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8/26 Keynote Plenary: Strategies for successful mass vaccination rollout:
balancing science, politics, communication and trust - J# #- & = % fiF
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8/27 Plenary Session: Updates from the COVID-19
pharmacoepidemiological battlefield: recent victories and battles ahead -
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8/28 Hot topic: How can we mitigate publication of poorly conducted
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Methodological Challenges in Assessing the Impact of Digital
Technologies on Patient Adherence @ % 3% & SR »c2 £ 24 4oie
FESRE A £ & > B RRELE ) BB 0 A “ﬂlﬁfbi [
% 31 % (1) What are the key knowledge gaps? How can
pharmacoepidemiology contribute? What aspects of adherence do you
want to investigate? Which study designs can be used? (2) Where do we
find the data? How to define the right outcomes to measure adherence?
How can we identify users of technologies? (3) How do we address bias
and confounding in studies of digital technologies in medication

adherence?

It Takes a Village: Strategic Global Collaborations to Advance RWE
Within ISPE > # ISPE :7RWE 1 ¥/ 22— 3 ¥ 4 =2 > >3 % RWE
i ES G iE SRR RAG S RRFFREI G2 o
pEFP = Baow (1) Update the society on RWE Task Force
achievements and encourage member involvement with future
deliverables. (2) Illustrate how the work of the RWE Task Force

members is enriched through strategic collaborations with well
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established external organizations. (3) Showcase how the RWE Task
Force stepped up to meet challenges related to COVID-19 research

through novel strategic collaborations.
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Covid-19 Vaccine use during pregnancy: accelerating innovative
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Dynamic Pattern of Antiepileptic Drug During Pregnancy Among Women

With Epilepsy by Using Linking Database in Taiwan

The Risk of Serious Infection in Crohn's Disease Patients Treated with

Biologics: An External Comparator Cohort Study.

Drug Utilization Pattern of Non-Steroidal Anti-Inflammatory Drugs Among

Pre-End-Stage Renal Disease Patients in Taiwan.

Comparative Safety of Beta-Blocker and Calcium Channel Blockers in




Patients with Chronic Obstructive Pulmonary Disease and Atrial

Fibrillation: A National Population Cohort Study in Taiwan.

Prescription Pattern of Empirical Antibiotic Used and The Factors

Affecting Death in Children with Bacteremia in Taiwan
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Dynamic pattern of anti-epileptic drug during pregnancy among women with epilepsy by
using linking database in Taiwan.

Ju-Ling Cheni,2, Yea-Huei Kao Yangz, Ching-Lan Chengi,2
1. Department of Pharmacy, National Cheng Kung University Hospital, Tainan, Taiwan
2. School of Pharmacy and, Institute of Clinical Pharmacy and Pharmaceutical Sciences,
College of Medicine, National Cheng Kung University, Tainan, Taiwan

Background: Most studies indicated that birth rates in women with epilepsy (WWE)
were lower than other groups and the modification of anti-epileptic drugs (AEDSs) during
pregnancy was also recommended. However, there are few reports about AEDs switching
pattern between pre-conception and different trimesters.

Objective: This study aim was to evaluate the dynamic AEDs exposure pattern before
and during pregnancy in women with epilepsy (WWE) by using linking database in
Taiwan.

Method: We selected a cohort of women who aged from 15 to 55 yrs and ever diagnosed
with epilepsy in 2009 to 2018. Pregnancy women with prenatal visit records were
identified and the last menstrual period (LMP) was evaluated through linked data from
Birth Certificate Database and Maternal and Child Health Database (MCHD), where were
records of women with gestational week more than 20 weeks including still birth. The
definition of pregnant women with active epilepsy was who at least two outpatient visits
for epilepsy or at least one hospitalization of epilepsy within two years prior to
conception. We performed Sankey diagrams to present the changes of AEDs utilization in
pregnancy over time. IF mother with gestational age less than 24 weeks were excluded
from the analysis for lacking of 3rd trimester. AEDs were classified to 1stand 2nd
generation according to the time to market. Patient who exposed to both 1stand 2nd
generation were classified as 2nd generation users and who exposed to at least two AEDs
with different mechanism were classified as polytherapy.

Results: Around 7.4% (6,441/86,519) WWE achieved pregnant and 89% (5,712/6,441)
have birth record. In the linked database, 93% of mothers’ LMP date could be established.
2,027 WWE with active epilepsy were considered to be continuing their pharmacotherapy
during pregnancy and 2,021 subjects were included
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for analyzing. 42% of pregnant WWE didn’t receive AEDs therapy before conception,
and the proportion of un-exposure ones were increased accompanied with trimesters and
decreased after delivery. In Sankey diagram, we found that 80% of exposure WWE didn’t
change the AED type and 50% to 70% un-exposed subjects changed to use 2nd generation
AEDs when needed. Prescribing rate of 1stgeneration was decreased from 18% to 11%.
For polytherapy users, the prescribing rate was declined from 34% to 27% during
pregnancy and back to 31% after deliveries.

Conclusions: The dynamic pattern of AEDs in Taiwan was similar with Western
countries. The outcome of maternal or neonatal still need to investigate in further study.
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Drug Utilization Pattern of Non-Steroidal Anti-Inflammatory Drugs among
Pre-End-Stage Renal Disease Patients in Taiwan

Yuhuan Shih*, Ju-Ling Chen?, Yu-Ching Chang® , Chien-Huei Huang” , Ching-Lan
Cheng?**

! Institute of Clinical Pharmacy and Pharmaceutical Sciences, College of Medicine,
National Cheng Kung University, Tainan, Taiwan. ? School of Pharmacy, Institute of
Clinical Pharmacy and Pharmaceutical Sciences, College of Medicine, National
Cheng Kung University, Tainan, Taiwan. * Health Outcome Research Center, National
Cheng Kung University, Tainan, Taiwan. * Departments of Pharmacy, National Cheng
Kung University Hospital, Tainan, Taiwan.

*Corresponding author

Background: Due to high incidence and prevalence rates of end stage renal disease
(ESRD), optimal care for pre-ESRD (chronic kidney disease stage 3b-5, CKD 3b-5)
patients to delay progression to ESRD has become a priority in Taiwan. Non-steroidal
anti-inflammatory drugs (NSAIDs) have been known as nephrotoxic drugs and
guidelines suggest NSAIDs should be avoided or do not use for long-term duration in
CKD patients. Appropriate use of NSAIDs to avoid preventable adverse events on the
kidney needs more attention in pre-ESRD patients. However, limited studies have
evaluated drug utilization pattern of NSAIDs in Taiwan pre-ESRD patients.
Objectives: To investigate the drug utilization pattern of NSAIDs in pre-ESRD
patients who were enrolled in Taiwan pre-ESRD pay-for-performance program.
Methods: Data from Taiwan National Health Insurance Database, which enrolls about
99% of Taiwan’s population of 23 million, was used to analyze the utilization pattern.
Pre-ESRD patients who progressed to ESRD between 2012 and 2017 were included
in the study. We excluded patients if they were younger than 20 years old, pregnant
women or with medical history of malignancy. NSAIDs users were defined as patients
who had at least one recorded prescription of NSAIDs within 1 year before they
progressed to ESRD. We assessed patient characteristics between NSAIDs users and
NSAIDs non-users which include patient demographics, comorbidities and
co-medications. We performed multiple logistic regression models to estimate the risk
factors. We further evaluated the utilization pattern of NSAIDs according to
accreditation level, medical department, abnormal use of NSAIDs (which was defined
as total days of NSAIDs prescribed within 3 months that is more than 30 days), and
classification of NSAIDs.

Results: Total 32550 eligible patients were identified, and 17733 of whom were
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NSAIDs users. According to accreditation level, primary clinics prescribed NSAIDs
most frequently (62.7%). The most frequently prescribed medical department was
division of family medicine (23.95%). 15.69% patients (2782 patients out of the
17733) used NSAIDs abnormally. By classification of NSAIDs, non-selective
NSAIDs were prescribed most frequently (91.41%). Patients with upper respiratory
tract infections and influenza [odds ratio (OR)=2.48, 95% confidence interval
(C=2.37-2.61], osteoarthritis (OR=2.02, 95% CI=1.81-2.26) and fractures (OR=1.98,
95% CI=1.80-2.19) were more likely to increase use of NSAIDs. Conclusions: Many
pre-ESRD patients still use NSAIDs abnormally. Intervention strategies including
communicating the nephrotoxicity and interaction of NSAIDs to healthcare
professionals as well as providing education for pre-ESRD patients to reduce NSAIDs
use are needed.



Comparative safety of beta-blocker and calcium channel blockers in patients with
chronic obstructive pulmonary disease and atrial fibrillation: a national population
cohort study in Taiwan

Shan-Ju Lin' , Yu-Ching Chang?, Nai-Yu Chen' , Ching-Lan Cheng"?*

! School of Pharmacy, Institute of Clinical Pharmacy and Pharmaceutical Sciences,
College of Medicine, National Cheng Kung University, Tainan, Taiwan ? Health
Outcome Research Center, National Cheng Kung University, Tainan, Taiwan
*Corresponding author

Background: Previous studies had established the benefits and safety of beta-blocker
(BB) in chronic obstructive pulmonary disease (COPD)patients with myocardial
infarction (MI) or congestive heart failure (CHF). However, safety of beta-blockers
used in COPD patients with atrial fibrillation (AF) was still controversial. Objectives:
To evaluate the real-world comparative risk of beta-blockers and non-dihydropyridine
calcium channel blockers (CCB) for patients with COPD and AF.

Methods: We conducted a retrospective cohort study using the National Health
Insurance Database from 2009-2018. Patients with prevalent COPD and incident AF
were enrolled in this study. We divided patients into BB or CCB group based on the
first prescription (the date was index date) after the first AF diagnosis and excluded
patients received both BB and CCB. The primary outcome was all-cause mortality,
and secondary outcome was emergency room visit or hospitalization due to COPD
with acute exacerbation (COPDAE). We collected baseline characteristic 1-year
before index date and presented as mean (standard deviation, SD) or number
(percentage). We applied Kaplan-Meier method to estimate cumulative incidence rate
and log-rank test to determine the difference. Finally, we used cox-proportional
hazard model to calculate the hazard ratio (HR) and 95% confidence interval (Cl).
Results: Total 41523 patients were enrolled in this study, 22598 in BB group (54.4%)
and 18925 in CCB group (45.6%). We found 57.1% patients received selective BB in
BB group. From baseline characteristic, the history of CHF, MI and ischemic heart
disease (IHD) were respectively 43.2%, 7.9%, and 45.5% in BB group and 41.9%,
4.9% and 38.8% in CCB group. During 1 year before index date, 10.5% in BB group
and 17% in CCB group had at least 1 episode of COPDAE, whereas 2.5% in BB
group and 7.1% in CCB group occurred three times and above. After 1-year follow-up,
the mortality was 23% in BB group and 34% in CCB group Log-rank test also
showed significant difference for 2 groups in mortality and COPDAE. Finally,
compared with CCB group, BB group was associated with a lower risk of mortality
(adjusted HR=0.86; 95% CI 0.83-0.88) and lower risk of COPDAE (adjusted
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HR=0.68; 95% CI 0.65-0.71). Moreover, we applied several subgroup analyses and
found that either selective BB or non-selective BB had a lower risk of mortality and
COPDAE. We also found that regardless of patient with CHF and M1 or not, the risk
was lower in BB group.

Conclusions: The use of BB in patients with COPD and AF associated with a lower
risk of mortality and COPDAE compared with use of CCB. The association was
independent of the selectivity of BB, presence or absence of CHF and MI. In further
studies, subgroup analysis of severe COPD cases and other sensitivity analysis are
needed.



The risk of serious infection in Crohn's disease patients treated with biologics: an
external comparator cohort study

Nai-Yu Chen'?, Chiao-Hsiung Chuang®, Yu-Ching Chang*, Ching-Lan Cheng*
!School of Pharmacy, Institute of Clinical Pharmacy and Pharmaceutical Sciences,
College of Medicine, National Cheng Kung University, Tainan, Taiwan ? Department
of Pharmacy, Kaohsiung Veterans General Hospital, Kaohsiung, Taiwan *
Department of Internal Medicine, Medical College and Hospital, National Cheng
Kung University, Tainan, Taiwan * Health Outcome Research Center, National Cheng
Kung University, Tainan, Taiwan

Background: Although biologicals were reimbursed for Crohn's disease patients in
Taiwan since 2011, serious infection during biological treatment is still controversial,
because the indications for biologicals are narrow and not likely to be present in
parallel comparison groups.

Objective: To evaluate the serious infection associated with biologicals in Crohn’s
disease (CD) using external comparation group.

Method: A retrospective cohort study was conducted using National Health Insurance
data (NHID) from 2003- 2018. We compared CD patients on biological therapy in the
post-biological era (POB, 2011-2018) with a historical control group as
biologics-natve CD patients in pre-biological era (PRB, 2003-2010). For the POB, the
index date was the 1st biological prescription date. For PRB, the index date was
randomly assigned by computer according to the duration between the 1st CD-related
medication and 1st biologics date of the POB. Study outcome defined as mild
infections (outpatients visit) and severe infection (emergency room visit, or
hospitalization). To control the measurable confounding factors, inverse probability of
treatment weighting (IPTW) estimation was applied. The hazard ratio (HR) and 95%
confidence interval (CI) were calculated by cox regression with intention-to-treat (1TT)
and as treated (AT) analysis.

Result: A total of 506 CD patients (PRB: 286; POB: 220) were included. The mean
age was respectively 40 (14.5) years in PRB and 37.2 (14.2) years in POB. The
baseline characteristics was similar between 2 eras. The cumulative probability of
infections was no significantly increased during biologic use (logrank test, mild
infection p=0.15, severe infection p=0.75). The incidence rate (per 1000 person-years)
in mild infection was 1376 in POB, and 1701 in PRB and severe infection was 231 in
POB, and 230 in PRB, respectively. After IPTW with ITT analysis, there was no
increased risk in mild (HR, 0.85; 95% CI, 0.68-1.06) or sever (HR, 1.09; 95%
Cl1,0.71-1.69) infection during biologics treatment period. We also had the same
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finding with AT analysis. Stratification in the site of infection or restriction patients
with previous conventional medication, there was no significant risk for mild or
severe infection.

Conclusion: Compared to conventional therapy, biological therapy in CD patients
does not increase infection risk. The result provided evidence in safety profile when
selecting medications for CD patients.



