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s —BOA(AZT)E

1986, Phase Il Trial of AZT stopped by DSMB because of patients
treated with AZT had a significant survival than the placebo (p<.001)

The New England
Journal of Medicine

cCopyright, 1987, by the Massachusens Medical Society

Volume 317 JULY 23, 1987 Number 4

THE EFFICACY OF AZIDOTHYMIDINE (AZT) IN THE TREATMENT OF PATIENTS WITH
AIDS AND AIDS-RELATED COMPLEX

A Double-Blind, Placebo-Controlled Trial

MarcareT A. Fiscur, M.D., DoucrLas D. Ricuman, M.D., Micuaer H., Grieco, M.D., ].D.,
Micuaer S. Gorrriee, M.D., Pavr A. Voreerping, M.D., Oscar L. Laskiv, M.D., Joun M. LEepom, M.D_,
JeroME E. Groopman, M.D., Doxna Mieovan, M.D., Rosert T. Scroorey, M.D.,

Georci G. Jackson, M.D., Davip T. Durack, M.B., D.PuiL., Danxie King, Pa.D.,
aND THE AZT CoLLaeorative Workmwe Group
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NRTI: nucleoside/nucleotide reverse transcriptase inhigitor 2 SUR LR “

NNRTI: non-nucleoside reverse transcriptase inhibitor

InSTI: integrase strand transfer inhibitor
Barre-Sinoussi F et al. Nat Rev Microbiol. 2013: 11:877
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The New England
Journal of Medicine

© Caperight, 1997, b the Mamachawres Mediodd Secirry

VOLUNE 237 Servesacx L1, 1997 NUMBER 11

ACONTROLLED TRIAL OF TWO NUCLEOSIDE ANALOGUES PLUS INDINAVIK
IN PERSONS WITH HUMAN IMMUNODEFICIENCY VIRUS INFECTION
AND CD4 CELL COUNTS OF 200 PER CUBIC MITLIMETER OR LESS

Patients with 51-200 CD4 Cells/mm?
at Base Line

Robust
immune recovery
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UNDETECTABLE
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UNTRANSMITTABLE

Projected impact of highly active antiretroviral therapy on expected survival of a 20-year-olc
person living with HIV in a high-income country

Era before highly active s of highly active antirstroviral therspy
antirotroviral therapy firiphs tharapy)
imong- and dual theragy)
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F ® +51 +55
s +70 | +45 years
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FDA Approval of HIV Medicines

1981: First AIDS cases are reported in the United States.

1987

Zidovudine (NRTI)

1991 1992 1994
Didanosine (NRTI) Zalcitabine (NRTI) Stavudine (NRTI)
1995 1996 1997 1008
Lamivudine (NRTI) I?dm.av" (P1) comb'.v" (FDC) Abacavir (NRTI) 19”
Saquinavir (P1) Nevirapine (NNRT1) Delawrfjme‘(NNRTl) Efavirenz (NNRTI) Amprenavir (Pl)
Ritonavir (P) Nelfinavir (P1)
2000 2003
Didanosine EC (NRTI) 2001 g At.aznn‘.avu (‘F')IIFQT E _zOO:Dc
Kaletra (FDC) Tenofovir DF (NRTI) m(n(nh'\ vine (NRT1) pzicom (FDC)
e, Enfuvirtide (FI) Truvada (FDC)
Trizivir (FDC)
Fosamprenavir (Pl)
#0085 Atrizploa‘:FGDC) Mar::i)rgz(cm 2008
Tipranavir (P1) Darunavir (P1) Raltegravir (INSTI) Etravirine (NNRTI)
201 2014
Complera (FDC) 2012 2013 Cobicistat (PE)
Nevirapine XR (NNRTI) Stribild (FDC) Dolutegravir (INsTI)  Elvitegravir (INSTI)
Rilpivirine (NNRTI) Triumeq (FDC)
2015 2018
2016 Biktarvy (FDC)
FD
GEe"n‘:f:;a( (H% Descovy (FDC) 2017 Cimduo (FDC)
Prezcobix (FDC) Odefsey (FDC) Juluca (FDC) Delstrigo (FDC)
Doravirine (NNRTI)
Ibalizumab-uiyk (PAI)
Symfi (FDC)
Symfi Lo (FDC)
Symtuza (FDC)
Temixys (FDC)
Drug Class Abbreviations:
CA: CCRS Antagonist; FDC: Fixed-Dose Combination; FlI: Fusion Inhibitor; INSTI: Integrase Inhabnor, NNRTI: Non-
Nucleoside Reverse Transcnptase inhibitor; NRTI: Nucleoside Reverse Transcriptase Inhibitor; PE: Pharmacokinet
Ent 1 Pl Protease Inhibitor; PAL: Post-Attachment Inhibitor

Note: Drugs in gray are no longer available and/or are no longer recommended for use in the United AIDS”}-
States by the HHS HIV/AIDS medical practice guidelines. These drugs may still be used in fixed-dose inio
combination formulations.
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Genvoya Triumeq Atripla Complera
I54%) E/C/F/TAF ABC/3TC/DTG TDF/FTC/EFV ~ TDF/FTC/RPV
15 Boosted INSTI/2NRTI  2NRTI/ INSTI 2NRTI/NNRTI  2NRTI/ NNRTI
h sl L id AR
EMEE  HIVERE(CDC)  HIVEE (CDC)  HIVEE (CDC)  HIVEE* (CDC)
B=EEEE DHHS / EACS DHHS / EACS alternative EACS *
ZEH (E3 &, LEHURE ~EE -5 Pl £, FES S
£ 1# QD & 1# QD Z=RE/MEE 1# QD ZERE ¢Ean)  1# QD MBE 2pPI
REEESIE 25D HESEHRE B BEeEHBRE )R VBB S BRIRE
B IhEe Rl CrCl < 30 71H CrCl < 50 71H8 CrCl < 50 718 CrCl < 50 71

A: REZEH

BPIEEMRE . rmmpem B/C: FRHMEA  CmEN

(Child A/B/C) B/C: ZZH
HIV/HBV HE AEEEHR HE B
HIV/TB (rRIF) Aol F ZHEM DTG 1# o] ATl H
mapzx SR ERESE . pE waswm ZSTE e
[RABEMEDR KR EEFEE R EERRES HERRERER HERREER
RXEER B2 % SSRI/SNRI/azole/statin B/ % B/

* Complera RAZZFBHHIV viral load > 108 cp/mL 3% CD4 <200 CFU/mm3 RPh. RxWind
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=&— |Genvoya | HHEIEE 466 GILEAD
=&— |Complera | [ 451 18]
NETI |Eivexa B Bds 75 ok
NETI |Truvada 5P E 345 GILEAD
NETI |Wiread EBN7F 163 GILEAD
NETI |3TC LN =y wsk
WNETI |Combivic | BEHZE a7.9 ok
NNETI |Edurant ol 276 8]

. e |LO07(200me)
NMNETI |Stocrit T 93600m) MED
. raine | 00200ME) .
MNETI |Viramune Bies 171 (400mg) Eoehringer
PI Kaletra R {E 85 ABBVIE
FI Morvir E{EER 31.3 ABEVIE
. 1560400me)
e
FI Frezista I [ fife 302(600ms) Id]
coppeiss |100(150mME)
FI Revataz ek 1710200me) B3
11 Tivicay R 355 osk
I lzentress | B BIE 175 hSD
CCRG |Celsentri | ¥z 163(150me) osk

163(300mg)




When does resistant viruses appear?

HIV infection ART initiation Treatment failure
VK -
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TDF/FTC/EFV Atripla B3 22 1# QN Eﬁ;ﬁ;?ﬁ : ﬁm}ﬁlﬁi%g
-BER% BB - FE
(300/200/600) B - oA R G (R
(— B EE 6B IENAS
- £)18 - X1EF)
TDF/FTC/RPV Complera &3 1# QD with meal R - ISR - | - BhEER
g - 2Ef% - A EBEV
(300/200/25) »100,000 copies/ml - THE
CD4 <200M)BRB - MEE YL
FH - 368 25 ) I % P
ABC/3TC/DTG Triumeq =83 1# QD FEEHVERE - AEER
600/300/50) 8 FE (DJEERaR) ; S8 - B
_ ( 7 - BN - B - B - 1
w 2 (HLA B*5701) + Eil g%
: BMgElAH S RERER -
=EBETHR (LPR)
EVG/c/FTC/TAF | Genvoya HEHKE 1# QD with meal IRy - BE - B - RS
150/150/200/10 SEMg AN B EERE R
(150/150/200/10) SLEEER (V8 ) - B
- a4t
AZT/3TC/NVP Duovir-N, Trezav 1# BID Hm - HgiﬂEE . E%}fﬂ .
BN Lead-in: VR - DRAR R
| G (300/150/200) AZT/3TC/NVP 1# QD | #8ilead-in - FIRABTER
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ART eligibility: 5 potential policy scenarios

Estimated millions of people eligible for ART (2014)

Q@ [ e [ ©
CD4 <200 CD4 <350 CD4 <350
+ TasP
Recommended Recommended Incremental
since 2003 since 2010 approach 2012
. / o

8 | 90 /90/90 Vancouver - Saturday 18 July 2015

30 m.

36.9 m.

+ indications for Treat ALL

ART at any CD4

2013 2015
guidelines guidelines

&” \‘%World Health
74 Organlzatlon
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F=REBERREDHA ELISA

5 R i 1 3-128
. Alere Determine™ H|V-1/2 .
Anti-HIVi B8 S50 4oh 10 5SS BB V 3-12i8
OraQuicEA;&:/gg%' HIV-1/2 - 31238
FNEBERRE 2 1HT)A Ag/Ab Combo Test >-618
Anti-HIVii B2 L gl -
* Alere Determine™ HIV-1/2 Combo
HIV p24 Hi1R LRI EFEEE T V 2-6338
( BEiiEA L)
- HIV RT-PCR / % B& 1G 18X
HIViA S % £ 42h 10 7-28K

ZEARBIHGR : =BcDcHEA



AIDS #g8g 7 ZZE EH—HR

HAAR HETRE EEH

M BR i RE @A
(7% BF e = 288
PCR = 10 X
B - EIA 2 10 X
AE IR - NAT R®E 10 X
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HIVi&RI TR vs. HIVZE S

- TuAStEAl vs. S B E L 18RI (PCR)

AHI
HIV RNA
(plasma)
/\ ¥ il
I ] 1 | 1 1 1
0 10 20 30 40 50 60 70 80 90 100
Day post infection

—REBITRE - RBIEREBRAITET-10XK ol K igHl
AEBITEE R BEUHRSRER - T/IC6-128 (1-31@R8 )

FrciElsE 2 ISR ERBIRTTR - BRSA RN |
TR EEATERITIAR !
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"Bimse’ BHAESHEERERERE (OraQuick HIV
Self-Test)
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Unexposed

PrEP  PEP
. BRI HIV/E B0 i
PN

Exposed
(precoital/coital)

Exposed
(post-coital)

Infected

Behavior, structural

(condom,
circumcision)

ART PreP

ART PEP

Treatment of HIV
Reduce Infectivity

|

Years

N

X Hours X <72 hours >< Years

N



/Wl:llil =2.0 PrEP+PEP

» Pre-exposure prophylaxis (PrEP)(RERITEFA)
- BIRZ &R
- mEBEE (1% tenofovir gel)
—Vaginal ring (Dapivirine)
— LRI Im %Y
(tenofovir;tenofovir/emtricitabine)
— & H (BRT)

» Post-exposure prophylaxis (PEP)(REETERS)

PrEP PEP

REATA LS R TAIER
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5 ‘i <2tabletsperweek : 2-3tablets perweek : 4-6 tablets per week : 7 tablets per week
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Figure 2: Pre-exposure prophylaxis and HIV incidence

Grant RM et al. Lancet Infect Dis, 2014 July [Epub Ahead]
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* Preferred regimen:
— TDF/FTC (Truvada) + RAL
« Alternative regimen:

ORI

o
>
—

{1
/W
Elll

TDF/FTC Truvada) RAL
TDF+3TC Plus DRV/r
AZT+FTC ATVIr
AZT+3TC LPV/r (Kaletra)

ETR (etravirine)
RPV (rilpivirine)

FAUE: FBEEYRRSIK FEKREPL EN
Timing: K3F<72/NEFA, RA TR L ELH

Kuhar DT, et al. Infect Conrtol Hosp Epidemiol, 2013; 34: 875-92




REIFHBEER
(1) EACS guidelines

Version 9.1
October2018

English



LI

Bl - TB/HIVH G B (E

ART in TB/HIV Co-infection

Principles Important drug-drug interactions between ART and
rifampicin / rifabutin

Persons with TB should be started on standard TB therapy with 2 months
rifampicinfisoniazid/pyrazinamide’sthambutol followed by 4 months

ARV drug Specific ARVs Drug-drug interactions and recom-
rifampicinfisoniazid (choice of drugs and length of reatment depends on rug

class mended adjustment of dose of either
drug susceplibility and site of diseasa), see Diagnasis and Treatmeant of TE both dﬂll g8
in HIV-positive Parsons or

MRTIs" rifampicin: standard dose of all drugs
All persans with TBHIV co-infection shouwld start ART irespective of CD4 rifabutin: standard dose of all drugs
count. Treatment supervision and adherence evaluation are very impartant. Pl'r and rifampicin: not recommeandiad

Plic
Suggested timing of ART initiation in TB/HIV co-infection Plir Monitor liver rifabutin: dose as 150 mg gd . Pl at
according to CD4 count anzymes and, standard dosa

Plic whenaver possible, | rifabutin: not recormmended. If needed
= 50 cellsipl’ " : As soon as TB treatment is tolerated and wherever possible perform TOM for Pl | recommended dose of rifabutin: 150 mg
within 2 weaeks qd

NHRTIs EFV rifampicin: No dosa change required.

2 50 cells/pl: Can be defarred until betwean 8 and 12 weaks of TB treat-
ment, aspecially when there are difficulties with drug-drug interactions,
adhareance and owicities

EFV: standard dose ARV TDM recom-
mendad after 2 weaks

rifabutin: 450 mg qd. EFV: standard dose

Although a RCT showed that early ART (within 2 weeks) did not reduce mor- NVP neither rifampicin nor rifabutin recom-
tality in TEB meningitis, recommendations on ART initiations should be based mendead
on the CO4 count in Hlllulr-pl:ﬁ-ﬂ.ﬂl'ﬂ pArsons with TE co-infectian. RPy ri[ampﬁn: nal recammendad

rifabutin: standard dosa. RPY dose

Be aware of IRIS reaction in persons starting ART al low CD4 count kav- should be increased (use with caution)

als and with early initiation of ART. Corticosteraids should be considered

for treatment of symplomatic RIS, with dosages and duration tailared ETV rifampicin. not recommended
according to responsa. rifabutin: standard dose of both drugs
Sae onling video lectures HIV and IRIS-Part 1 and HIV and IRIS-Part 2 (few dala — use with caution)
from the EACS anline couwrse Clinical ”aﬁagEﬂ'ﬂﬁ! of HIV. L E EvViGic ri[ampﬁn: nal recamimenided

“ Although the data suggest a cut-off of 50 calls/uL, because of the daily
variability in CD4 count, a cul-off of 100 cells/|L may be more appropri-
ate.

rifabutin: 150 mg qd. EVG: standard
dose. Usa with cautian.
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Drug-drug Interactions between ARVs and Non-ARVs"

Non-ARV drugs ATVic ATVIr |DR‘WI: DRVIr | LPVir | EFV | ETV NVP RPV | MVC BIC DTG EVG/c| RAL |ABC FTC 3TC TAF TDF
clarithromycin 1E 1 1 1 1 1 |E l E E E — 1E e —- e e E E
_§ fluconazole 1?7 — 17 — s — E86% E100% E — — — 1? — = | &= | = | E? |
itraconazole = 1E 1E 1E 1E 1 IE | |61% E E E — 1E o - e e E E
:‘.= rifabutin 1'[-1 1 1D IEED% i 1 38% D37% :17% D - [-) e TEI o . e | e | [ s
] P D DZ% D D D Docw D Dog% DEow DD Daew D apve Do oD ]
< | vgriconazole 1€ | L | 1E | | | IE s IE N EEY] E | & DR o [« |ele]le|a

| clarithromycin | 1E i
fluconazole 17 —
iraconazole T1E T1E
rifabutin 1D ]
rifampicin D D72%
variconazole 1E l

Anti-infectives
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) OFFERING INFORMATION ON HIV/AIDS SearchAIDSK
Search AIDSinfo
lnf (0 TREATMENT, PREVENTION, AND RESEARCH

Guidelines Understanding HIV/AIDS Clinical Trials Research

The AIDSInfo
Glossary is updated!

Click Here

See new images and updated definitions in the
9th edition of the glossary.

Understanding HIV/AIDS

Y-




5 : NNRTI/Acid Reducers(F&1%)

Dosing Recommendations and Clinical

Comments
Acid Reducers
Antacids RPV | RPV expected when = Give antacids at least 2 hours before or
given simultaneously at least 4 hours after RPV.
H2 Receptor RPV | RPV Give HZ receptor antagonists at least 12
Antagonists hours before or at least 4 hours after
RPV.
PPIs RPV With Omeprazole 20 Contraindicated. Do not coadminister.

mgq Daily:

® RPV AUC | 40%
aﬂd {:n"lin l 33%
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- LA UNIVERSITY QF DGnatE PJG“r
6 HIV Drug Interactions ¥ LIVERPOOL

Interaction Checker —

=

About Us Interaction Checkers Prescribing Resources Videos Site News Contact Us

Support Us

HIV iChart app users - please update to the newest version to ensure up-to-date information

Interaction Checker

Access our free, comprehensive and
user-friendly drug interaction charts

Educational Prescribing Twitter
Videos Resources 3y @hivinteractions

) . Interaction tables, treatment i
foseres o i iecres o selectors, clinical prescribin Lol e on Tt o
tonics includinag nharmacoloow - chinical p ing. interaction news and for the
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® Do Not Coadminister B Potential Interaction Potential Weak Interaction @ Mo Interaction Expected
< Mo Clear Data Results Key

O Do Mot Coadminister [ Potential Interaction Potential Weak Interaction € No Interaction Expected
4 No Clear Data

ABC ATV ATV c
Acarbose & & &
Glimepiride & & L
Metformin L L B
Sitagliptin L L L
1 3

Generate a personalised report in PDF format Report IO Download PDF



3l : Efavirenz/Ginkgo(5=1&)

- L A=l -l AL AL LS h“w

» Ginkgo biloba& 1 NCYP450 enzymex
IRFFECYP3A4 - EEfavirenzEA iR AR
SERMTREERE SREsEXRIE

EEEIEEME o (AIDS 2009:23:1184-85)




ZIE L
p23223371@gmail.com




