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APPENDIX A

Antiretroviral drugs

Reverse Transcriptase Inhibitors

Reverse transcriptase inhibitors (RTIs) inhibit the action of the reverse
transcriptase enzyme. These drugs work to prevent the viral RNA from being converted
into DNA. If the viral RNA is not converted to DNA, it cannot become part of the cell.

There are three classes of RTls:

® nucleoside analogue reverse transcriptase inhibitors are often called “nukes”

for short. You may also see them called “NRTIs” or just “nucleosides.”

® nucleotide analogue reverse transcriptase inhibitors are referred to as
“nucleotide RTIs.” These drugs work the same way as nukes, but they
require one less processing step (called phosphorylation) in the body.
® non-nucleoside reverse transcriptase inhibitors are usually called “non-
nukes” or “NNRTIs.”
All three classes of drugs target the same enzyme, but their molecular
structure is very different and they work in different ways.
NRTIs :
Zidovudine (AZT)
Didanosine (ddl)
Lamivudine (3TC)
Stavudine (d4T)
Zalcitabine (ddC)
Abacavir (ABC)
Emtricitabine (FTC)
Nucleotide RTls :
Tenofovir (TDF)
NNRTIs :
Nevirapine (NVP)



75

Delavirdine (DLV)
Efavirenz (EFV)

Protease Inhibitors

Protease inhibitors interfere with the action of the protease enzyme.

These drugs prevent protease from cutting the newly made viral proteins into functional

parts.

Reference :

Pls :
Ampinavir (APV)
Atazanavir (ATV)
Fosamprenavir (f-APV)
Indinavir (IDV)
Lopinavir+Ritonavir (LPV/r)
Nelfinavir (NFV)
Ritonavir (RTV)
Saquinavir (SQV)
Tipranavir (TPV)

CATIE 2003. A practical guide to HAART for people living with HIV/AIDS.
(eds:Pustil R), 1%ed, pp 5-7, Toronto, Canada.

DHHS. Guidelines for the use of antiretroviral agents in HIV-infected

adults and adolescents. 6 October,2005.



APPENDIX B
NNRTI — Based Regimens ( 1- NNRTI +2-NRTls )

Panel's Recommendations :

® Preferred NNRTI — Based Regimens :

@ Efavirenz + (zidovudine or tenofovir) + (lamivudine or
emtricitabine ) ( except during first trimester of pregnancy

or in women with high pregnancy potential*) (All)

® Alternative NNRTI — Based Reqgimens :

€ Efavirenz + (didanosine or abacavir or stavudine) +
(lamivudine or emtricitabine ) ( except during pregnancy,
particularly the first trimester, or in women with high
pregnancy potential*) (Bll) or

4 Nevirapine — based regimens may be used as an
alternative in adult females with CD4" T cell counts
< 250 cells/mm°’ and adult males with CD4" T cell counts
< 400 cells/mm°(Bl).

The Panel does not recommend the following NNRTIs as initial

therapy :
® Delavirdine — due to inferior antiretroviral potency and three
time daily dosing(D/l)
® Nevirapine for adult females with CD4" T cell counts < 250
cells/mm’ and adult males with CD4" T cell counts < 400

cells/mm’ unless the benefit clearly outweighs the risk(Dl)
* Women with high pregnancy potential are those who are trying to

conceive or who are not using effective and consistent contraception

adults and adolescents. 6 October,2005; pp 12.
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Reference : DHHS. Guidelines for the use of antiretroviral agents in HIV—infected



APPENDIX C

Laboratory values of Liver and Renal Function

Normal Values

Aspatate aminotransferase (AST, SGOT)
Alanine aminotransferase (ALT, SGPT)
Alkaline phosphatase
Total bilirubin

-Direct bilirubin
Protein, total

-Albumin

Creatinine

0-35 units/L

0-35 units/L
41-133 units/L
0.1-1.2 mg/dL
0.1-0.4 mg/dL
6.0-8.0 g/dL
3.4-4.7 g/dL
0.6-1.2 mg/dL

Reference : Nicoll CD. Therapeutic drug monitoring & laboratory reference

7

ranges In: Current medical diagnosis & treatment 2000, 39" ed, Tierney

LM, McPhee SJ, Papadakis MA, eds, San Francisco, McGraw-Hill

companies, 1617-25.
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APPENDIX E



Profile of plasma ketoconazole concentration at each time of blood drawn

Ketoconazole concentration (ug/ml)

Ketoconazole concentration (ug/ml)

from individual patient
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Figure 16 : Plasma ketoconazole concentration-time curve of patient No.1
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Figure 17 : Plasma ketoconazole concentration-time curve of patient No.2
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Ketoconazole concentration (ug/ml)

Figure 18 :

Ketoconazole concentration (ug/ml)

Time (h)

Plasma ketoconazole concentration-time curve of patient No.3

Figure 19 :
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Plasma ketoconazole concentration-time curve of patient No.4
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Ketoconazole concentration (ug/ml)

Ketoconazole concentration (ug/ml)
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Figure 20 : Plasma ketoconazole concentration-time curve of patient No.5
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Figure 21 : Plasma ketoconazole concentration-time curve of patient No.6
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Ketoconazole concentration (ug/ml)

Ketoconazole concentration (ug/ml)

Figure 22 :
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Plasma ketoconazole concentration-time curve of patient No.7

Figure 23 :
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Plasma ketoconazole concentration-time curve of patient No.8
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Ketoconazole concentration (ug/ml)

Ketoconazole concentration (ug/ml)
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Figure 24 : Plasma ketoconazole concentration-time curve of patient No.9
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Figure 25 : Plasma ketoconazole concentration-time curve of patient No.10
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Ketoconazole concentration (ug/ml)

Ketoconazole concentration (ug/ml)
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Figure 26 : Plasma ketoconazole concentration-time curve of patient No.11
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Figure 27 : Plasma ketoconazole concentration-time curve of patient No.12
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Ketoconazole Cmax (ug/ml)
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APPENDIX F
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Figure 28 : The individual ketoconazole maximum concentration (C__)(A), area
under the curve (AUC,,, )(B) and half-life (t15)(C) of ketoconazole in 12 HIV-

infected patients on day 1 (Phase 1) and 16 (Phase 2).





