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3TC lamivudine

ABC abacavir

AIDS Acauired Immuno deficiency Syndrome
ALT Alanine Aminotransferase

ARDS Adult Respiratory Distress Syndrome
ART Antiretroviral Treatment

ARV Antiretroviral

AST Asparate Aminotransferase

ATV Atazanavir

BID twice daily

CDh4 cell cluster of differentiation antiaen 4 cell
CK Creatine Kinase

Cr Creatinin

CMV cvtomegalovirus

CNS Central Nervous System

CRP C -reactive protein

DAV Darunavir

DTG Dolutearavir

FTC Emtricitabine

DOT Directly Observed Treatment

EFV efavirenz

ELISA Enzyme-Linked |mmunosorbent Assay
HAART  Hiahly Active Antiretroviral Treatment
HIVANP HIV associated nephropathy
HBsAq Hepatitis B Surface Antigen

HBV Hepatitis B Virus

HCV Hepatitis C Virus

HDL hiah-densitv lipoprotein

HIV human immunodeficiency virus

HPV human papillomavirus

HSV herpes simplex virus

IDU iniecting drua user

1aG immunoalobulin G

INR international normalized ratio

IRIS immune reconstitution inflammatory syndrome
LDH |actate dehydroaenase

LFT liver function test

LPV lopinavir

MAI Mycobacterium avium-intracellulare

NFV nelfinavir

NNRTI non-nucleoside reverse transcriptase inhibitor
NRTI nucleoside/nucl eotide reverse transcriptase i nhibitor
NVP nevirapine

oD once daily

Ol opportunistic infection

OoSsT opioid substitution therapy

PCP Pneumocystisjirovecii pneumonia (formerly P. carinii pneumonia)
PCR polymerase chain reaction

PGL persistent generalized lymphadenopathy

PI protease inhibitor

PLWH people living with HIV and AIDS

PML proaressive multifocal leukoencephal opathy
Ir low dose ritonavir (for boosted PI )

RAL Raltearavir

RTV Ritonavir

B Tuberculosis

TDF Tenofovir

TID three times daily

TSH thyroid-stimulating hormone

VDRL venereal disease research |aboratory

VL viral load
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XTC
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very-low-density lipoprotein

World Health Oraanization

Lamivudine or emtricitabine

zidovudine (also known as azidothymidine (AZT)
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JW 15 YL Oblg>gi 9 VLS 3 ST HIV Cigae 8)90 10 cullug Sle Oloil o d> w0 1 Jous

stage | Symptoms

Clinical | Asymptomatic

stage 1 Persistent generalized lymphadenopathy

M oderate unexplained weight loss (<10% of

presumed or measured body weight)

Recurrent respiratory tract infections (sinusitis, tonsillitis, otitis media, pharyngitis)
Herpes zoster

Angular chelilitis

Recurrent oral ulceration

Papular pruritic eruption

Fungal nail infections

Seborrhoeic dermatitis

Unexplained severe weight loss (>10% of presumed or measured body weight)
Unexplained chronic diarrhoea for longer than 1 month

Unexplained persistent fever (intermittent or constant for longer than 1 month)
Persistent oral candidiasis

Oral hairy leukoplakia

Clinical | Pulmonary tuberculosis

stage 3 Severe bacterial infections (such as pneumonia, empyema, pyomyositis, bone or
joint infection, meningitis, bacteraemia)

Acute necrotizing ulcerative stomatitis, gingivitis or periodontitis
Unexplained anaemia (<8 g/dl),

neutropaenia (<0.5 x 10%1) and/or chronic

thrombocytopaenia (<50 x 10%1)

HIV wasting syndrome*

Pneumocystis (jirovecii ) pneumonia

Recurrent severe bacterial pneumonia

Chronic herpes simplex infection (orolabial, genital or anorectal of more than 1 month’s duration
or visceral at any site)

Oesophageal candidiasis (or candidiasis of trachea, bronchi or lungs)
Extrapulmonary tuberculosis

Kaposi sarcoma

Cytomegalovirusinfection (retinitis or infection of other organs)

Central nervous system toxoplasmosis

Clinical | HIV encephal opathy

stage 4 Extrapulmonary cryptococcosis, including meningitis

Disseminated nontuberculous mycobacterial infection

Progressive multifocal |eukoencephal opathy

Chronic cryptosporidiosis

Chronic isosporiasis

Disseminated mycosis (extrapulmonary histoplasmosis, coccidioidomycosis)
Lymphoma (cerebral or B-cell non-Hodgkin)

Symptomatic HIV -associated nephropathy or cardiomyopathy

Recurrent septicaemia (including nontyphoidal Salmonella)

Invasive cervical carcinoma

Atypical disseminated leishmaniasis

Clinical
stage 2

*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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Recommended I nitial Regimens

INSTI + 2 NRTI regimen
e DTG plus(TDF or TAF®) plus (FTC or 3TC)
e DTG® /ABCQO/3TC

Alter native regimens
Boosted Pl + 2 NRTI regimen
e DRV/I® plus(TDF or TAF) plus (FTC or 3TC)
e ATVIrplus(TDF or TAF) plus (FTC or 3TC)
e DRV/rplusABC/3TC
INSTI® +2NRTI regimen
e RAL plus(TDF or TAF) plus (FTC or 3TC)

NNRTI + 2 NRTI regimen
e EFV 600 mg plus TDF plus (FTC or 3TC)
o EFV 400® mg/TDF/3TC
e EFV 600 mg plus TAF/FTC

Preferred Regimens for HIV/HBV coinfection
INSTI + 2 NRTI regimen
e DTG plus (TDF or TAF) plus (FTC or 3TC)
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oral solution * Take without Dosage are at highest risk. HLA
regard to meals screening should be done
adjustment for before initiation of ABC
ABCis
recommended in For patients with history
patients with of HSR, re-challengeis
hepatic not recommended
insufficiency
Symptoms of HSR may
include fever, rash,
nausea, vomiting,
diarrhea, abdominal pain,
malaise, fatigue, or
respiratory symptoms
such as sore throat,
cough, or shortness of
breath
Some cohort studies
suggest increased risk of
M1 with recent or current
use of ABC, but thisrisk
is not substantiated in
other studies.
Emtricitabine (FTC) | *200 mg (in Renal excretion: * Minimal toxicity
combination 200mg once daily 86%
with TDF, » Hyperpigmentation/skin
named * Take without Dosage discoloration
Truvuda) regard to meals adjustment in
patients with renal | < Severe acute
insufficiency is exacerbation of hepatitis
recommended may occur in HBV -
coinfected patients who
discontinue FTC
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Generic name

formulation

Drug

recommendation

elimination

Adverse events

Lamivudine (3TC) * 150 and 300 | « 150 mg BID, or Renal excretion:; * Minimal toxicity
mg tablets * 300 mg once daily | 70%
* 10 mg/mL * Severe acute
oral solution * Take without Dosage exacerbation of hepatitis
(in regard to meals. adjustment in may occur in
combination patients with renal | HBV coinfected patients
with ZDV, insufficiency is who discontinue 3TC.
named recommended
combivir)
Tenofovir 300 mg tablets | « 300 mg once daily, | Rena excretionis | *Renal insufficiency,
Disoproxil Fumarate or primary route of Fanconi syndrome,
(TDF) * 40 mg/g ord elimination. proximal renal
powder * 7.5 level scoops tubulopathy
once daily (dosing Dosage
scoop dispensed with | adjustment in * Osteomalacia, decrease
each prescription; 1 patientswith renal | in bone mineral density
level scoop contains | insufficiency is
1 g of oral powder). recommended * Severe acute
exacerbation of hepatitis
* Take without may occur in
regard to meals. HBV coinfected patients
Mix oral powder who discontinue TDF.
with 2-4 ounces of a
soft food that does « Asthenia, headache,
not require chewing diarrhea, nausea,
(e.g., yogurt). Do not vomiting, and flatulence
mix oral powder with
liquid.
Tenofovir * 25 mgtablet | 1tablet oncedailyin | Dosage * Renal insufficiency,
Alafenamide (TAF) fixed-dose adjustment in Fanconi syndrome,
(in combinations patientswith renal | proximal renal
combination insufficiency is tubulopathy; less likely
with several recommended than from TDF
formulation)
« Osteomalacia, decrease
in bone mineral density;
lesser effect than from
TDF
* Severe acute
exacerbation of hepatitis
may occur in
HBV coinfected patients
who discontinue TAF.
¢ Diarrhea, nausea,
headache
Zidovudine (ZDV) * 300 mg tablet | * 300 mg BID Dosage * Bone marrow
* 10 mg/mL adjustment in suppression: macrocytic
intravenous * Take without patients with renal | anemia or neutropenia
solution regard tdo meals insufficiency is
recommended
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Generic name formulation brug elimination Adverse events
recommendation
* 10 mg/mL * Nausea, vomiting,
ora solution headache, insomnia,
asthenia
* Nail pigmentation
* Lactic acidosis/severe
hepatomegaly with
hepatic steatosis (rare but
potentialy lifethreatening
toxicity)
* Hyperlipidemia
* Insulin
resistance/diabetes
mellitus
* Lipoatrophy
* Myopathy
NNRTIs
Efavirenz (EFV) * 600 mg tablet | » 600 mg oncedaily, | Metabolized by * Rash
at or before bedtime | CYPs2B6
(primary), 3A4, * Neuropsychiatric
* Take on an empty and 2A6 symptomsd
stomach to reduce
side effects. ( One CYP3A4 mixed * Increased transaminase
hour befor supper or | inducer/inhibitor levels
2 hours &fter) (more an inducer * Hyperlipidemia
than an inhibitor)
« False-positive results
CYP2C9 and with some cannabinoid
2C19 inhibitor; and benzodiazepine
2B6 inducer screening assay’s
reported.
Nevirapine (NVP) * 200 mg tablet | » 200 mgoncedaily | CYP450 * Rash, including
for 14 days (lead-in substrate, inducer | StevensJohnson
* 50 mg/5 mL | period); thereafter, of 3A4 and 2B6; syndromec

oral suspensio

200 mg BID

* Take without
regard to meals.

* Repeat lead-in
period if therapy is
discontinued for >7
days.

* In patients who
develop mild-to-

80% excreted in
urine
(glucuronidated
metabolites, <5%
unchanged); 10%
in feces

» Symptomatic hepatitis,
including fatal hepatic
necrosis, has been
reported

 Rash reported in
approximately 50% of
cases.

* Occurs at
significantly higher
frequency in ARV naive
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Drug

Generic name formulation , elimination Adverse events
recommendation
moderate rash female patients with pre-
without NVP CD4 counts >250
constitutional cellsmm3and in ARV -
symptoms, continue naive male patients with
leadin period until pre-NVP CD4 counts
rash resolves but not >400 cells/ mm3.
longer than 28 days
total.
Pis
Atazanavir/Ritonavir | 300 mg ATV 300 mg plus Dosage * Indirect hyper-
(ATVIr) capsules RTV 100 mg) once adjustment in bilirubinemia
daily patients with * PR interval
hepatic prolongation: First degree
Take with food. insufficiency is symptomatic AV block
recommended reported.
Use with cautionin
patients with underlying
conduction defects or on
concomitant medications
that can cause PR
prolongation.
* Hyperglycemia
 Fat maldistribution
* Cholelithiasis
* Nephrolithiasis
* Renal insufficiency
e Serum transaminase
elevations
* Hyperlipidemia
(especidly with RTV
boosting) ¢
Skin rash
* Increase in serum
creatinine (with COBI)
Darunavir (DRV 75,150,600, | InARV-Naive CYP3A4 inhibitor | « Skin rash (10%):
and 800 mg Patients or and substrate DRV has a sulfonamide
tablets ARVExperienced CYP2C9inducer | moiety; StevensJohnson
Patients with No syndrome, toxic
* 100 mg/mL DRV Mutations: epidermal necrolysis,
oral * (DRV 800 mg plus acute generalized
suspension RTV 100 mg) once exanthematous

daily

In ARV-Experienced
Patients with One or
More DRV
Resistance
Mutations:

* (DRV 600 mg plus
RTV 100 mg) BID

pustulosis, and erythrema
multiforme have been
reported.

* Hepatotoxicity
 Diarrhea, nausea

« Headache

* Hyperlipidemia

¢ Serum transaminase
elevation

* Hyperglycemia

¢ Fat maldistribution
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Generic name formulation brug elimination Adverse events
recommendation
Unboosted DRV is * Increase in serum
not recommended. creatinine (with COBI)
Take with food.
Lopinavir/ Ritonavir | *(LPV 200 mg | *(LPV 400 mg plus | CYP3A4 inhibitor | * GI intolerance, nausea,
(LPV/r) plus RTV 50 RTV 100 mg) BID, and substrate vomiting, diarrhea
mg), or or * Pancreatitis
*(LPV 100 mg Oral solutionis * Asthenia
plusRTV 25 * (LPV 800 mg plus | stableat2°to8° | « Hyperlipidemia
mg) Ord RTV 200 mg) once C until dateon (especialy
Solution: daily label and isstable | hypertriglyceridemia)
* Each 5 mL for up to 2 months | * Serum transaminase
contains (LPV when stored at elevation
400 mg plus Tablet: roomtemperatur | ¢ Hyperglycemia
RTV 100 mg). | ¢ Take without * Insulin
regard to meals. resistance/diabetes
* Oral solution mellitus * Fat
contains42% | Oral Solution: maldistribution
alcohol. * Take with food. * Possible increased
bleeding episodesin
patients with hemophilia
* PR interval
prolongation
* QT interval
prolongation and torsades
de pointes have been
reported;
Ritonavir (RTV) * 100 mg tablet | « 100-200 mg per CYP3A4 >2D6 * GI intolerance, nausea,
day substrate; potent vomiting, diarrhea
. 3A4, 2D6 * Paresthesia (circumoral
Also available as 2! Tablet: » Take with inhibitor; Inducer | and extremities)
Component_ of f'Xed' food. of CYPs1A2, » Hyperlipidemia
dose combination 2C8, 2C9, and (especially
2C19 and hypertriglyceridemia)
UGT1A1l * Hepatitis
* Asthenia
* Taste perversion
* Hyperglycemia
* Fat maldistribution
* Possible increased
bleeding episodesin
patients with hemophilia
INSTIs
Dol utegravir (DTG) * 50 mg tablet | ARV-Naiveor ARV- | UGT1A1 * HSRs, including rash,
Experienced, mediated congtitutional symptoms,

INSTINaive Patients:
* 50 mg once daily

when Co-
Administered with
EFV, FPV/r, TPV,
or Rifampin:

glucuronidation
Minor
contribution from
CYP3A4

and organ dysfunction
(including liver injury)
have been reported.

¢ Insomnia

* Headache
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. : Drug Lo
Generic name formulation recommendation elimination Adverse events
* 50 mg BID
* Depression and suicidal
with Clinically ideation (rare; usually in
Suspected INSTI patients with preexisting
Resistance: psychiatric conditions
* 50 mg BID
Raltegravir (RAL) * 400 mg tablet | * 400 mg BID With UGT1Almediated | * Rash, including
25 and 100 Rifampin: glucuronidation Stevens-Johnson
mg chewable syndrome, HSR, and
tablets » 800 mg BID toxic epidermal
* 100 mg necrolysis
single packet Take without regard * Nausea
for ora to meals » Headache
suspension * Diarrhea « Pyrexia ¢
CPK elevation, muscle
weakness, and
rhabdomyolysis
* Insomnia
* Depression and suicidal
ideation (rare; usually in
patients with preexisting
psychiatric conditions)

FDA = Food and Drug Administration. HSR = hypersensitivity reaction. NNRTI = non-nucleoside reverse transcriptase inhibitor. NRTI =

nucleoside reverse transcriptase inhibitor, INSTIs: integrase inhibitors
BID = twice daily. CPK = creatine phosphokinase. CrCl = creatinine clearance. HSR = hypersensitivity reaction. RAL = raltegravir. UGT =

uridine diphosphate gluconyltransferas
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History

Physical Examination

Every visit (at least every 3 months)

*New symptoms

*Medications: HIV-related

medi cations,Medications for other
conditions

,Over-the-counter medications,Herbs
or vitamins

*Adherence to medications and
clinical care

*Risk reduction; prevention with
positives

*Mood

*Alcohol and recreational drug use
*Tobacco use

*Allergies

*Pain

*Social supports

*Housing condition

*Domestic violence

*Vital signs (temperature, blood pressure,
heart rate, respiratory rate)

*Weight

*General appearance, body habitus
(including evaluation for lipodystrophy)
+Skin

*Oropharynx

*Lymph nodes

*Heart and lungs

*Abdomen

*Psychiatric—mood, affect

*Neurologic

Every 6 months

*As above

*As above plus:

*Visual exam

* Ears/nose

*Screening for syphilis in all patients at
risk for thisinfections

Every 6 months (twice) , and, if both

arenormal, annually ther eafter)

As above

*Women: cervical Papanicolaou smear,
pelvic exam

Annually

Update initial history:
HIV-related symptoms,
hospitalizations, major illnesses,
family history

Complete physical to include:
Genitorectal exam

Prostate exam

Breast exam

Testicular exam
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eGFR (ml/min) Hemodialysis
| >50 | 30-49 | 10-29 | <10
NRTIs
ABC 300 mg No dose No dose No dose
gl2h or adjustment adjustment adjustment
600mgq | required Required required
24h
FTC 200 mg 200 mg gq24h | 200 mg g72h | 200 mg q96h | 200 mg q96h
g24h
3TC 300 mg 150 mg g24h | 100 mg g24h | 50-25 mg 50-25 mg g24h:«
g24h g24h AD*
TDF 300 mg Not Not Not 300 mg q7d AD*
g24h recommended | recommended | recommended
300 mg q48h (300 mg g72- | (300 mg q7d:
lfno 96h« if no if no
alternative alternative) dternative)
TAF 25mg q No dose No adjustment | Not 25 mg q 24h
24h adjustment recommended | ( On dialysis days
required if GFR<15 take after dialysis)
ZDV 300 mg No dose adjustment 300mg g 24h | 300mg g 24h
gl2h required
Tenofovir + g24h Q48h Not recommended
Emitricitabine Not recommended
NNRTIs
EFV 600 mg No dose adjustment required
g24h
NVP 200 mg No dose adjustment required Patients on HD
gl2h or should receive an additional dose of NV P 200 mg AD
400mg g
24h
eGFR (ml/min) Hemodialysis
>50 | 30-49 | 10-29 [ <10
Pls
ATVIr 300/100 mg g24h :No dose adjustment required | n ARV -Experienced Patients on HD
ATV/r are not recommended
DRV/r 800/100 mg g24h | No dose adjustment required
600/100 mg gq12h
LPV/r 400/100 mg g12h | No dose adjustment required Avoid once-daily dosing in patients on
or 800/200 g 24h | HD
Others
RAL 400 mg g12h No dose adjustment required
DTG 50mg q 24h No dose adjustment required

*AD : after dialysis
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NRTIs
Child-Pugh Score 5-6: 200 mg bd (use oral solution)
ABC Child-Pugh Score > 6: Contraindicated
If ASCVD score > 10% : Not recommended
FTC No dosage recommendation
3TC No dosage adjustment
TDF No dosage adjustment
TAF Child-Pugh Score > 6:Not recommended
Tenofovir + | No dosage adjustment
Emitricitabine | Child-Pugh Score > 9:No dosage recommendation
AZT Reduce dose by 50% or double theinterval between dosesif Child-Pugh > 9
NNRTIs
EFV Moderate to severe hepatic impairement not recommended but controversy exist
Atripla M oderate to severe hepatic impairement not recommended but controversy exist
NVP Child-Pugh score > 6: contraindicated
Pls
ATVIr Severe hepatic impairement not recommended but controversy exist
LPV/r No dosage recommendation; use with caution in persons with hepatic impairment
DRV Severe hepatic impairement not recommended but controversy exist
INSTI
RAL Severe hepatic impairement not recommended but controversy exist
DTG Severe hepatic impairement not recommended but controversy exist
Child-Pugh scoring :12 oyl _f9u>
Score Bilirubin Albumin PT (sec) Hepatic Ascites
encephalopathy (grade)
1 <2 >3.5 1-4 None None
2 2-3 2.8-35 4-6 1-2 Mild
3 >3 <2.8 >6 34 Severe
Child class: A:5-6. B:7-9. C:>09.

A=mild liver disease, B=moderate liver disease, C=severe liver disease

Jj,\?ﬁb,uﬁ@&:iuﬂ,&ggéwwnjw.V;u&gbl\,g;ﬂ@uwyaﬁsuwj,\?w
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NRTI
5,05 S o o tablet 300mg ABC
Syr 20 mg/ml
- & 300.Tab 150 3TC
Syr 10 mg/mL
J , OTL oT10CC 55 el zp b Tab 300 mg TDF
LS J-
ool &S e 5050 s s e Cap/ tab 300 ZDV
555 J a8 OT j3 s - Syr 10mg/ml
J&, oTL oT10CC s el o Tab 200/300 | Tenofovir +
s Emtricitabine
NNRTI
Jsloes 5358 oo Jo ST 3 ew & b Tab 600 mg EFV
Sy kS ool - Syr 30mg/ml
ssh o Jo T o o Tab 200/400 NVP
- Syr 10mg/ml
Pls
ssbesy B 1AL osd 5L e s s Cap 150 ATV
300mg 200
S4hesy g 1dE L 4 | 600mg.Tab 400 DRV
Syr 100mg/ml
s Tab 200/50mg LPVIr
BT e ol U742 g5l - | Syr 80/20mg/ml
2o bS58, pa blash 58,
jt;dr.-.’o..sfi 03 5> ‘-&3}3\5\5
Others
3505 5 o 5o o Tab 400mg RAL
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Anti TB

Rifampicic

Rifabutine

Isoniazide

Pyrazinamide

Ethambutol

Ethionamide

Ofloxacine

Kanamycine

Cycloserine

Bedaguilline

Cotrimoxazo

Methadone

Buprenorphi
Anti Viral

Ribavirine

Adefovir
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Gancyclovir

Aciclovir

sofosbovir

Lediposvir+
Sofosbovir

Dactalasvir

oav
4dlL
17v
ol1¢€
ol4
ALY
A1
Ada
ALd
N3
dAN
o1a
vd

1900+A13

Anti Parasitic Drugs

Metronidazole

Spectinomycine

Artemisinin

Halofantrine

Pyrimethamine

Sulfadoxine

Mefloquine

Antifungal Drugs

Itraconazole

Ketoconazole

Voriconazole

Floconazole

Amphotericine B

Flucytosine

Anti Histamine

Astemisole
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Terfenadine

Fluticason

Hor monal

Estradiol

Ethinil Estradiol

Levonorgestrel

Medroxyprogestron

ogav
4al
1zv
o1€
ol14
ALY
Ad1
Add
AV RS
U=E!
dAN
91d
vd
1900+A13

M edroxyprogestrone

Norethilindrone

EFV -

NVP -I -
FTC il
AZT -

3TC .’
ATV - -

DRV -

LPV -

ABC -

RTV -

DTG -

Omeprazole

Cisapride

Esomperazole
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Lansoprazole

Pantoprazole

Rabeprazole

Metoclopramide

Al Mg Antiacid

1I900+A13

Cardiovascular drugs

Amiodaron

Bepridil

Flecainide

Lidocaine

Propafenone

Quinidine

Rivaroxaban

Lovastatine

Paravastatine

Amlodipine

Bisoprolol

Enalapril

Hydralazine

Hydrochlorothiazide - - - - - - - - - - - - - -

Methyldopa

Flufenazine

Pimozide
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Vitamines and supplements

Vitamine C

Vitamine D3

Vitamine B12

Vitamine K1

Vitamine B6

Folic Acid

Vitamine A

Vitamine B2

Vitamine B1

Vitamine E

Mg

Fe

Zn

Ca

Hydroxyurea

Sildenafil- Pulmonary

Hypertension

Sildenafil- Erectile
disfunction

Allopurinol

Alfuzocine -

Dexamethasone

Piroxicam

St Jhon's wort

Orlistat
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Anti Migrain agents

Ergotamine

Dihydroergotamine

Carbamazepine

Phenobarbital

Phenytoin

Oxcarbazepine

Gabapentine

Vaproic Acid
Recreationel drugs

Marijuana/Cannabis

Cocaine

Alcohol

M ethamphetamines

Gama Hydroxy Butiric
Acid
Ecstasy

Amyl Nitrate

Ketamine

LSD

Anti depressant drugs

Fluxetine

Amitriptyline
Anti diabetic drugs

Insuline

Glidazide




Glocagon

Metformine

No clinically significant interaction or interaction unlikely based on knowledge of drug metabolism

Potential interaction that may require close monitoring, alteration of drug dosage or timing of administration

Interaction likely: do not use or use with caution (# indicates cross-reference to interaction explanation).

No clear data, actual or theoretical, indicate whether an interaction will occur
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