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1049/
10°3 Ul/24H
10°3 U/L
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administration date

Fig. 1. Algorithm for identifying HIT using platelet counts and diagnostic information. The
requirements for platelet counts at each evaluation point were as follows: (1) no less than
150 9 109/L at baseline, (2) occurrence of TCP within 14 days after the index date, (3)
continuing TCP, (4) more than 30% reduction and greater than 10 9 109/L at nadir, (5)
recovery from TCP and (6) no recurrences of TCP during the follow-up period. HIT,
heparin-induced thrombocytopenia; TCP, thrombocytopenia; UFH, unfractionated heparin; d,




Table 1. Positive predictive value (PPV) of the algorithm for HIT

Number
Suspected HIT 47
Definitive HIT 41
PPV (95% CI) 87.2% (74-8-94-0%)

HIT, heparin-induced thrombocytopenia; Cl, confidence interval.

Table 2. Multivariate logistic regression analysis on HIT

Variable (Reference) Odds ratio 95% (1 P-value
Age years

=65 (<65) 1-38 0-70-2.70 0-3565
Gender

Women (Men) 0-83 0-43-1-61 0-5830
Medication history of heparin®

Yes (No) 1-00 0-41-2-42 0-9985
Treatment duration

=4 cla}-'_ﬂ; (1-3) 5-38 2.35-12.3 =0.0001
Hepatic dysfunction

Yes (No) 044 0-16-1-26 01253
Renal dysfunction

Yes (No) 0.82 0-42-1.63 0-5766
Surgery

Yes (No) 0095 0-49-1.82 0-8662

HIT, heparin-induced thrombocytopenia; CI, confidence interval.
“Previous exposure to any heparin within 100 days before the index date.
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Source Population
n=2569

Liver Injury Cases”

n=453
Delayed Onset Cases” Non-Delayed Onset Cases
n=230 n=223 ) . .
DDW-J algorithm DDW-J algorithm CIOMS/RUCAM algorithm

EEEETTT | | ST o
n="72 n=158 n=110 n=113 n= 156 n=67

1 !

Concordance rate for DILI Spearman rank correlation coefficient

between the two algorithms between the scores of the two algorithms
79.4 % (177/223) 0.952 (P<0.0001)

DILI cases judged by DDW-1 algorithm

n=182

Fig 2. Identification of drug-induced liver injury (DILI) cases in the Hamamatsu population.
*Patients with alanine aminotransferase>2 X the upper limit of normal value (ULN) or
alkaline phosphatase >ULN from the index date to 180 days after the last administration.
#Patients in which the liver injury occurred after 15 days for the hepatocellular type, or more
than 30 days for the cholestatic or mixed type, following the last administration. aDefined as
a total score >5 in the Digestive Disease Week Japan 2004 (DDW-J) algorithm. bDefined as a
total score >6 in the Council for International Organizations of Medical Sciences/the Roussel
Uclaf Causality Assessment Method (CIOMS/RUCAM) algorithm
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Fig 3. Time series plots of seasonal change in the proportion of patients prescribed
oseltamivir to neuraminidase inhibitors, by age group.
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Fig 4. Time series plots of monthly change in the proportion of patients co-administered
proton pump inhibitors with clopidogrel to those administered clopidogrel, by treatment

group.
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Table 3. Risk measure and risk ratio of tendon disorders by fluoroquinolones or

cephalosporins
Number of prescribed Number of patients with tendon Risk measure (number of events per patient)

Drug patients disorders o (95%CI) Risk ratio (95%CI)
Ciprofloxacin 1158 0 - -
Levofloxacin 13334 9 0.067(0.036-0.128) 5.20(1.74-15.51)
Tosufloxacin 2114 2 0.095(0.026-0.344) 7.29(1.41-37.54)
Moxifloxacin 979 2 0.204(0.056-0.742) 15.74(3.06-81.02)
Prulifloxacin 11 0 - -
Sitafloxacin 138 0 - -
Garenoxacin 251 0 - -
Sparfloxacin 266 0 - -
Fleroxacin 290 0 - -
Gatifloxacin 362 0 - -
Ofloxacin 96 1 1.042(0.184-5.666) 80.24(9.46-680.47)
Norfloxacin 186 0 - -
Total of FQs 17147 14 0.082(0.049-0.137) 6.29(2.27-17.46)
Cefdinir 17902 3 0.017(0.006-0.049)
Cefcapene 24.864 2 0.008(0.002-0.029)
Total of 38,517 5 0.013(0.006-0.030) 1.0
cephalosporins

CI, confidence interval; FQ, fluoroquinolone.
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Fig. 5. Monthly changes in use of antiemetic agents. Co-administration rates of neurokininl
receptor antagonist (NK1), 5-HT3 receptor antagonists (5HT3), and corticosteroids (CS), as
well as extra antiemetic agents with HER CTs in acute and delayed phases in each month
are indicated.

-75-



Table 4. Guideline compliance for high emetic risk chemotherapies

Total (1=9.,674)

Acute (%)

GL compliant Insufficient OR (95 % CI)
(n=2,722) (n=6,952)
Crude Adjusted

Age
<65 year 56.7 321 67.9 1.6 (1.5-1.7) 1.4 (1.3-1.6)
=65 year 433 229 77.1 1.0 (reference)
Sex
Male 452 309 69.1 1.4 (1.3-1.5) 1.0 (0.9-1.1)
Female 54.8 247 75.3 1.0 (reference)
CT
Inpatient 53.2 300 70.0 1.2 (1.1-1.3) 2.2(2.0-2.5)
Outpatient 46.8 26.0 74.0 1.0 (reference) 14.1
CT cycle
Following 74.5 288 71.2 1.1 (1.0-1.3) 1.4 (1.3-1.6)
First 25.5 26.1 73.9 1.0 (reference) 7.0
Drug
AC or EC 34.7 345 65.5 1.6 (1.5-1.8) 2.4 (2.1-2.8)
Cisplatin 63.0 247 753 1.0 (reference) 5.5
Dacarbazine 23 253 74.7 - -
Opioids
With 4.9 358 64.2 1.5 (1.2-1.8) 1.5 (1.2-1.8)
Without 95.1 27.7 723 1.0 (reference) 9.6

CT chemotherapy, AC doxorubicin plus eyclophosphamide, EC epirubicin plus eyclophosphamide
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Nested case-control study, Case-cohort study,
Case-crossover study, Case-time-control study, Self-controlled case series study,
Sequence symmetry analysis, Propensity score analysis, Instrumental variable method

MID-NET

MID-NET
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1) von EIm E et a. STROBE Initiative. The
Strengthening the Reporting of Observational
Studies in Epidemiology (STROBE) statement:

guidelines for reporting observational studies. (

)
2) The European Network of Centres for
Pharmacoepidemiology and Pharmacovigilance
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