastatin and | adjustment
Potential for simvastatin. necessary
large increase in
Lovastatin
AUC—not
recommended.
Ero Mo glagyld
Phenobarbitol Unknown, but Unknown, but | Unknown, but may
Phenytoin may decrease may decrease decrease LP

Carbamazepine

ATEYT 1 1

AMYT1 1

1 1 1 . i1
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substantially substantially Monitor
Monitor Monitor anticonvulsant
anticonvulsant anticonvulsant || levels.
levels. levels.
METHADONE NFV may Methadone AUC
decrease 53%
methadone Monitor and titrate
levels, but dose if needed.
minimal effect May require
on maintenance No data methadone dose.
dose. Monitor
and titrate dose
if needed.
May require
methadone dose.
SILDENAFIL Sildenafil AUC Sildenafil Probable
2-11 fold. Do AUC 2-11 substantial in
not exceed 25 fold. Do not sildenafil AUC.
mg in a 48 hr exceed 25 mg | Do not exceed 25
ina48 hr mg in a 48 hr
Nevirapine Delavirdine Efavirenz
Drugs Affected (NVP) (DLV) (EFV)
Levels: Keto. 63%
_2(0)0
Ketoconazole NVP 15-30% No data No data
Dose: Not
recommended
P9 Lol ws (slag,l>
Levels: NVP 37% Levels: DLV Levels: EFV 25%
Rifampin Not recommended 96% No dose adjustment
Contraindicated
. 0 . .
Rifabutin Levels: NYP 16% EEY%LS'J\n / LeV‘els. ElTV
No dose adjustment
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Rifabutin 100%

Rifabutin 35%

Not Dose: rifabutin
Recommended dose to 450-600
mg
qd or 600 mg 2-
3x/week.
EFV: Standard
Levels: NVP 26%, Levgls: )
clarithromycin Clarithromycin Levglsz '
Clarithromycin 30% 100%, Clarithromycin39%
‘ DLV 44% Alternative
No dose .
s Dose adjust for recommended
adjustment. ;
renal failure
ORAL Levels: ethinyl Levels: Ethinyl
CONTRACEPTIVES . estradiol 37%
estradiol approx No data on other
20%. No data
. component.
Use alternative or .
additional methods. Use. qlternatlve or
additional methods
202 09! ol (gl
Simvastatin Levels:
Lovastatin Potential for
large increase
No data in statin levels. | No data
Avoid
concomitant
use.
Ero Mo glagyld
Phenobarbitol Unknown Unknown but Unknown
Phenytoin Use with may decrease Use with caution
Carbamazepine caution DLV levels Monitor anticonvulsant
Monitor substantially levels.
anticonvulsant | Monitor
levels. anticonvulsant
levels.
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METHADONE Levels: NVP

unchanged, Levels: methadone
methadone significantly
51gn1ﬁcantly. No data Titrate methadone dose to
Titrate offect

methadone ’

dose to effect.

MISCELLANEOUS May increase Monitor warfarin when
levels of used concomitantly
dapsone,
warfarin and
quinidine
Sildenafil:

No data potentlal for
increased
concentrations
and adverse
effects. Do not
exceed 25 mg
in a48 hr
period
Zidovudine Stavudine Didanosine | Tenofovir
Drugs Affected (ZDV) (d4T) (ddI)
METHADONE Levels: Levels:
d4T27%, ddl41%,
methadone methadone
No data unchanged. unchanged. | No data
No dose Consider
adjustment. ddI dose
increase.
Ribavirin Ribavirin
inhibits
phosphorylation | No data No data No data

of ZDV:; this
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combination
should be
avoided if
possible.

Didanosine ddI AUC increase
buffered by 44%, Cmax
tablets increased by 28%

No data No data No data
Monitor for ddI-

associated
toxicities

Cidofovir,
Ganciclovir,
Valganciclovir

Possibly competes
for active tubular
secretion with
tenofovir, may
Increase serum
No data No data No data concentration of
these drugs and/or
tenofovir

Monitor for dose-
related toxicities
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