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A Case Report of Lapatinib-Induced Diarrhea Controlled with Considering
Pre-administration of Opioid Analgesics
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Lapatinib ditosylate monohydrate, an oral tyrosine kinase inhibitor selective for epidermal growth factor receptor
and human epidermal growth factor receptor type 2, can be used to treat inoperable or metastatic recurrent breast
cancer with confirmed HERZ2 overexpression. However, its discontinuation from treatment due to diarrhea, a
frequently occurring side effect, has become a problem. Therefore, defecation control is important. A guide for the
appropriate use of tykerb® tablets recommends the use of loperamide hydrochloride according to the severity of
the diarrhea. We report a complex case of defecation control where a patient had constipation by prior opioid
analgesics before taking lapatinib ditosylate monohydrate, which resulted in diarrhea. Lapatinib ditosylate
monohydrate was continued without reduction or discontinuation as we adjusted the drugs involved in defecation
control Additionally, the pre-administered opioid analgesics were continued while unifying the evaluation criteria
for defecation and monitoring the patient continuously. Therefore, when introducing an anticancer drug with a
high risk of diarrhea to patients who have previously taken opioid analgesics, it is important to evaluate defecation
based on a unified evaluation standard. If opioid analgesics have been used in advance, it is important to control
defecation considering the antidiarrheal effect of opioid analgesics.
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Table 1. Medication at Day3.

Drugs (Oral)

Dosage and Administration Schedule

Codeine Phosphate Powder 1%

Pyridoxal Tablet 10 mg

Goshajinkigan Extract Granules for Ethical Use 2.5 mg
Simvastatin Tablets 5 mg

Cilnidipine Tablets 10 mg

Trichlormethiazide Tablets 2 mg

MIYA-BM® Tablets

6 g, three times a day, after each meal

60 mg, three times a day, after each meal
75 g, three times a day, before each meal

5 mg, once a day, in the evening

5 mg, once a day, after breakfast

2 mg, once a day, after breakfast

3 Tablets, three times a day, after each meal

Drugs (Injection)

Dosage and Administration Schedule

Prednisolone Sodium Succinate 50 mg Intravenous Drip

Glucose-acetic acid maintenance solution No.3 500 mL
Intravenous Drip

40 mg, Interarenous infusion from 9 AM for 30 minutes
500 mL, Continuous Interarenous infusion

¥MIYA-BM® Tablets: Clostridium butyricum
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Codeine Phosphate Powder 1% 6 g/day

Morphine Hydrochloride Hydrate Injection 10 mg/day 15 mg/day
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Fig. 1a. Transition of the opioid dose and respiratory symptoms status.

The changes in the opioid dose and rescue administration frequency and the presence or absence of respiratory distress symptoms
are shown. Regarding opioid administration, codeine phosphate powder was used for an antitussive effect at the time of hospitalization,
However, from Day 3, morphine hydrochloride injection was switched for relieving respiratory distress. As the symptoms of worsened,
the number of rescue administrations decreased and the symptoms improved after increasing the dose of the morphine hydrochloride
injection from Day 34. Day 1 refers to the first day of hospitalization.

3% MIYA-BM® Tablets 3 tablets/day 6 thlets/day

Naldemedine Tosilate Tablets 0.2 mg /day

Magnesium Oxide Tablets 990 mg/day
Linaclotide Tablets 0.25 mg/day 05 mg/day

e eners 10 111 11811 !
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3 5 7 9 11 13 15 17 19 21 23 25 27 29 31 33 35 37 39 41 43 45 47 49 51 53 55 57 59 61(Days)

| Letrozole Tablets 2.5 mg /day

I Lapatinib ditosylate monohydrate Tablets 1500 mg /day

Fig. 1b. Transition of the defecation status and drugs regarding defecation control.

The bar graph shows the number of defecations, and the line graph shows the Bristol Stool Form Scale (BSFS). The bars and arrows
at the top of the graph show the changes in the dose of drugs regarding defecation control and the use of glycerin enema 120 mL / dose,
respectively. Day 1 refers to the first day of hospitalization.
¥MIYA-BM® Tablets: Clostridium butyricum

Fig. 1. Transition of the opioid dose and defecation control.
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