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Fig 3| Types of potentially serious harm from drug-drug interactions between drugs recommended by clinical guidelines
forthree index conditions and drugs recommended by each of other 11 other guidelines
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Prescribing cascades

+ The “prescribing cascade” begins when an adverse drug reaction is misinterpreted
as a new medical condition.

+ Another drug is then prescribed, and the patient is placed at risk of developing
additional adverse effects relating to this potentially unnecessary treatment.
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Secondary or indirect effects
Drug-drug interaction

Pseudoallergic reactions
Allergic (hypersensitivity) reactions
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1. Timing of the event, relative to the drug exposure

2. Presence or absence of other factors which might also cause the
event

Result of withdrawing the drug (de-challenge)

3
4. Result of reintroduction the drug (re-challenge)
5. Other data supporting an association, e.g. previous cases.

Nelson Irey (1976), Karch and Lasagna (1977)

UMC causality categories

Causality term Assessment criteria

Certain + Event or laboratory test abnormality, with plausible time relationship to drug intake
+ Cannot be explained by disease or other drugs

+ Response to withdrawal plausible (pharmacologically, pathologically)

+ Event definitive pharmacologically or pt logicall
+ Rechallenge satisfactory, if necessary

Probable/likely + Event or laboratory test abnormality, with reasonable time relationship to drug intake
+ Unlikely to be attributed to disease or other drugs

+ Response to withdrawal clinically reasonable

+ Rechallenge not required

Possible + Event or lzboratory test abnormality, with reasonable time relationship to drug intake
+ Could also be explained by disease or other drugs
+ Information on drug withdrawal may be lacking or unclear

Unlikely + Event ot laboratory test abnormality, with a time to drug intake that makes a relationship improbable

(but not impossible)
+ Disease or other drugs provide plausible explanations

1JNSAIDs 229 31 =+ 2% 8

+ The risk of heart attack or stroke can occur as early as the first weeks
+ The risk appears greater at higher doses

+ Information is not sufficient to determine that the risk of any particular NSAID
is definitely higher or lower than that of any other particular NSAID.

+ NSAIDs can increase the risk of heart attack or stroke in patients with or without
heart disease or risk factors for heart discase.

* In general, patients with heart disease or risk factors for it have a greater
likelihood of heart attack or stroke following NSAID use.

+ Patients treated with NSAIDs following a first heart attack were more likely to
die after the heart attack compared to patients who were not treated with NSAIDs
after their first heart attack.

+ There is an increased risk of heart failure with NSAID use

2015 FDA Safety A
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Table 2. Summary of recommendations for prevention of NSAID-related ulcer complications

Gastrointestinal risk

Low Moderate: High
Low CV risk NSAID alone (the least ulcerogeric NSA/D+PPI/misoprostol Alternative therapy if possible or COX-2
INSAID at the lowest effective dose) inhibitor+PPI/misoprostol

High CV risk® {low-dose asoirin Naproxer + PPl/miscprostal Nazoroxen + PP /misoorostol -~ Avoid NSAIDs cr CCX-2 inhibiters. Use
required) alternative therapy

Gastro niestinal risk s stratified into low (no risk 72
o concomitant use of corlicosteroids High CV.
patients with  history of ulcers wha require NSAIDS should be tested f

e of ane OF o 1K 1321071, and WIEN (MU T e 1Sk 1GCIors, OF FIEVIous UIGeT Complcetons,

defined as the requiremen: for low-clase aspirin for prevention of e events Al
and i the ifection is pres1t, eradication therapy snou c 22 gven.

Low High
i it
Gl risk Lcy Mod \ High Low - Mod/ \H\gh

NSAID alone | NsADs + PRI | corio+ pr [AASUNE Avoid NSADDs
(no Coxib)

NSAIDs X2 - 7|E}

* Hepatotoxicity

* Anaphylaxis

* Pulmonary - AERD, Bronchospasm

* Hematologic - anemia, neutropenia

* CNS - psychosis, aseptic meningitis, tinitus
* Skin reaction - TEN, SJS

* Non union - bone, tendon

5) Clinically Significant Drug Interactions

Warfarin + Antibiotics
Inhibition of the hepatic metabolism of warfarin

Drugs that inhibit warfarin's metabolism include ciprofloxacin, clarithromycin,
erythromycin, metronidazole and trimethoprim-sulfamethoxazole.

Unless the prothrombin INR can be monitored every other day, ciprofloxacin,
macrolide antibiotics, metronidazole and trimethoprim-sulfamethoxazole
generally should not be prescribed to patients who are taking warfarin.

Alternative antimicrobial therapy is recommended for these patients.
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8) Potentially Inappropriate Medication Use in Older Adults

American Geriatrics Society 2015 Updatedfor

Potentially Inappropriate Medication Use in Older Adults

By the Amenican Geriatrics Society 2015 Beers Criteria Update Expert Panel
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+ Kims online

* Drug Info
«FDA
* Pubmed

* Medscape
+ Drug interaction checker
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