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A Case Report of Esophageal Ulceration after Taking Doxycycline
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ABSTRACT

Doxycycline is frequently prescribed to treat urogenital infections or acne vulgaris, A 39—year—old man was prescribed doxycycline
as a treatment for his skin infection, He took each tablet on an empty stomach in the morning, and just before going to bed with
insufficient water, After taking the prescribed medication for approximately 3 weeks, he was diagnosed with esophageal ulcer, He
had not experienced these symptoms before, and the drug label says that doxycycline rarely causes esophageal ulcer, After
discontinuing the medication, the symptoms disappeared. Using the World Health Organization—Uppsala Monitoring Center criteria,
the causality for doxycycline—induced esophageal ulcer was evaluated as “possible,” Additionally, using the Naranjo scale and
Korean causality assessment algorithm (Ver, 2), the causality was evaluated as “probable,” Previous reports have stated that
most patients who took doxycycline with insufficient water just before going to bed or in the supine position developed esophageal
ulcer, Therefore, all patients taking doxycycline must be provided with detailed instructions about the appropriate administration
methods.
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Table 1. Causality assessment using WHO-UMC criteria
Causality term Assessment criteria Check
» Event or laboratory test abnormality, with plausible time relationship to drug intake
« Cannot be explained by disease or other drugs
Certain » Response to withdrawal plausible (pharmacologically, pathologically)

» Event definitive pharmacologically or phenomenologically
» Rechallenge satisfactory, if necessary
» Event or laboratory test abnormality, with reasonable time relationship to drug intake \

Probable/likely

Rechallenge not required

Unlikely to be attributed to disease or other drugs
Response to withdrawal clinically reasonable

Event or laboratory test abnormality, with reasonable time relationship to drug intake

Possible » Could dlso be explained by disease or other drugs
« Information on drug withdrawal may be lacking or unclear
» Event or laboratory test abnormality, with a time to drug intake that makes a relationship
Unlikely improbable (but not impossible)
- Disease or other drugs provide plausible explanations
Conditional/ » Event or laboratory test abnormality
Unclassified » More data for proper assessment needed, or
« Additional data under examination
Unassessable/ * Report sugggshng an odverse: reochgn o N .
" « Cannot be judged because information is insufficient or contradictory
Unclassifiable

Data cannot be supplemented or verified

World Health Organization-Uppsala Monitoring Center, WHO-UMC



Table 2. Causality assessment using Naranjo Scale

Question Answer

Are there previous conclusive reports on this reaction? Yes (1)
Yes (1), No (0), Not known or not done (0)

Did adverse event appear after the suspected drug was administered? Yes (2)

Yes (2), No (-1), Not known or not done (0)

Did the adverse reaction improve when the drug was discontinued or a specific antagonist was administered?

Yes (1), No (0), Not known or not done (0)

Not known (0)

Did the adverse reaction reappear when the drug was readministered?

Yes (2), No (-1), Not known or not done (0)

Not known (0)

Are there alternative causes (other than the drug) that could have caused the reactiong

Yes (-1), No (2), Not known or not done (0)

No (2)

Did the reaction reappear when a placebo was given?
Yes (-1), No (1), Not known or not done (0)

Not known (0)

Was the drug detected in any body fluid in concentrations known to be toxic?

Yes (1), No (0), Not known or not done (0)

Not known (0)

Was the reaction more severe when the dose was increased, or less severe when the dose was decreased?

Yes (1), No (0), Not known or not done (0)

Not known (0)

Did the patient have a similar reaction to the same or similar drugs in any previous exposure?

Yes (1), No (0), Not known or not done (0)

No (0)

Was the adverse event confirmed by any objective evidence?
Yes (1), No (0), Not known or not done (0)

Not known (0)

Total score

5

Causality evaluation

Probable

Definite: 29, Probable: 5-8, Possible: 1-4, Doubtful: 0
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Table 3. Causality assessment using Korean causality assessment algorithm (ver.2)

Items

Question

Answer

Is there any information on chronological relationship of the suspected drug

Chronological and ADR?

relationship

Appropriate chronologic relationship (+3), contradictory chronologic
relationship (-3), no information (0)

Appropriate chronologic
relationship (+3)

Is there any information on dose reduction or discontinuation?

Dose reduction or
discontinuation

Clinical response after dose reduction or discontinuation (+3), clinical
progress irespective to the dose reduction or discontinuation (-2), not (0)

not done dose reduction

done dose reduction or discontinuation (0), no information (0)

Past ADR history

Have you ever experienced ADR with the same or similar drug?
Yes (+1), no (-1), no information (0)

no information (0)

Is there any information on drugs being taken concomitantly2
Cannot explain the association between ADR and the concomitant drug
alone (+2), can explain the association between ADR and the concomitant
drug dlone (-3), data available by interaction with suspicious drug (+2), no
available data for the concomitant drug (0), no information (0)

Concomitant
medication

Cannot explain the
associafion between ADR
and the concomitant
drug alone (+2)

Is there any information on non-drug cause?
ADR not explained by non-drug cause (+1), ADR explained by non-drug

Non-drug cause
cause (-1), no information (0)

ADR not explained by
non-drug cause (+1)

Any known information on

the suspected drug unknown (0)

Is there any information on the suspected drug?
Indicated in the drug label (+3), not indicated but case reported (+2),

Indicated in the drug
label (+3)

Is there any information on re-administration?

Re-administration

Similar response to re-administration (+3), no response to re-administration

no information (0)

(-2), no re-administration (0), no information (0)

Specific tests

Specific tests such as plasma drug concentration monitoring?

no information (0)

Positive (+3), negative (-1), unknown (0), no information (0)
Total score 9
Causality evaluation Probable

Certain: 212, Probable: 6-11, Possible: 2-5, Unlikely: <1
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