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HIV Enfeksiyonu Tedavisinde Kullanimda Olan
Antiretroviral Ajanlar

Nikleozid RTI (NRTI)
* Zidovudin (ZDV)

- Didanosin (ddI)

- Zalsitabin (ddC)

- Stavudin (d4T)

* Lamivudin (3TC)

- Abakavir (ABC)

- Emtrisitabin (FTC)

* Tenofovir DF (TDF)

Nonniikleoz(1)ide RTI (NNRTI)

* Nevirapin (NVP)

- Delavirdin (DLV)
- Efavirenz (EFV)

- Etravirin (ETR)

Proteaz Inhibitérleri (PT)

Integraz Inhibitorleri

* Raltegravir (RAL)

- Dolutegravir*

Fusion Inhibitérleri
- Enfuvirtid (T-20)

CCR5 Antagonist
* Maravirok (MVC)

- Elvitegravir*

Boosterler
* Ritonavir (RTV)
- Cobicistat* (cobi)

- Saquinavir (SQV)

- Ritonavir (RTV)

* Indinavir (IDV)

* Nelfinavir (NFV)

* Amprenavir (APV)

- Lopinavir/r (LPV/r)

- Atazanavir (ATV)

- Fosamprenavir (Fos-APV)
- Tipranavir (TPV)

- Darunavir (DRV)
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What’s New in the Guidelines? (Last updated November 13, 2014; last
reviewed November 13, 2014)

This interim revision of the Guidelines includes a revised section on Hepatitis C Virus (HCV)/HIV
Coinfection, with emphasis on considerations for use of antiretroviral (ARV) drugs in patients who also
receive treatment for HCV infection. A new table (Table 12) provides clinicians with guidance on the
concomitant use of HCV drugs and ARV drugs, with a focus on potential pharmacokinetic drug interactions.
The Panel refers clinicians to http://www.hcveouidelines.org for guidance on the diagnosis and treatment of
HCV infections.
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Erken Donemde ART Baslamanin Fayda ve Riskleri

Riskler

Faydalar: -Yagam kalitesinin bozulmasi

+ Viral yiki baskilamak *Uyum olmazsa direng gelisimi

-Immiin disfonksiyonun ilerlemesini énlemek . .
f 4 Gelecekteki ilag seceneklerinin

*AIDS'e ilerlemeyi gegiktirmek ve omiiri azalmasi

uzatmak _ . :
m *Tedavilerin fahmin edilemeyen uzun

-Tlac direncini azaltmak stireli toksisiteleri ve bazi ilag

-Bazi ARV lerin toksisite riskini azaltmak /rejimleri etkinlik siirelerinin belirsizligi

‘HIV bulagin azaltmak Llag etkilesimleri

irllmasi



1 Proteaz Inhibitori
veya
1 NNRTI
veya

1 Integraz Inhibitori

HAART




Baslangi¢ Rejimine Karar Verirken

Eslik Eden Hastaliklar
Diyabet
Hepatit

Ilac Etkilesimleri




Ilac Etkilesimleri

S B 7A ) Saatli bomba 2T ST
Faydali Etki

Ilag sayisi fazla etkilegim fazla



Ila¢ Etkilesimlerinde Farmakodinamik

f

]

® Farmakodinamik etkilesimler

& Additif (1+1=2) ve sinerjistik (1+1=3) etkilegim>

® Antagonistik (1+1=0) veya karsit etkilesim

® Toksik etkilesim
"d drugs" -- ddC ( Zalcitabine, Hivid), ddI (didanosine, Videx), ve d4T (stavudine,
Zerit)
® Pankreatit,
® Periferik néropati (sinir hasari), ve
® Mitokondrial toksisite yapar.
Bu ilaglar kombine edilmemelidir.




Ilac Etkilesimleri

®m HIV pozitif bir olguda
beklenmedik bir klinik
tablo gelistiginde

Firsat¢i enfeksiyon
Malignite
Ilag yan etkileri

Ilac etkilesimleri

® Ayrintili ilag
ahamhnhezi
alinmalidir



NRTI YAN ETKILERI

Zidovudin | Abacavir  |Lamivudin|Emtricitabine
Kemik iligi ipersensitivite || conellikle iyi | El ve ayak tabaninda
. eaksiyonu: . : :
supresyonu fes tolare edilir Hiperpigmentasyon
(anemi/notropeni) D 6k|’.iln‘r(_i
Bulanti Halsizlik,
Istahsizlik,

Tirnak degisikligi

Bulanh, Kusma,
Ishal

Farenjit




NRTI YAN ETKILERI

Stavudine

Didanosine

Tenofovir

Periferal néropati
Pankreatit

Pankreatit
Periferal noropati

Gastrointestinal
yan etkiler

Trigliserid diizeyinde
artma

Ishal

Renal toksisite
Norotoksisite




NNRTI YAN ETKILERI

Nevirapin

(ml

I Dokintd,

® Hepatotoksisite
®Transaminaz yuksekligi,
mHepatit

Kadinlarda tedavi 6nce CD4 sayisi >250

Erkeklerde tedavi 6nce CD4 sayisi >400
Hepatit B ve C koenfekte hastalarda fazla




NNRTI YAN ETKILERI

Efavirenz

® Santral sinir sistemi yan etkileri
® Uykusuzluk,

® Canli riyalar,

® Bas dénmesi,

® Uyusukluk

® Depresyon

® Konsantrasyon bozuklugu

I Dokuntd,

| Hepatit, Transaminaz yiiksekligi,

(ml {ll'



PT YAN ETKILERI

(!

Glukoz intoleransi, Diyabet, ketoasidoz
Lipodistrofi, lipoatrofi

Santral obezite,

Bufalo hérglici ense,

Periferal yag dokusunda erime

(!

Fasial erime
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PT YAN ETKILERI

® Hiperlipidemi (Hipertrigliseridemi ve/veya

hiperkolesterolemi)

e

® Transaminaz yiksekligi

e

® Osteonekroz, osteopeni, osteoporoz
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Cakisan Toksisiteler

Periferal néropati
® Didanozin, Stavudin, Zalstabin, Izoniazid

Kemik iligi siipresyonu
® Zidovudin, Dapson, Hidroksilre, Ribavirin, TMP-SMZ
Hepatotoksisite

® Nevirapin, Efavirenz, Marovirok, NRTI leri, PT'leri,
Makrolidler, Izoniazid

Pankreatit

® Didanozin , Ritonavir, Stavudin, TMP-SMZ, Pentamidin
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OLGU-1

51 yas, erkek

HIV+

CD4:357 hiicre/mm?
HIV-RNA: 35 000 kopya/ml
Antiretroviral tedavi:
Emtrisitabin/tenofovir (Truvada®)
Lopinavir/ritonavir (Kaletra®)




CD4

CD8

CD4/CD8

Viral yuk (kopya/ml)
Total kolesterol
(mg/dl)

LDL (mg/dl)
Trigliserid (mg/dl)
Kan sekeri(mg/dl)
Beyaz kure(x103/ul)

Nisan 2013 Mayis 2013

250 363
1330 887
s 0.4
35000 1600
128 138
e 84
& 94
v 91
siolly 5470

Truvada + Kaletra

Subat 2014

Kardiyak yan
etki

752
778
1
Negatif
152
94
70
85

7100



10 ay sonra...

Sikayet: Carpinti, bayilma

EKG: V1-V3' de ST elevasyonu ve J noktasinda elevasyon
EKO: Patolojik bulgu yok
Kardiyak markerlari negatif

Brugada ~  Koroner Yogun Bakim
Sendromu Unitesi’ nde takibe alindi




Laboratuvar degerleri ve EKG

Troponin I: O ng/mL (0-0 15)
CK-MB: 15 U/L
CK: 33 U/L
AST: 38 U/L - -
ALT: 35 U/L = = - =
LDH: 108 U/L = = %

/‘-..-——_-/«_:?/\-————-N%,/L____,\J

Ure/Kreatinin: 25/0.74 mg/dL
Na: 135 mmol/L
K: 3.7 mmol/L



Brugada Sendromu

* Anormal EKG bulgulari

® Ani kardiyak olim riski

® Otozomal dominant gegis

*En sik 4. dekatta ve erkek cinsiyette izlenir

® EKG: sag prekordiyal derivasyonlarda (V1-V3) sag dal blogu
paterni ile birlikte ST elevasyonu veya J noktasinda en az 2
mm’ lik elevasyon

Brugada P, Brugada J. Right bundle branch block, persistent ST segment
elevation and sudden cardiac death: a distinct clinical and
electrocardiographic syndrome. A multicenter report. J Am Coll Cardio/
1992; 20: 1391-6.
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Brugada Sendromu

Yapisal kalp hastaliklar:
Elektrolit bozukluklar: Olmadan
Iskemi

Kalp kasi hiicre membranindaki Na* kanallarinin

alfa subunitinin dizenlenmesinden sorumlu olan SCNHA
genindeki mutasyon

Bati toplumlarinda gérilme sikligi 5/1000 civarinda

Chen Q, Kirsch GE, Zhang D, Brugada R, Brugada J, Brugada P, et al.
Genetic basis and molecular mechanism for idiopathic ventricular
fibrillation. Nature 1998; 392: 293-6.

Antzelevitch C, Brugada P, Borggrefe M, Brugada J, Brugada R, Corrado D,
et al. Brugada syndrome: report of the second consensus conference:
endorsed by the Heart Rhythm Society and the European Heart Rhythm
Association. Circulation 2005; 111: 659-70.



Brugada Sendromuna Neden Olan
Tlaglar

1. Antiaritmik ilaglar
Sodyum kanal blokerleri
Klas 1 ilaglar(pilsikainid, flekainid, propafenon)
Klas 1A ilaglar(ajmalin, prokainamid, disopramid)
Klas3 ilaglar (amiodaron)
Kalsiyum kanal blokerleri (verapamil)
Beta blokerler (propranolol intoksikasyonu)
2. Antianjinal ilaglar
Kalsiyum kanal blokerleri (nifedipin, diltiazem)

Potasyum kanal agicilar (nikorandil)

3.

Psikotropik ilaglar

Trisiklik antidepresanlar

(amitriptilin, nortriptilin, desipramin, klomipramin)
Fenotiazin

Selektif serotonin reuptake inhibitorleri (fluoksetin)
Lityum

Antikonviilzanlar(karbamazepin, klonazepam)
Antipsikotikler( trifluoperazin, loksapin)

Diger ilaglar

Anestezikler (bupivakain, propofol)

Histaminik H1 reseptor antogonistleri

Asetilkolin, edrofenyum

Kokain, Alkol



Tani

* EKG bulgulari gegicidir

# Tani: Ajmalin, prokainamid, flekainid gibi gtgli
Na kanal blokerleri ile maskelenmis olan EKG
bulgulari ortaya ¢ikarilir

# Ajmalin provakasyon testi: Sinirda pozitif
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HIV ve Kardiyovaskiiler hastalik

HIV’ in alevlendirdigi inflamatuar siirecin ateroskleroz
gelisimine katkida bulundugu kanitlanmigtir

HAART sonrasi doénemde aliimler artik HIV iligkili degil

Antiviral ilaglarin sebep oldugu metabolik degisikliklere bagl
kardiyovaskiiler hastaliklar onemli bir sorun

Bir ¢cok ¢alismada ART lerin KVH riskini artirdig
gosterilmistir

Son 6 ay iginde abakavir (RR 1.91; 95% CT 1.50-2.42) ve PI
(RR 2.13, 95% CI 1.05-1.17) kullanimi MI riskini

arti r'makTad r Islam FM, Wu J, Jansson J, Wilson DP. Relative risk of cardiovascular disease
among people living with HIV: a systematic review and meta-analysis. HIV Med
2012;13:453-468.

Bavinger C, Bendavid E, Niehaus K, Olshen RA, Olkin I, Sundaram V, Wein N,
Holodniy M, Hou N, Owens DK, Desai M. Risk of cardiovascular disease from
antiretroviral therapy for HIV: a systematic review. PLoS One 2013;8:e59551.



ART Iligkili Kardiyovaskiiler Hastalik Yan
Etkileri

. e b _
* Mi

Abakavir(ABC)

: . % Yeni Pl ’leri (ATV, DRV, ve TPV) ile ilgili
Didanozin (ddl) ( ) llellg

T

i

‘_g _ veri az M~

_'c_g KVH risk # SQV/r, ATV/r, and LPV/r: PR mesafesini
_cc(@ faktorlerine sahip uzatir (yapisal kalp hastaligi, iletim sistemi
S hastalarda bozukluklari, kardiyomiyopati, iskemik kalp
E; miyokard infarktis( hastaliklari, PR mesafesini uzatan diger
% (M) riskini ilaglarla birlikte kullanim)

3 artirmaktadir » SQV/r: QT mesafesini uzatir. Tedavi

% baslamadan once ve tedavi suresince

| -

Cxﬁ EKG kontrolleri yapilmahdir

http://aidsinfo.nih.gov/guidelines



Tedavi

Hastanin Adi Soyadi Tarih
Protokol No:
T.C. Kimlik No: Dr. Adi Soyad::
Dr. Dip. No:
Kase

e B24 -Akkiz immiin yetmezlik
sendromu iLacLar

Rp. 1. Raltegravir (Issentress @)
D:I B (Bir)

S: 2X400 Mg

2. Emtrisitabin/tenofovir (Truvada®)

D: I B (Bir)
S: 1x1 5.5 1
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Nisan 2013 | Mayis 2013

CD4 357
CD8 1330
CD4/CD8 0.3

Viral yuk (kopya/ml) 35000

Total kolesterol 126
(mg/dl)

LDL (mg/dl) 82
Trigliserid (mg/dl) 87
Kan sekeri(mg/dl) 77

Beyaz kure(x103/ul) 3610

Subat 2014 Agustos
Kardiyak yan 2014
etki
363 752 686 865
887 778 686 862
0.4 1 1 1
1600 Negatif Negatif Negatif
138 152 159 175
84 94 102 113
94 70 48 99
91 85 08 101
5470 7100 9200 7800

Truvada+ Issentress
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OLGU 2

»53 yasinda erkek

»2002 tarihinde 42 yasinda iken anti HIV
pozitifligi saptaniyor

> Viral Yik (VY): 1530 kopya/ml
> CD4: 1051 %36



Tarih Viral Yik cD4 CcD8 CD4/CD8 | Tedavi
k/ml
30.05.2002 |1530 1051 |1192 0.87 -
15.01.2003 | 15800 1941 0.84 .
v
4.06.2003 | 71400 657  |619 1.055 @
7.10.2003 |1.050.000 |440 |637 0.6 chtm bilegimi:
Or'ga'nik polimerler

12.01.2004 |2.540.000 528 820 0.6 |Liquim iyonu
19.02.2004 Armenicum

4 kiir
26.04.2004 |243.000 699
27.02.2005 |750.000 617 2432 -




O Sirada Ulkemizde Bulunan Antiretroviral

Ajanlar

NRTI Proteaz inhibitord
+ Zidovudin AZT " Norvir

Lamivudin 3TC " Indinavir
+ Zalcitabin ddC

Stavudin d4T NNRTI

Didanozin ddI " Nevirapine
Tarih Viral Yik |CD4 |CD8  |CD4/CD8 | Tedavi
08.06.2006 |178.000 |360 |2772 0.1 Combivir +

k/ml Crixivan




HAART baslanmadan once ve
basladiktan sonra 3 ve 6 ay
iginde aglik lipidlerine bak

Tansiyon yiksekligi,
Sigara
gibi risk faktorlerini dizelt

KVH risk faktorleri ikiden
fazla ise 10 yillik hastalik

riskini hesapla




ATP lll Guidelines At-A-Glance
Quick Desk Reference

Major Risk Faktorleri

® Sigara igme

4 Determine lipoprotein levels
9- to 12-hour fast.

® Hipertansiyon KB > 140/90 mmHg

ATP Il Classification of LDL, Total

LDL Cholesterol - Primary Target of
=100
100-129
130-158

160-189
=190

Total Cholesterol
=200
200-239

’{' Diisiik HDL kolesterol (<40mg/dl) |

® Erkeklerde ailede <55 yas, birinci derece

yakinlarinda kardiovaskiiler hastalik 6ykdisd

® Kadinlarda ailede <65 yas, birinci derece

yakinlarinda kardiovaskiiler hastalik 6ykdsd

=240

HDL Cholesterol
=4[]

=60

F Yas: erkek » 45| kadin > 55

a—




Bilinen Koroner kalp hastaligi yok

1 “Nl' |

LDL yiiksekligi + 2 risk faktori

10 yilhk KVH riski




Framingham Risk Skoru

:; U.S. Department of Health & Human Services ) National Institutes of Health Contact Us a Get Email Alerts L= s Font Size

Accessible Search Form Advanced Search

National Heart, Lung,

and Blood Institute NHLBI Entire Site W |
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Information for Health  RISK Assessment Tool for Estimating Your 10-year Risk of Having a
Professionals Hear_t AttaCk

Clinical Practice The risk assessment tool below uses information from the Framingham Heart Study to predict a person’s chance of having a heart
Guidelines attack in the next 10 years. This tool is designed for adults aged 20 and older who do not have heart disease or diabetes. To find your

risk score, enter your information in the calculator below.
Heart & Vascular

Information Age: |45 years
Lung Information Gender: " Female ® Male
Blood Information Total Cholesterol: |202 mg/dL
HDL Cholesteral: I’l
Sleep Information = mg/dL
Smoker: ® No (" Yes
Interactive Tools and
Resources Systolic Blood Pressure: |120 mm/Hg
Are you currently on any medication to treat high blood pressure. ® No ( Yes

Education Campaigns

National Education
Programs Calculate Your 10-Year Risk




Framingham Risk Skoru
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nformation for Health

Information about your risk score:

'rofessionals
Age: 45

Clinical Practice Gender: male
Guidelines Total Cholesterol: 202 mg/dL
Heart & Vascular HDL Cholesterol: 31 mg/dL
Information Smoker: No

. Systolic Blood Pressure: 120 mm/Hg
Lung Information On medication for HBP: 0

. Risk Score*
Blood Information *

Meers 4 of 100 people with this level of risk will have a heart attack in the next 10 years.

Sleep Information * Your risk score was calculated using an equation. Other NCEP products, such as printed ATP III

materials, use a point system to determine a risk score that is close to the equation score.
Interactive Tools and

Resources

Ta find out what your risk score means and how to lower your risk for a heart attack, go to "High Blood Cholestercl—What You Need to
Know".

Education Campaigns



LDL Cholesterol Goals and Cutpoints for Therapeutic Lifestyle Changes (TLC) and Drug Therapy in Different

Risk Categories.

Risk Cateqgory

LDL Goal

LDL Level at Which
to Initiate Therapeutic
Lifestyle Changes (TLC)

LDL Level at Which to
Consider Drug Therapy

CHD or CHD Risk Equivalents
(10-year risk =20%4)

=100 mag/dL

2+ Risk Factors <130 mg/dL
{10-year risk =20%5)
0-1 Risk Factor! <160 mgfdL

=100 mgfdL

=130 mgddL

=160 mgfdL

=130 mg/dL
{(100-129 mg/dL: drug optional)*

10-year risk 10-20%c:
=130 mgfdL

10-year risk <10%::
=160 mgfdL

=190 mgfdL
(160-189 mgfdL: LDL-lowering
drug optional)

Risk kategorisi LDL hedefi Yasam tarzinda Ilac tedavisi
degisiklik

10 yillik risk > % 20 <100mg/dL >100mg/dL >130mg/dL

2 risk faktari (10 yillik risk % 10-20)
(10 yillik < % 20) < 130mg/dL »130mg/dL »130mg/dL

(10 yillik < 10)
»160mg/dL

0-1 risk faktori < 160mg/dL >160mg/dL >190mg/dl




Tarih AKS | Ure/kre | Trigliserid |Kolesterol |LDL |HDL | Tedavi

15.01.2003 | 95 29/0.98 203 202 130 31 -

08062006 |92 |23/096 CJ245 206 125 {30 D | Combivir + Crixivan
03.03.2008 | 96 34/11 (| 414 241 < 126 32 Combivir + Crixivan
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HAART baslanmadan 6nce
ve basladiktan sonra 3 ve 6
ay iginde aglik lipidlerine
bak

KVH risk faktorleri ikiden
fazlaise 10 yilhk [~

hastalik riskini hesapla

Tansiyon yiksekligi,
sigara

gibi risk faktérlerini
dizelt

Yasam bigiminde degisiklik
yapmasini sagla !
Diyeti diizenle
Kiloyu azalt
Spor yapmasini oner

Lipid disdiricii ilaglar

LDL hedef degerin iizerinde ve
Trigliserid 200-500 mg/dL
STATIN basla
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PI

NNRTTI

— Statin ~

Miyopati

Statin

Statin
dozunu
azaltin

Statin
dozunu
arttirin

Pravastatin

Fluvastatin




Tarih AKS |Ure/kre |Trigliserid |Kolesterol |LDL | HDL | Tedavi

15.01.2003 | 95 29/0.98 203 202 130 31 -

08.06.2006 | 92 23/0.96 245 206 125 30 Combivir + Crixivan
03.03.2008 | 96 34/ 1.1 414 241 126 32 Combivir + t'.:r'i;!-:i"lull'l:ll'lA
17.05.2009 | 98 252 160 |26 ] Combivir + c.-ixiv‘;?f"

A
27/08 (829 }.‘,
| Zy

1

A

Pravastatin




Tarih AKS |Ure/kre | Trigliserid | Kolesterol [LOL [HDL [ Tedavi
17.05.2009 829 ) 160
13.07.2010 |80 222 132 ]| 33

28/07 l1240 J

Pravastatin ]
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Tarih AKS | Ure/kre | Trigliserid | Kolesterol [LDL [HDL | Tedavi
17.05.2009 829 \ 160
13.07.2010 |80 |28/07 |1240 J 222 132 [[33  [Pravastatin ]
|
HAART baslanmadan ance T gl sl = et T e Tansiyon
ve bagladiktan sonra 3 ve 6 | yuksekligi, sigara
ay iginde aglik lipidlerine fazla ise 10 yillik hastalik gibi risk

bak

riskini hesapla

faktérlerini dizelt

yapmasini sagla
Diyeti dizenle
Kiloyu azalt
Sporu dner

Yasam bigiminde degisiklik

Lipid disiirici ilaglar

degisikligi

‘29.03.2010 ‘261 k/ml ‘555 ‘1152 ‘0.4

Combivir + Stocrin




Tarih Viral yik cb4 D8 CD4/CD8 Tedavi
29.03.2010 [|261 k/ml | 555 1152 0.4 Combivir + Stocrin
04.03.2011 |k 47 k/ml 927 1362 0.6 Combivir + Stocrin
09.03.2012 |k 47 k/ml 1053 || 1415 Q.7 Combivir + Stocrin
02.05.2013 |k 34 k/ml 785 1139 Q.7 Combivir + Stocrin
03.03.2014 ||Negatif 866 935 0.9 Combivir + Stocrin
‘ Pravastatin Tarih Trigliserid Kolesterol |LDL |HDL
15.09.2011 | 803 216 82 29
Pluvastatin_|| [09.03.2012 | 468 235 109 |32




HAART baslanmadan nce KVH risk faktorleri ikiden | | Tansiyon yiiksekligi,
ve basladiktan sonra 3 ve 6 sigara

ay iginde aglik lipidlerine gibi risk faktorlerini
bak hastalik riskini hesapla dizelt

fazlaise 10 yillik [~

Yasam bigiminde degisiklik
yapmasini sagla !
Diyeti diizenle
Kiloyu azalt
Spor yapmasini oner
|

Antiretroviral tedavi
degisikligi

Lipid disdiiricd ilaglar

LDL hedef degerin iizerinde ve
Trigliserid 200-500 mg/dL
STATIN basla

Trigliserid >500 mg/dL: FIBRAT

(gemifibrozil veya fenofibrat)




Tarih Viral yik cb4 (D8 CD4/CD8 Tedavi
29032010 |[6Lk/ml | [555 ||1152 |[o4 Combivir + Stocrin
04.03.2011 |k 47 k/ml 927 1362 0.6 Combivir + Stocrin
09.03.2012 |k 47 k/ml 1053 || 1415 Q.7 Combivir + Stocrin
02.05.2013 |k 34 k/ml 785 1139 Q.7 Combivir + Stocrin
03.03.2014 ||Negatif 866 935 0.9 Combivir + Stocrin
, Tarih Trigliserid Kolesterol (LDL |HDL
‘ Fluvastatin
15.09.2011 | 803 216 82 29
‘ Fenofibrate 09.03.2012 | 468 235 109 |32
09.03.2013 | 808 251 113 30
03.03.2014 | 451 251 120 (41
11122014 | 234 241 122 |50




Antiretroviral Tedavi Degisikligi

(Viral yik: negatif h

CD4: 866 k/ml
\CD4/CD8: 0.9

ilaglar
Abacavir
Nevirapin
Tenofovir
Atazanavir
Maraviroc

Raltegravir

K Elvitegravir /

[ Hangi Ilag J

e

o Lipid dostu\

-

Hangi
Kombinasyon

J

K .
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Ilag
Etkilesimleri



Sitokrom P450(CYP450)

g NEN@ Indiikleyiciler
* Metabolizmasi

4 p
* Metabolizmay:!
igin enzimatik * Metabolizmay:! yavaslatir
yolu kullanan hizlandirirlar - Tlag seviyesi
ilaclar + Substrat artar toksisite
; . seviyesi d(jser'/ _ gelisir ,

Inhibitorler



Enzim Indiiksiyonu

Hepatositl

A ilaci enzim Uretimini inhibe

enzim uretimini arttirir eder

B ilacini i ‘ i '
B ilacini metabolize eden B ilact metabolize edilemez

enzim miktar: artar S
-Kan seviyesi yiikselir

‘B ilacinin kan diizeyi diser

etkinligi kaybolur

QB




Sitokrom P450(CYP450) Enzim Sistemler

®m Bu sistemde ilag metabolizmasinda gorev

yapan ¢ok sayida izoenzim yer alir
1A2, 2C19, 2C9, 2D6, 3A4

® HIV ilag etkilesimlerinin biyik bélimiinden

3A4 ve 2D6 sorumludur

P450 enzim substrat tablosu
http://medicine.iupui.edu/flockhart/



Nucleoside Reverse Transcriptase
Inhibitorleri (NRTI)

(!

(l

(l

Hepatik metabolizmalar: yoktur (CYP 450 yi kullanmazlar)

Hicresel kinazlar tarafindan fosforile edilerek metabolize

edilirler

Diger antiviral ajanlar ile farkl yoldan metabolize oldugu
icin ilac etkilesimleri azdir



Non Nucleoside Reverse Transcriptase
Inhibitorleri (NNRTT) ve

Enoiegsglnh;bl‘rorler‘l (PT)

NNRTI
Timi CYP3A4 substratidir m CYP3A4 substratidir

Ll

L

Serum diizeyleri

(wl

Bazilar: indiikleyici

CYP indiikleyicileri ve (Nevirapin)
inhibitérlerinden ® Bazilari hem indiikleyici
etkilenebilir hem inhibitér (Efavirenz)

® Bazilari CYP izoenzimlerini = Etravirin 3A4, 2C9, 2C19
indiikler veya inhibe eder substrati

2C9 ve 2C19 inhibitordidir




CYP 3A4

/ Substratiar

Kalsiyum kanal blokdrleri
*Karbamazepin
‘Kortikosteroidler
*Digoksin

*Siklosporin

*Methadon

‘Proteaz inhibitérleri
*Amitriptilin

*Kinidin

\_ /

*Eritromisin
Klaritromisin
Efavirenz
*Greyfurt suyu
*Ketokanazol
Itrakonazol
Proteaz Inhibitorleri
‘Ritonavir
Amprenavir
Atazanavir
Indinavir

/ Inhibitorler \
\

*Nelfinavir

\Sakinavir‘ /

indiikleyiciler
*Karbamazepin
Fenitoin
Fenobarbital
Rifampin
‘Rifabutin
‘Nevirapin

‘Efavirenz

o /




CYP 2€9/19

Substratlar
‘Diazepam
‘NSATI ilaglar
*Fenobarbital
*Fenitoin
*Tolbutamid
Varfarin
\-Ser"rali n

/

‘Ritonavir
‘Delavirdin
‘Efavirenz
*Simetidin
*Fluksetin
*Omeprazol
KTMP/ SXT

" tnhibitérler )

4 N

Indiikleyiciler
‘Rifampin

‘Karbamazepin

*Fenobarbital

/

\_ /




CYP 2D6

4 N

Substratiar

Amfetaminler
*Kodein- morfin
*Haloperidol
*Metoprolol
‘Fenotiazin
*Risperidon

*Amitriptilin

o /

‘Ritonavir
-Simetidin
*Fluksetin
*Haloperidol

‘Paroksetin

‘Kinidin

Q/\e‘radon

/" tnhibitsrler

%




Antiretroviral Ilaclar ve Bu Ilaglarin CYP 450 Uzerine Etkisi

ARV Sinifi CYP 450 Uzerine Etkisi

Niikleozid/Niikleotid RTI Minimal veya yok

Non Niikleozid RTI Efavirenz CYP 3A 4 iizerine inhibitér ve indiikleyici

Delavirdin CYP3A4 inhibitérd

Proteaz Inhibitérleri En potenti ritonovir olmak iizere tiim PI leri CYP 3A4

inhibitord

Nadiren CYP 450 indiiklenmesi yapabilirler
Fusion Inhibitérleri Enfuvirtide CYP 450 ile etkilesmez
CCR 5 Inhibitorii Maravirok CYP 450 inin substratidir

Integraz Inhibitorii Raltegravir CYP 450 ile etkilesmez



Hoffmann | Rockstroh

HIV 2012/2013

+
©
®
)
|

N THODEN.Drug-Drug Interactions. 703-715

Bu ilaclar kombine edilebilir

Etkilesebilir veva bilinen etkilesim vok . Bu ilaclar siklikla kombine edilir ancak
terapotik duzey takibi onerilir

Bu ilaglarin kombine edilmesinden kaginilma veya kombinasyon kontrendikedir
Ilag diizeyi %50 den fazla artar, $t %100 e kadar artar, $145%100 artar
Ila¢ diizeyi %50 den fazla azalr, Il %100 e kadar azalir, W >% 100 azalir




HIV Tedavisinde Ilac Etkilesimleri

HAART cag:

won tg rotect you from

ARV+ ARV

HIV prevention
'/ is a lifelong job.

To learn more, call

y 1-800-541-AIDS

‘Vork State Health Department

ART +
Komorbiditelerin
Tedavisinde Kullanilan
Tlaglar




HIV Tedavisinde Ilag Etkilesimleri

Etkinlikte

Toksisitede
Artma




NRTI + NRTI

3TC ABC DDI D4T FTC TDF AZT

3TC + + + + +
ABC + © + + ® +
DDI + © + +
D4T 4 4 + +
FTC @1 + + + + +
TDF ® ¥ + ®
AZT + + + + ©

Lamivudin ve Emtricitabin: Antagonist
Didanozin - Stavudin: Mitokondrial toksisite artigi (laktik asidoz, pankreatit, polinéropati)

Tenofovir - Didanozin: Didanozin dozunda artisa neden olur (giinlik doz 250 mg’ a
inilmeli), toksisite artar (laktik asidoz bébrek yetmezligi), etkinlik azalir

Zidovudin - Stavudin: Antagonist



NRTI + NNRTI

ABC DDI D4T FTC TDF AZT

3TC

EFV

ETV

NVP
RPV



NRTI + PI

3TC ABC DDI %34 ‘D4T FTC TDF 1 AZT

ATV 1 - - - - -
DRV + + + + + +3 +
FPV - - - - - - -
IDV + + + + + + +
LPV + ©4 + + + + +
NFV + + + + + + +
RTV -+ -+ -+ -+ -+ ® +
SQV + + + + + + +
TPV + &4 + + + + 4

Atazanavir ile didanozin kullanildiginda kan diizeyleri diiser

Atazanavir Tenofovirle birlikte kullanildiginda atazanavir diizeyi diiser, tenofovir
diizeyi artar bdobrek toksisitesine dikkat



NRTI + Girig-/Integraz
Inhibitorleri

3TC ABC DDI D4T FTC TDF AZT
T-20  Enfuvirtid + + + + + + +
MVC -- - -+ - - + -

RAL - - -+ - - + -




NNRTI+ Girig-/Integraz- Inhibitorleri

EFV ETV NVP RPV T-20 MVC
EFV + @2
+ OG
NVP +
RPV - - +
T-20 + + +
MVC + + 43
RAL + 4 43

NNRTT ler kombine edilmez

Marovirok diizeyi efavirenz ve etravirin ile birlikte kullanildiginda diiser doz 2x 600 mg
olmali
Efavirenz ve etravirin ile birlikte kullanildiginda Raltegravir diizeyi diiser



Proteaz Inhibitori + Proteaz Inhibitord

ATV DRV FPV IDV LPV RTV SQV TPV

ATV + & ® © + +1 ®
DRV + © © ® -+ ® ®
FPV © © + © + + ®
IDV ® © + © + © ®
LPV & ® & & + + ®
RTV - -- -- -- - -- --
SQV +1 ® +2 ® - - ®
TPV ® ® ® © ® + ®

(Ritonavir) Norvir’ in; (tipranavir) Aptivus, (fosamprenavir) Lexiva,(saquinavir)
Invirase, (lopinavir) Kaletra, (darunavir) Prezista ile kombine kullanimi igin FDA onay: var

Norvir; Crixivan (indinavir) ve Reyataz (atazanavir) ile de siklikla kombine edilir



HIV Tedavisinde Ilac Etkilesimleri

HAART cag:

won tg rotect you from

ARV+ ARV

HIV prevention
'/ is a lifelong job.

To learn more, call

y 1-800-541-AIDS

‘Vork State Health Department

ART +
Komorbiditelerin
Tedavisinde Kullanilan
Tlaglar




NRTI /NNRTI
+

Antimikrobiyaller

3TC ABC DDI D4T FTC TDF AZT EFV ETV NVP RPV
Amoxicillin N + + + + . + ks + + RS
Azithromycin + + + + + + + + ® + +
Ciprofloxacin + + + + + - + + + + -
Clarithromycin + + + + + + © (6T & &) 6
Clindamycin® + + + + + &3 + T I + +
Cotrimoxazole ® + + & @ D) 4 + + + +
Dapsone s + ® &3 + “ &4 ) @ @ +
Ertapenem + + + + + + + + + + +
Erythromycin®é + + + + + + + + &7 &7 )
Meropenem + + ® ® + ® + + i T +
Metronidazole® + + + + + + + + + + +
A Aviflavarcin ' | | ' ' ' ' ' + L )
Azitromisinin NRTI ve NNRTT leri ile etkilegimi yok . N .

Klaritromisin NNRTT' leri ile kullanildiginda aktif metabolitleri artar, azitromisini
tercih et

Eritromisin NNRTTI' lerinin serum diizeyini arttirir, azitromisini tercih et



PI /Giris-/Integraz Inhibitéri
+
Antimikrobiyaller

ATV DRV FPV IDV LPV NFV  SQV TPV  MVC  RAL
Amoxicillin + + + + + + + + +
Azithromycin - - + + + &1 + + & 4
Ciprofloxacin - ® - & ® ® S S e &)
Clarithromycin | &2 S - + & + + @3 +4* -
Clindamycin + + + + + + + + + +
Cotrimoxazol + + + + + + + S + -
Dapsone - - & + + - S S + -
+ - - + + + S S & .
Meropenem + + + + + + + + + +
Metronidazole® © © + + & + + e & +
Pantamidine® - + + 4 ® 4 iR + + o

Atazanavir diizeyi diiser,klaritromisin diizeyi artar, QT uzar, Klaritromisini % 50 azalt
Tipranavir + klaritromisin, tipranavir diizeyi gok yiikselir. Birlikte kullanilmamali

Maravirok diizeyi ¢ok yiikselir, dozu 2x 150 mg/giine inilmeli



Nefrotoksisite N RTI/ N N RTI Laktik asidoz
+

Hemotoksisite Bosepravir diizeyi diiser

Birlikte kullanma

Antiviral Ajanlar

3TC ABC DDI D4T FIC TDF AZT EFV ETV NVP RPV
e
Aciclovir B + - - + [&? + + + +
Adefovir + + + + + ! - - + +
S
Boceprevir + t 1 o + + ® &) ® ®
Cidofovir + + + + + + + - + +
Entecavir® + + + + + + + + + + +
Famciclovir r + it ek - i & ir + ek =
Foscarnet © + + + ) @] |©2 + + + +
Ganciclovir ® ® + ) @1 @2 + + s +
Oseltamivir + + + + + + + + + + +
Ribavirin ®@ o4 + + @2 + + + -
Telaprevir + + T = + @6 & ® 6 © @
Valaciclovir + + + + + @1 + + + - +
Valganciclovir ® ® & ® ® S ©2 + + + +
Zanamivir + + 3 + i i + + + h ar



PI /Giris-/Integraz Inhibitéri
+
Antiviral Ajanlar

ATV DRV FPV IDV PV NFV SQV TPV MVC RAL

Aciclovir + + + + + + + + @ ©
Adefovir + + + + + + + + © ©
Boceprevir ®©@ & @& 6 @ oo 6 @? ] © +
Proteaz inhibitérleri ile kullaniimaz + + + + © ©
Entecavir + + + + + + + + @ @
Famciclovir + + + + + + + + © ©
Foscarnet + + + + + + + — © ©
Ganciclovir + + + + + + + + © ©
Oseltamivir + + + + + + + + + +
Ribavirin 1 + + - - o + + + +
Telaprevir ®@ e e 6 6 6 e 6 | +3
Vialarciclarir e 4 R e + + + @ @
Prozeazinhibi‘rdr‘leri ile kullaniimaz N N . . 5 ©
Zanamivir -F I ¥ = -F I ¥ = -F =



NRTI/NNRTTI
<+
Antifungal Ajanlar

3TC  ABC DDI D4aT FTC TDF AZT EFY ETV  NVP RPV

Amphoter. B = + & & & @ O + + + 1

[0 o) ) & ) ) ) (1.2 9 &9 @9 +

‘ Fluconazole + + ® + + + ©Ou23 4 + 4 © ]

Flucytosine © + &) e © © &) + -+
ltraconazole + + +7 + + + + @s @5 @4 ©
Ketoconazole + + +7 + + + + @s @5 @8 ©
Posaconazole + © + + + + © @ @5 @4 ©
Terbinafine © @ ® ® © ® @ + + + +
Voriconazole © @ © @ @ @ @ @&l @5 @4 ©

Ozellikle NNRTT lerinin diizeyi artar, azollerin diizeyi azalir
Yine de kombinasyonlarda ilk tercih flukonazol



PI/Giris -/ Integraz Inhibitorleri
+

Antifungal ajanlar

ATV DRV  FPV IDV LPV NFV SOV TPV  MVC  RAL

—

Amphoter. B + + + + - + + + S ®
Caspofungin ® © © + + + © © &
Fluconazole - - - g - + - @&! - g
Flucytosine + + + + + + + + © ®
ltraconazole? ® S a + @3 + - S =2 +
Ketoconazole? ® & - @ & + - & 4 ¥
Posaconazole &7 ® ® & e & © @ &6 +
Terbinafine - - + + - + - - @ &
Voriconazole® © ® & © ® & © @ E 4

Azoller ozellikle ritonavirli PI leri ile birlikte kullanildiklarinda dozlari gok artar doz azaltmak gerekir
Ozellikle vorikonazoliin ritonavirle birlikte kullanimi kontrendikedir
Maravirokla birlikte kullanilacaksa maravirok dozunu azaltmak gerekir



HIV Tedavisinde Ilac Etkilesimleri

HAART cag:

won tg rotect you from

ARV+ ARV

HIV prevention
'/ is a lifelong job.

To learn more, call

1-800-541-AIDS

ART +
Komorbiditelerin
Tedavisinde Kullanilan
Tlaglar
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OLGU 3

* 51 yasinda bayan hasta
* HIV+, CD4:328 hiicre/mm?
#+ HIV RNA: 58.000 kopya/ml

# 6 hafta once antiretroviral tedavi baslanmis
* Firsatgi bir enfeksiyonu yok
Tenofovir-emtrisitabin ( Truvada ®)

Lopinavir-ritonavir (Kaletra®)



* Sikayet: N\ "9

* Uykuya meyil, uyusukluk, isteksizlik, . '
hayatina son verme istegi F A ,

* Suisid girigimi ile acil servise getiriliyor -

* Hikaye:
* Bipolar hastaligi nedeni ile lamotrijin ve lityum aliyor
(1 yildir stabil)
# Depresif doneminde suisid girisimi nedeni ile yatirilmis
# Son 3 gundir ART vyi diizensiz kullaniyor



Bu tablo neye bagl olabilir?

A. Lityum dizeyinin tenofovir nedeni ile yikselmesi
B. Lityum dizeyinin emtrisitabin nedeni ile dismesi

C. Lamotrijin dizeyinin lopinavir-ritonavir nedeni ile

dismesi
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NRTI/NNRTI
+

Antidepresan Ilaglar

3TC ABC DDl DaT FTC TDF ALT EFV ETV NVP RPV
Amitriptyline @ @ @ @ @ ® @ ( + ) + + +
I Bupmpic}nl @ @ = = @ = = @1 @ = +
Citalopram &) &) ) &) &) = &) =1 & &) +
Desipramine )] )] )] )] )] &) )] +1 + + +
Doxepin = & = = & & = +1 + + +
Fluoxetine ) © ) ) © = ) +1 + + +
[Lithiurn + + + + + + + + + + +
Mirtazapine o o o o o © oo T o +
Nortriptyline = = = & &) &) &) + + + +
[_Ea.mﬂu.u.a_" = ) = = = = = +1 + + +
Sertraline = © © © = = = @1 + + +
Trazodone + + + + + + + =1 & & +
Venlafaxine + + + + + + + &1 )] )] +

. . . .o . . oo .o .o wo . o e
Efavirenz bupropion ve sertralin diizeylerini diisiirir, SSS yan etkileri artabilir
Bu nedenle ilag kan diizeyinin takibi gerekir



PI/ Giris/ Integraz Inhibitéri
+

Antidepresan Ilaglar

ATV ~ DRV  FPV 1DV LPV NFV  SQv TPV  MVC  RAL

|Amitriggline1 | ®@ © @ © © — © © © ©
Bupropion &) © © © &1 © © &) &) &)
Citalopram? ® © © © © © = © ® ®
|De5ipramine1 | ® © © ® + + = ® ® ©
Doxepin® e = = © © © © © e &
[Fluoxetin? ® ® ® ® ® + @ ® ® ®
[ Lithium & + + + + + + + + +
Mirtazapine © © © © = = ® ® =
| Nortriptylinet | @& @ @ @ @ + @ @ @ ®
Paroxetine @2 @2 @2 @4 &1 + @4 @4 ® ®
Sertaline © @3 © © ® ® ® @4 ® ®
Trazodone ® @4 ® @4 ® ® ® ® + +
Venlafaxine® & & ® ® ® ® ® ® ® +

PI ve TCA antidepressan artar PI leri SSRI ve bupropion diizeyini diigtirir



NRTI/NNRTI + Antikonviilzanlar

3TC ABC DDI DaT FIC TDF AZT EFV  ETV  NVP
1,2

®
®
®
®

Carbamazepine ©
Gabapentine

3

[ Lamotrigine

=

+
+
Levetiracetam +
Oxcarbazepine .
Phenobarbital +
Phenytoin +
Pregabaline )
+

@+ @ G + +]|+ |+
Bl e
+ + + + + +|+ |+
+ @ + + + +|+ |+ ®
+ @ + + + +|+ |+ ®
+ O @ + +]+ |+ ®
+ + @00 + +]|t]%
t+ + ® Q@ 0O +|+ |+
®+ 00 O +]+|+

¢

Valproic acid

+ + + @@ @|+|+ @



PI/ Girig/ Integraz Inhibitorii
+

Antikonviilzan

ATV. DRV FPV IDV PV NFV SQV TPV  MVC RAL
Carbamazepine ©&! et e en &1 @1 @1 o1 ® <
Gabapentine + + + + + + + + + +
Lamotrigine @ + + © +2 + + + + +
Levetiracetam + - + - - - + - - -
Oxcarbazepine & & ® &) ® & ® ® B -
Phenobarbital & ® ® e @) & ® & &) &
Phenytoin @ @ e © 2 & e e 2 e
Pregabaline - + - + + + + - + +
Valproic acid @ + + &) @ & + @ @ S

Lopinavir ritonavir lamotrigine diizeyini digirir
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OLGU 4

* 25 yas, bayan hasta

# 3 ay once HIV(+) ligi tespit edilmis
# CD4:168 hicre/mm?

# HIV RNA: 2.3 X106 kopya/ml

# 3 hafta once trimetoprim-sulfametoksazol baglandi
(iyi tolere ediyor)

* Dogum kontrol yontemi olarak: noretindron/efinil
ostradiol kullaniyor

# ART baslamay! planlaniyoruz... Ne baslayalim?



NNRTT leri ile Oral Kontraseptiflerin
Etkilesimi

etkisi

Efavirenz  Etinil 6stradiol <, Alternatif veya ek olarak baska bir
Levonorgestrel AUCyi % 83 1, kontrasepsiyon ygntemi kullaniimali
Norelgestromin AUC’yi % 64 { Norelgestromin ve levonorgestrel
Diisiik etonorgestrel (implant)  norgestimatin aktif metabolitleridir
olabilir

Etravirin  Etinil 8stradiol AUCyi % 22T Doz ayari gerekli degil
Noretindron: dnemli etkisi yok

Nevirapin  Etinil 8stradiol AUCyi % 20 L  Alternatif veya ek olarak baska bir
Noretindron AUC yi % 194 kontrasepsiyon yontemi kullanilmali

Depomedroksiprogesteron Doz ayari gerekli degil
asetat: 6nemli degisim yapmaz

Rilpivirin ~ Etinil stradiol AUCyi % 14 T Doz ayari gerekli degil
Noretindron dnemli etkisi yok



Ritonavirle Glglendirilmis PT leri ile ;5
Oral Kontraseptiflerin Etkilesimi m

etkisi

Atazanavir/r Etinil 6stradiol AUCyi % 19 4, Oral kontraseptif en az 35 mcg Etinil

Cpin 70 37 4, ostradiol icermeli
norgestimat % 85 T Noretindrone veya norgestimat igeren
oral kontraseptiflerin digindakiler
calisiimadi
Darunavir/r Etinil 6stradiol AUC yi % 44 { Alternatif veya ek olarak baska bir
Noretindron AUC yi % 144 kontrasepsiyon yontemi kullaniimali
Fosamprenavir/r Etinil 6stradiol AUCyi % 37 { Alternatif veya ek olarak baska bir
Noretindron AUC yi % 341 kontrasepsiyon yéntemi kullaniimali
Lopinavir/r Etinil 6stradiol AUCyi % 42 { Alternatif veya ek olarak baska bir
Noretindron AUC yi % 174 kontrasepsiyon yontemi kullanilmali
Saquinavir/r Etinil éstradiol { Alternatif veya ek olarak bagka bir
kontrasepsiyon yontemi kullaniimali
Tiprenavir/r Etinil 6stradiol AUC yi % 484 Alternatif veya ek olarak baska bir

Noretindron anlamli degisiklik yok kontrasepsiyon yontemi kullaniimali
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OLGU 5

* 34 yas, erkek hasta

# HIV+, uyusturucu bagimlisi

* CD4:346 hiicre/mm°*

#* HIV RNA: 2.5 x10 7 kopya/ml

# 2 hafta once tenofovir-emtrisitabin (Truvada ®) ve
efavirenz ( S/tocrin®) baslandi

# Metadon programi kapsaminda 50 mg/gtin metadon aliyor



# ART baslandiktan 1 hafta sonra uyumada gligliik

ve halsizlik hissi baslyor

# Son birkag gundir titreme, terleme, anksiyete,

diare ve ellerde titreme sikayeti var

# Hasta ART yi kesmeyi dustiniyor



Oneririm....

A. Antiretroviral tedaviyi acilen kesmek
B. Metadon dozunu artirmak
C. Metadon dozunu azaltmak

D. Anksiyetesi i¢in benzodiazepin baglamak



Anti - Addiktif Ilaglar
m NRTI/NNRTI

3TC  ABC DDI D4t FIC TDF AZT EFV  ETV  NVP RPV
Buprenorphine  + + + + + + + & O & +

Methadone azalir

Naloxone -+ + -+ + -+ +

+ + + + ®
Methadone + 3 © + + ()4 + +
® PI/Girig-/Integraz Inhibitord

Methadone azalir

ATV DRV FPV IDV [PV NFV 50V TPV MVC RAL
Buprenorphine @@ +£ 0 6 6 ©© ©© 06 + +

Naloxone + + + + + + + + + +
Methadone [ &2 @2 @E] ® [@2 @2 42 +2] + +




NRTI/NNRTI
+

Gastrointestinal Ajanlar

3TC ABC DDI D4T FIC TDF AZT EFV  ETV

Cimetidine + + + + + @) aL + +
Famotidine + + + + + + + + +
Loperamide + + + + + + + + +
MCP + + + + +- + + + +
Mesalazine & + + + ® S + + +
Ondansetrone  + + + + + + + +1 +1
Ranitidine + + + + + + + + +
PPIs + + + + + + S

Rilpivirin H2 reseptor blokirleri ile kullanma,
Gerekli ise rilpivirinden 12 saat 6nce veya 4 saat sonra ver

Proton pompa inhibitérleri Rilpivirin diizeyini gok digdrdr

Rilpivirini proton pompa inhibitorleri ile kombine etme

ldleo + o -



PI/Giris-/Integraz Inhibitorii
+

Gastrointestinal Ajanlar'

ATV~ DRV  FPV IDV LPV  NFV  SQV TPV  MVC RAL

Antacids + + + @ + o ®
Cimetidine © + & + + + ® - ®
Famotidine © - © © + + ® © - ®
Loperamide © ® + + & + @ ® @ @
MCP + + + + + + © + ® ®
Mesalazine + + o =+ + + +- + + +
Ondansetrone + + + + + + + © © ©
PPl + + © + ©® o o e
Ranitidine & - ® + + + + ® + ®

Anti asitler Proteaz Inhibitérlerinin diizeyini diisiiriir bu nedenle aralarinda en az iki saat bulunmali
Simetidin diizeyi hafif artar ve SQV diizeyi gok yiikselir. Birlikte kullanma

ATZ/r ile PPI birlikte kullanilmamali, terapdtik ilag diizeyi takibi gerekir
Raltegravir diizeyi artar iligki agik degil
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Druq Interactions Checker - For Drugs, Food & Alcohol - Drugs.com
www.drugs.com/drug_interactions. himl =

Check for multi-drug interactions including alcohol, food, supplements & diseases. Includes
detailed reports for both patients and health professionals.

Multi-Drug Interaction Checker - Medscape Reference
reference.medscape.com/drug-interactionchecker «

Drug Interaction Checker. Use the search field above to look up prescription or OTC drugs,
and herbal supplements; Add a full drug regimen and view ...
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Drug Interactions Checker - For Drugs. Food & Alcchol - Drugs.com
www.drugs.com/drug_interactions.himl =

Check for multi-drug interactions including alcohol, food, supplements & diseases. Includes
detailed reports for both patients and health professionals.

Multi-Drug Interaction Checker - Medscape Reference

reference medscape.com/drug-interactionchecker -

Drug Interaction Checker. Use the search field above to look up prescription or OTC drugs,
and herbal supplements; Add a full drug regimen and view ...
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JM Multi-Drug Interaction Checker l |

Medscape

Today

News Reference

Enter a drug, OTC or herbal supplement:

Education

@ Drug Interaction Checker

4 Print

Drug Interaction Checker

¥ Use the search field above to look up prescription or OTC
drugs, and herbal supplements

¥ Add a full drug regimen and view interactions



Medscape

Today News Reference Education

@ Drug Interaction Checker

Enter a drug, OTC or herbal supplement: k4 Print

kale

Drugs
Kaletra

Kalexate

iteraction Checker

arch field above to look up prescription or OTC
herbal supplements

rug regimen and view interactions



Medscape

Today News Reference Education

@® Drug Interaction Checker

Enter a drug, OTC or herbal supplement: k=4 Print

ator Add a second drug, OTC, or herbal

Drugs
atorvastatin
atorvastatin/ezetimibe

amlodipine/atorvastatin



Medscape

Today News Reference Education

@ Drug Interaction Checker

Enter a drug, OTC or herbal supplement: 4 Print

| 2 Interactions Found

Patient Regimen Clear All @

Significant - Monitor Closely

lopinavir/ritonavir (X)

7 ritonavir + atorvastatin

ritonavir will increase the level or effect of
atorvastatin by affecting hepatic/intestinal enzyme
atorvastatin (%) CYP3A4 metabolism. Significant - Monitor Closely.

+ Kaletra

atorvastatin + ritonavir

atorvastatin will increase the level or effect of
ritonavir by P-glycoprotein (MDR1) efflux
transporter. Significant - Monitor Closely.
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Links

Pharmacology Resources

News & Archive About Us

Interaction Charts

Meetings

Feedback Home

Cookies policy. You will see this message only once.
We use cookies to ensure that we give you the best experience on our wehsite. If you continue without changing your settings, we'll assume that
you're happy to receive all cookies on this site. However, if you would like to, you can change your cookie settings at any time. Find out more.
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LATEST ARTICLES DRUG INTERACTION CHARTS

Now Includes Dolutegravir

Drug Interactions - Maraviroc with S—
boceprevir or telaprevir — ) )
5 = Access our comprehensive, user friendly,
Drug I_nteractlons E P'S and S free, drug interactions charts
norethisterone/norethindrone —
Drug Interactions - Dolutegravir and e
methadone . CLICK HERE
~— — — et

Drug Interactions - Elvitegravir/cobicistat

and methadone Providing clinically useful, reliable,

up-to-date evidence-based information

To view low bandwidth version click here
TREATMENT SELECTOR TABLES

Treatment Selector Tables - now with dolutegravir

Drug Interactions - Dolutegravir and
prednisone

Case Report - Atazanavir/ritonavir and
charcoal

Click here for previous news items

SITE UPDATES

We have produced a series of printable tables
, showing interactions between key antiretrovirals
| and drugs used to treat a range of common
| comorbidities
| The tables can be accessed from the Printable
| Chart & Treatment Selector sub menu on the
| Interaction Charts menu

"', Treatment

Selector

Updated charts to include dolutegravir's
European product label The interaction
charts have been updated to include data from
the European Summary of Product Charac

>>more
Interactions with Dolutegravir Dolutegravir

(Tivicay®), an integrase inhibitor, was licensed
in America a few months ago and i CLINICAL PHARMACOLOGY OF HIV & HEPATITIS THERAPY WORKSHOP
>>more A1Rth Intarnatinnal Warkehan Aan Plinicral Dharmananlam:s

B LIVERPOOL

We are pleased to announce Editorial
Sponsorship from BHIVA, EACS and the
International Congress on Drug Therapy

in HIV (Glasgow).

British HIV Association

B A

EAGS
HIV

=4
SUPPORTED BY
ELTON JOHN
AIDS FOUNDATION




€ HIV-Druginteractions.org - Windows Internet Explorer

e

@ v B hiv-druginteractions.org Iadl

E2

Dosya Dlzen Gordndm Sk Kullanilanlar — Araclar  Yardim

¢ Sk Kullanilanlar | 95 B Google &) -
€ HIY-Druginteractions.arg I
g ATV y
o r gy vy » | 4 iy . . " .
s , 7y www.hiv-druginteractions.org
ol
Interaction Charts ews & Archive About Us Pharmacology Resources Links Meetings Feedback Home

Drug Interaction Charts

Printable Charts | View All | View all Protease Inhibitors | View all NNRTIs |  View all NRTls | View all Entry/lntegrase Inhibitors | Back to start
m Choose one or more HIV drugs {these will be the columns and initially will be selected automatically for rows) Next ==
Step 2 Choose one or more combination classes or select from an A-Z list of drugs
Step 3 Choose one or more combination drugs and deselect any HIV drugs that are not required as rows
Step 4 View results

O HIV Drug look-up chart

LTI NEW - Trade Names

Search Generic Drugs:

Ul Atazanavir O Delavirdine Ul Abacavir O Dolutegravir

U Darunavir U Efavirenz U Didanosine (ddI) Ll Elvitegravir/cobicistat
U Fosamprenavir O Etravirine U Emtricitabine (FTC) O Maraviroc

U Indinavir U Nevirapine U Lamivudine (3TC) O Raltegravir

O Lopinavir O Rilpivirine O stavudine (d4T)

U Nelfinavir U Tenofovir

Ll Ritonavir 0 Zidovudine (AZT/ZDV)

o



Drug Interaction Charts
Printable Charts |  View Al | View all Protease Inhibitors | Viewall NNRETIs | View all NRTIs

View all Entry/integrase Inhibitors |  Back to start

Choose one or more HIV drugs {these will be the columns and initially will be selected automatically for rows)

Next »=»

Choose one or more combination classes or select from an A-Z list of drugs

Choose one or more combination drugs and deselect any HIV drugs that are not required as rows

View results

o HIV Drug look-up chart

Search Generic Drugs: ‘

Protease Inhibitor NNRTI

Ul Atazanavir Ul Delavirdine

©parunavir - Ofavienz
U Fosamprenavir U Etravirine

U Lopinavir LI Rilpivirine

Ul Ritonavir

U Tipranavir

U Dolutegravir
Ul Elvitegravir/cobicistat
U Maraviroc

Ll Raltegravir
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Drug Interaction Charts

Printable Charts | View All | View all Protease Inhibitors | ViewallNNRTIs | ViewallNRTls | View all Entry/Integrase Inhibitors | Back to start

g HIV Drug look-up chart

® search by alphabetical list of drugs (generic and trade names)

O search by drug class (generic names only)

Copyright © 1999-2014 The University of Liverpool. All rights reserved. Site developed and maintained by The University of Liverpool and elMedFusion




Drug Interaction Charts

Frintable Charts | ViewAll | View all Protease Inhikitors | View all MMETIs | View all METIs | View all Entryfintegrase Inhibitars | Backto start
Step 1 Searching by: Darunavir, Lamivudine {3TC), Zidovudine (AZTIZ0V) Amend Selection
Step 2 Searching by: All classes Amend Selection
m Choose one or more combination drugs and deselect any HIV drugs that are not required as rows
Step 4 WView results

g HIV Drug lack-up chart

m MEW - Trade Mames |
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Search Generic Drugs:

Ll Abacavir ] Acenocoumarol L] Acetazolamide

L] Aciclovir

[] adefovir

[ adrenaline (Epinephrine)

[]albendazole [lalcohol L alcuronium

[] alendronic Acid L] alfentanil [ alfuzosin

L allopurinel [l alprazolam L aluminium hydroxide
[ ] amantadine L] amikacin L] amiloride

L] amiodarone L] amisulpride L] amitriptyline

Ll amlodipine Ul amodiaguine L amoxicillin

L] amphotericin B L] ampicillin [Jantacids

L] apomorphine

[ aripiprazole

[ ] Artemisinins

[]ascorbic Acid (Vitamin C) []asenapine [Jasparaginase
L] aspirin [l astemizole U atazanavir
[]atenolol [Jatovaquone




Drug Interaction Charts

Frintable Charts | View All | View all Frotease Inhibitors | View all MNRETIs | View all MRETIs | View all Entryfintegrase Inhikitors | Back to start
Step 1 Searching by: Darunavir, Lamivudine (3TC), Zidovudine (AZTIZDV) Amend Selection
Step 2 Searching by All classes Amend Selection
Step 3 Searching by: Atorvastatin, Darunavir, Lamivudine {3TC), Zidovudine (AZTIZDV) Amend Selection
Step 4 Yiew results

6 HIY Drug look-up chart

Key to symbols;
Clicking on a solid symbol within a table will give further information on the interaction.

Empty symbols indicate that the combination has not been assessed (either by study or within the product label) and an interaction has been predicted based on the metabolic
profiles of the drugs.

@ ,0 These drugs should not be coadministered

O,E Potential interaction — may require close monitering, alteration of drug dosage or timing of administration

<r 4% Mo clinically significant interaction expected

+ 4 There are no clear data, actual or theoretical, to indicate whether an interaction will ocour

n'a Data not available

l@ MEW - click here to generate a personalised report in POF format

s sty e | e S

Lamivudine (3TC)
Zidovudine (ALTEZDV)

Antiretrovirals
(Protease Inhibitors) _ Lamivudine (3TC) Zidovudine (AZT/ZDV)

Darunavir

Lipid Lowering Agents _ Lamivudine (3TC) Zidovudine (AZT/ZDV)

Atorvastatin




Web Adresleri

> Bartlett JG; Pocket Guide Adult HIV/AIDS treatment 2008-09.www.hopkins-
hivguide.org

» Drug Information: Aptivus, atripla,celsentri, combivir, crixivan, emtriva, edurant,
epivir, eplivera, fuzeon, Intelence, invirase, isentress, kaletra kivexa, norvir, prezista,
retrovir, reyataz, sustiva, telzir, trizivir,fruvada, videx, viracept viramune, viread, zerit,
ziagen

» Pocket guide to farmacokinetic interaction profiles of ritonavir boosted PIs; October
2008, Boehringer Ingelheim

»U.S. Department of Health and Human Services. Guidelines for the Use of
Antiretroviral Agents in HIV-1-Infected Adults and Adolescents (March 27, 2012),
Tablo 14, 15a-e, ve 16a-b



http://aidsinfo.nih.gov/Guidelines/GuidelineDetail.aspx?GuidelineID=7&ClassID=1
http://aidsinfo.nih.gov/Guidelines/GuidelineDetail.aspx?GuidelineID=7&ClassID=1
http://aidsinfo.nih.gov/Guidelines/GuidelineDetail.aspx?GuidelineID=7&ClassID=1
http://aidsinfo.nih.gov/Guidelines/GuidelineDetail.aspx?GuidelineID=7&ClassID=1
http://aidsinfo.nih.gov/Guidelines/GuidelineDetail.aspx?GuidelineID=7&ClassID=1
http://aidsinfo.nih.gov/Guidelines/GuidelineDetail.aspx?GuidelineID=7&ClassID=1

Web Adresleri

» www.clinicaloptions.com/InPractice/HIV/Antiretroviral

%20Therapy/chl9 pt2 Drug-Drug Interactions.aspx

» www.dosing-gmbh.de Wechselwirkungs-check(Dosing-

GmbH)
www.fda.qov(FDAO4/2010)

www.hiv-druginteractions.orq

www.hivinsite.orqg

www.ifi-interaktions-hotline.de

¥ ¥ ¥ ¥ ¥

HIV InSite Database of Antiretroviral Drug

Interactions

» University of Liverpool HIV Drug Interaction Charts
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